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Bai 1
GIOI THIEU MON HQC VA CAC NGUYEN TAC
SU DUNG THUOC AN TOAN HQP LY

I. GIOI THIEU MON HQOC
1. Dinh nghia

"Dugc 1am sang 1a mdt mon hoc cua nganh Dugc nham t6i wu hoa viée st dung
thudc trong diéu trj va phong bénh trén co s¢ nhiing kién thirc v& Duoc va Y - Sinh hoc".
2. Muc tiéu co ban cia mon hoc

- Bao dam viéc str dung thude hop Iy nham gitip cho viée diéu tri dat két qua tot nhat.

- Phong ngira cac phan tmg c6 hai do thudc gy ra.

Str dung thude hop 1y 1 cai thién hiéu qua sir dung, nang cao do an toan va
bao dam tinh kinh té khi ding thudc cho timg cé thé bénh nhan. Tinh hop 1y phai can
nhéc sao cho chi sd hiéu qué/rui ro va hiéu qua/kinh té dat cao nhat.

Phong ngira phan tmg c6 hai do thudc gdy ra bao gém ca viéc kiém soat lidu
luong, dé phong tac dung phu va cac bién phap gido duc cong ddng nham tranh lam
dung thudc.

Quyén sach nay nhiam cung cdp nhimng kién thtc cho chwong trinh cao dang
v6i yéu cau dbi véi sinh vién la:

- Panh gia duogc viée ké don hop 1y theo ca thé trén co s& nhitng khac biét vé
sinh 1y va bénh 1y.

- Hudng din duoc cho bénh nhén vé st dung thude hop 1y.

3. Vai nét vé sw ra doi va phat trién ciia Dwoc 1Am sang

Duogc 1am sang 1a mot moén hoc rat tré so voi cac mon hoc truyén théng da co
cua nganh Dugc nhu Bao ché, Hoéa duogc, Duogc liéu... Méon hoc nay duogc khai sinh &
M§ vao nhitng nim 60 cua thé ky XX va dén nay da tré thanh mon hoc chinh thuc
trong chwong trinh dao tao Duoc s§ ciia nhiéu nudc trén thé gisi.

Su ra doi cia mén Dugc 1am sang xuat phat tir 2 yéu to:

- Khach quan:

Su phat trién nhanh chong trong linh vuc san xuét thudc 1am cho thi truong
thudc vira phong pha vé sb luong duoc pham véi sy ra doi nhidu dang dugc chat méi,
vira da dang vé cac dang bao ché voi su ra doi nhiéu dang bao ché méi khac hin cac
dang kinh dién da gay khong it lung tang cho thay thudc ké don. Tir d6 nay sinh yéu
cau tur phia thay thudc vé sy c6 mit bén canh ho cac dugc si voi vai tro tu van vé
thubc. Su chuyen doi nay da "doi" vi tri lam viéc cia nguoi dugc si tir khoa dugc 1é€n
bénh phong, cung lam viéc v6i thay thude; do d6 dugc sy 1am sang con duoc goi ndm
na l1a "nguoi dugc sy bén canh givong bénh".

Tuy nhién vé sau, khai niém duoc 1am sang khong con chi bo hep trong khuon
kho bénh vién ma con duoc md rong ra trong ca cong dong. Dugc 1am sang trang bi
kién thirc cho nguoi duge si chim lo viée sir dung thude hop 1y cho ca ngudi tiéu dung
thudc trong cong dong.

- Chu quan:

Su ra doi nhiéu thiét bi hién dai cho phép xac dinh dugc néng d6 thude trong mau
va cac to chirc trong co thé gitip ngudi duoc si ¢ vai tro tich cuc hon ddi véi thay thudc;
tu van cho béc si vé néng do thude trong mau lam co s& cho viéc hi¢u chinh lidu lugng
theo tirng ca thé nguoi bénh va lya chon thude phu hop véi trang thai bénh 1y.
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4. Vainét vé hoat dong ciia Duogc 1am sang trén thé gisi

Nhu da néu ¢ trén, My 1a nudc dua Dugce 1am sang vao chuong trinh giang
day trong cac truong dai hoc Dugc sém nhat. Sau mdt loat hoi nghi chuyén dé vé dé
tai nay tai Bic My, Chau Au duogc 1am sang trd thanh mon hoc chinh thirc tai My tur
nam 1964; tai nudc nay, dugc lam sang dugc gioi diéu tri d6n nhan mot cach néng
nhiét va cuong vi "chuyén gia vé thudc".

Tai Canada, dugc lam sang dugc dua vao giang day ¢ bac dai hoc vao nam
1972 va khong bao lau sau, ndm 1983, sinh vién dugc budc phai thuc hanh tai bénh
vién bén canh théy thude.

Tai Chau Au, tir nam 1971 dén 1979, nhiéu hoi nghi chuyén nganh vé duoc
1am sang duoc td chirc va ciing trong khoang thoi gian nay hoi duoc 14m sang chau Au
duoc ra doi.

Tai Phap, hoi dugce 1am sang dugc thanh 1ap nam 1982, cung véi su ra doi cua
Tap chi chuyén nganh "Journal; de Pharmacie clinique”. Nam 1983, hoi nghi dugc lam
sang toan qudc duoc to chuc tai Paris va mot nim sau (1984, mon dugc 14m sang
chinh thuc dugc dua vao chuong trinh dao tao dugc si dai hoc. Ciling tur do, sinh vién
duoc bt bude c6 modt nim thuc hanh tai bénh vién vao nam thtt nam - con goi la nam
Vién - Truong.

Tai chau A, khai niém dugc 1am sang dugc du nhdp thong qua céac sinh vién
dai hoc, sau dai hoc c6 hoc bong tai cac nudc "phat trién" tré vé, hodc thong qua cac
chuong trinh hop tac, cac du an hd trg vé chiam soc stc khoe cua cac nude "phat
trién". Thuc hanh dugc 1am sang di trién khai c6 hiéu qua o Philipin, An Do, Thai
Lan, Malaysia, Sirilanka...

Tai Chau Phi, thong qua cac du an cham séc suc khoe cuia TCYTTG (WHO),
cac to chirc phi chinh phu... thyc hanh duoc 14m sang ciing duoc trién khai tai
Zimbabwe, Zambia, Gana...

5. Tinh hinh hoat dong ctia Dwgc 1am sang tai Viét Nam

Cung nhu cac nudce "dang phat trién khac", duoc 1am sang dugc gidl Y duge
Viét Nam biét dén qua sach bdo, qua cac chuong trlnh hop tac quoc té trong linh vuc
Y té va qua céc can bd Y té di hoc hoidc cong tac tir nude ngodi trg ve.

Tir nhitg nam 70, d3 c6 cudc van dong "sir dung thude hop 1y - an toan" &
bénh vién. Cubi nhitng nam 80, vu Duogc (B Y té) da thanh 1ap mot nhoém nghién ctru
thuc nghi€ém ¢ Bénh vién Bach Mai do dugc si Phan B4 Hung lam nhém truéng cung
mot s6 bac si va dugce si hoat dong véi muc dich tham van vé str dung thube hop 1y
cho thay thudc ké don.

Tai mot s6 bénh vién khac, tiéu biéu 1a khoa duoc bénh vién Hitu Nghi do
PGS. Phuong Pinh Thu phu trach, su gin bé giita cac duoc si voi bac si tai cac khoa
diéu tri d3 tré thanh mot nép sinh hoat déu din, vai trd ctia duoc si voi tu cach "chuyén
gia vé thubc" duoc coi trong.

Tuy nhién, nhin chung lai, hoat dong cia duogc si bénh vién trong linh vuc
duoc lam sang con 1€ té va mdi chi thyc hién dugc mot s6 chirc nang kha "khiém tén".
Trdé ngai chinh co6 1€ 1a:

- Nhén thtc vé dugc 1am sang chua rd rang

- Chua c6 mot chuong trinh dao tao cu thé.

- V& mit to chuc, chua c6 quy dinh cu thé vé vai tro cua duogc si 1am sang tai
bénh vién.
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- Co s& vat chét cho hoat dong cua dugc si lam sang chua co6: tai li¢u, phuong
tién phuc vu cho thong tin thudc con thiéu, trang thiét bi dinh lugng thude trong dich
sinh vat chua c6...

Mbc danh diu sy thAm nhap thuc sy cia dugce lam sang vao Viét Nam bt dau
tor HO1 thao 20-23 thang 11 ndm 1990. Ho1 thdo nay dugce td chire tai truong Dai hoc
Duoc Ha Noi do t6 chic "Tam nhin thé gidi - Australia" tai trg. GS.S.Kailis va
TS.P.Passmor thugc Truong DPai hoc Curtin (Perth) da trinh bay trudc dong ddo cac
giao su, bac si dugc si hién dang cong tac tai cac bénh vién, truong Pai hoc Y va Dugc
Ha Noi vé vai tro cia dugce 1am sang trong thyc hanh tai bénh vién va hié¢u thude cling
nhu yéu cau cap bach cta viéc dua mon hoc nay vao giang day & bac dai hoc va dao
tao lai cho cac dugc si da tot nghi¢p. Hoi thdo da thu hut dugc sy cht y va déng tinh
cua ca hai phia Y va Duogc Viét Nam.

Nhan thtc duge tim quan trong ctia duoc 14m sang va vai trd can thiét cia
Trudng Pai hoc Dugce phai di tién phong trong viéc trién khai mén hoc méi nay, PGS.
Nguyén Thanh D6, nguyén Hiéu trudng cua trudng, voi vai trd chu tri dy an hop tac
Australia - Viét Nam vé "Str dung thudc hop 1y va thong tin thude" da to chirc mot
nhém can bd bién soan thi diém tai liéu cho chuong trinh dao tao lai va cho ra doi tap
chi chuyén nganh c6 tén "Thong tin dugc 1dm sang" (Clinical Pharmacy Information)
gop phan cung cp thong tin vé sir dung thudc hop 1y cho can bo co sé. Tir nim 1992
dén nam 1995, dy an hop tac duoc trién khai tai Quang Nam - ba N'fmg ddi véi duge
ta, trudng tram y té cua 80 xi va dén ca nguoi dan, trudce hét 1a can bod phu nir xa.
Ciing trong thoi gian nay, Truong Pai hoc Dugc Ha Noi ciing da t6 chie mot loat 16p
dao tao lai cho dugc si ¢ nhiéu tinh, thanh trong ca nudc. Cac chuong trinh déu dem
lai két qua rat dang khich 1& cho thay chu truong chuyén hudng dao tao trén co so dat
trach nhiém "Hudng dan str dung thude hop 1¥" 1én hang dau trong chuwong trinh dao
tao 1a thich hop véi giai doan phat trién méi cta nganh.

Nam 1993, dé thyuc hién viéc dua mon Duge 1am sang vao giang day cho sinh
vién duoc, Truong Pai hoc Dugc Ha Noi da c6 quan ly thanh lap "T6 mdn Dugc 1am
sang" do GS. Pang Hanh Phuc phu trach, nhan nhi€ém vu xay dung chuong trinh va
bién soan gido trinh.

Sau 5 ndm gidng day thtr nghiém va hoan chinh chuong trinh cling nhu sach
gido khoa, ngay 11 thang 2 nim 1998, B6 Y té di ra quyét dinh thanh 14p B6 mon
Duoc lam sang tryc thudc Truong Pai hoc Duge Ha Noi. bén thang 12 nam 1999, tai
Khoa Dugc - Truong Pai hoc Y - Duoc thanh phé Ho Chi Minh, phan mén Duoc lam
sang ciing duoc thanh 1ap. Nhu vdy hai co sé dau nganh trong hé théng dao tao dugc si
dai hoc & nudc ta da chinh thitc dua mén hoc Duoc 1am sang vao chuong trinh dao
tao.

Nhu vay, chi trong mét thoi gian chua déy 5 nam, Dugc 1am sang da thuc su
c6 chd ding trong nganh Dugc Viét Nam.

Il. CAC NGUYEN TAC SU DUNG THUOC AN TOAN- HQP LY

St dung thude hop 1y 1a muc tiéu ciia mén Duge 1am sang. Dé dat muyc tiéu nay
trach nhiém truc tiép thudc vé 3 ddi tuong: ngudi ké don (bac si diéu tri), dugc si 1am
sang va ngudi sir dung thude trong d6 duoc si 1am sang (DSLS) dong vai tro 1a cau ndi
gitta bac si - nguoi dua ra y Iénh va nguodi sir dung - ngudi phai thuc hién y 1€nh.

St dung thudc hop 1y trude hét phai chon dugc thube dung, dung lidu, tire la
thudc d6 phai phi hop voi bénh va ngu(n bénh. Tuy nhién, mot thude hop ly phai nam
trong mot don hop ly, nghia la ngoai tiéu chuan hop ly cua timg thube riéng biét con
phai tinh dén nhiéu mat khéc, trong d6 c6 3 van dé quan trong nhat 1a phdi hop thude
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phai ding (khong c6 tuong tac bat lgi), kha nang tuan thu diéu tri cia nguoi bénh cao
(sb lan dung trong ngay it, kha nang chi tra phu hop voi nguoi bénh) va co chi dan
dung thubc dung.
Chuyén dé nay s€ giup chung ta tiép can voi cac muc tiéu trén
1. Cac tiéu chuan dé lya chon thudc hop ly
Tiéu chuan dé lya chon thudc hop 1y duoc trinh bay trong bang 1.1.
Bing 1.1. Béon tiéu chudn céan thiét dé lwa chon thuéc hop Iy

T Tiéu chuin lra chon Ky hi¢u
1 | Hiéu qua diéu tri tot H
2 | Antoan cao A
3 | Tién dung (Dé st dung) T
4 | Kinh té (Ré nhét so véi cac thudc da dat 3 tiéu chuan trén) K

1.1. Hi¢u qua (H)

La kha nang khoi bénh tdt, ty 1€ bénh nhan duoc chira khoi cao
1.2. An toan (A)

La kha ning xuat hién tic dung khéng mong mudn thap. Tinh an toan thuong
dugc so sanh theo ty 18 Hiéu qua/Rui ro. Tri s6 ndy cang cao cang tot.

1.3. Tién dung (T)

Tuc 1a dé sir dung, bao gdm cach dua thudc, sb 1an dung thudc trong ngay...
phu hop, cang don gian cang tt.
1.4. Kinh té (K)

La chi phi tién thudc hop 1y cho 1 ngay diéu tri (con goi 14 tién tinh theo DDD,
Difined Daily Dose) hodc cho ca li¢u trinh diéu tri. C6 nhitng trudng hop ngudi ta tinh vao
chi phi diéu trj ca tién cua cac xét nghiém cén lam sang phai lam khi str dung thude.

Ngoai cac tiéu chudn trén, c6 nhiéu tai liéu con dua vao thém 1 tiéu chuin.

1.5. Sin co:

Nghia 13 thubc phai c6 ¢ co sé diéu tri, nhu vdy 13 phai wu tién cho nhimg
thudc nam trong danh muc thude thiét yéu.

Céc tiéu chuén trén duoc tinh diém wu tién khac nhau tuy theo bénh (cép tinh,
man tinh, mtrc d6 tram trong...).

Pé 1am rd qua trinh lya chon thudc hop 1y, ching ta cung giai quyét 2 tinh
huéng 1am sang sau:

Vi du 1: Xt tri mdt trudong hop bénh cép tinh

Lwa chon thudc trong diéu tri dau thit ngue

Vi du 2. X1 tri mot truong hop bénh man tinh
Lura chon thudc giam dau cho mét truong hop viém khép man tinh

2. Nhirng ndi dung ciia hwong din diéu tri.

Pon thubc hay bénh an chtra dung nhitng thong tin ciia bac si diéu tri d6i véi
bénh nhan.

Trién khai nhiing thong tin nay chinh 1a huéng dan diéu tri.

C6 2 ndi dung can huéng dan:

- Huéng dan dung thube

- Huéng dan theo dbi diéu tri:

+ Thé nao 12 tién trién tot
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+ Cac dau hiéu nhan biét tién luong x4u di, phai ngimg hodc chuyén 1én tuyén
trén.

2.1. Huong din ding thuéc

- Giai thich cho bénh nhan tic dung cta nhitng thudc cé trong don, vi du
Ringer lactat dé bu nudc va dién giai do bénh nhan mét nudc qua ning, khi kha ning
bu nuée theo dudng udng khong dap tmg di nhu cau cia co thé.

- Trong nhiing truong hop khac, khi ma viéc diéu tri do bénh nhén tu 1am hodc
ngudi nha bénh nhan tro gitp, vi du phai udng khang sinh, udng thubc ha sét... thi
phai giai thich can than cach thuc hién, giai thich tam quan trong: néu khong lam thi s€
c6 nguy co gi dé ho ty giac tuan thu?

Sau khi din do phai kiém tra xem nguoi nghe di hiéu chua bang cach bét ho
nhéc lai.

2.2. Huéng déin theo déi hay con goi la gidm sdt diéu tri

Pay 1a budc gidi thich va chi dan cho bénh nhan hodc cho ngudi nha bénh
nhan (trong truong hop nay 1a bénh nhan nhi nho tudi).

Nhimg ndi dung chi dan bao gom

- Tiép tuc cho b (Xem d¢ tudi bénh nhan)

- Diéu chinh lai ché do an, dé y xem li¢u chéu bi ia chay c6 phai do an uéng
khong? Néu dung thi loai trir thire &n d6 khoi khau phan.

- Theo ddi sat dé kip thoi phat hién néu bénh ning thém

- Néu khoi thi ngimg diéu tri va cin dan bénh nhan cic bién phap dé tranh tai
phét.

- Néu bénh d5 thi phai tai kham dé thay di cach thuc diéu tri

- Néu bénh khong chuyén bién hodc c6 xu hudng ning thém thi phai kiém tra
cac kha nang sau:

+ Liéu luong c6 du khong?

+ Bénh nhan khong tuan tha diéu tri? (ngimg qua sém khi chua khoi hin nén tai
phat?).

+ Thude chon khong thich hop? (giy tac dung phu nén bénh nhén ty ¥ bo diéu
tri?).

+ Phac d6 lwa chon qua phtic tap? (Lam bénh nhan kho tuan thu)

Nhu vay, viéc k& don hop ly chi la mot khau trong sir dung thudc hop ly. Viée
thuc hién tot hon thudc d6 déng mot vai trd rat quan trong gitp cho diéu tri thanh
cong; d6 ciing chinh 13 nhiém vu cta nguoi DSLS trong diéu tri.

3. Cac K ning cin cé ciia Dugc sy 1am sang dé dat dwoe muc tiéu hwong din
diéu tri

Nhu d4 néu & phan trén, muén diéu tri thanh cong thi ngoai yéu té nam viing thude
va bénh con phai biét rd vé bénh nhan va tao dugce su hop tac cua ho trong diéu tri.

Trong nhiing tinh hudng giai quyét bénh ¢ dang cip ciru, thoi gian diéu tri
thuong rat ngan va sy tudn thi cia ngudi bénh dé dang vi ludn ¢6 su tham gia tryc tiép
ctia nhan vién y té; tinh kinh té ciing it dugc dit ra.

Tuy nhién trong trudng hop bénh man tinh hodc kéo dai nhiéu ngay thi van dé
tuan thu diéu tri trd nén kho khan hon nhiéu. Két qua diéu tri cac bénh man tinh khong
phai luc ndo cling nhu y mudn. Vay khi gip that bai hoic khi két qua diéu tri chua dat
yéu cau thi phai lam gi dé dat muc tiéu diéu tri da dit ra.

Dé huéng dan diéu tri t6t, nguoi DSLS can c6 cac ki nang sau:

- Ky nang giao tiép voi ngudi bénh

- K¥ nang thu thap thong tin
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- K¥ ndng danh gia thong tin

- Ky nang truyén dat thong tin
3.1. Ky ndng giao tiép véi nguoi bénh

Pé thyc hién duoc ky nang nay, DSLS phai tao lap mdi quan hé gan giii véi
bénh nhan béi vi dé didu tri tot khong thé khong cé sy hop tac tir phia bénh nhan.

Mudn 1am duoc nhu vay phai lam cho bénh nhan hiéu duoc 1y do diéu tri,
phuong thirc diéu tri va nhitng viéc ma ho cin 1am dé tham gia vao diéu tri thanh cong.

Khi bénh nhan hiéu vé bénh thi ho s& ty giac chip hanh y 1énh va nhiéu trudng
hop gitip bac si tim ra nguyén nhan that bai do quan hé coi mo véi thay thude.

Nguyén nhan thét bai trong diéu tri rat phtic tap, trong do viéc bénh nhan ty y
b6 thudc hoic sir dung khong ding lidu, khong du thoi gian 1a rat thuong gap. Nhing
nguyén nhan nay c6 thé lién quan dén tac ~dung phu cua thudc, ciing c6 thé do gia
thanh thudc qua cao so véi diéu kién kinh té. Thét bai diéu tri cling co the do phac do
cii khong con pht hop do bénh tién trién nang thém (v6i ngudi cao tudi, do tudi tac
ngay mot cao nén miac kém nhiéu bénh hon, vi du xuét hién thém bénh tiéu duong
hoic xo vita dong mach ciing lam cho huyét ap khong thé binh 6n v6i mirc lidu cit
duoc ntra...).

3.2. Ky nang thu thdp thong tin

Céc thong tin can thu thap lién quan dén dic diém cta bénh nhan (tudi, gidi,
thoi quen, nghé nghiép...). Thong tin thu thap phai ty my va chinh xac. Thuong thi
qua trinh nay dugc lam tir 1an kham bénh dau tién trudc khi bt dau thiét 1ap ché do
diéu tri nhung cling cé thé chua duoc khai thac hét hodc lai xuét hién nhiing tinh
hubng méi lién quan dén bénh. .

D¢ tin cdy cua cac thong tin thu thap duge phu thude vao sy co1 mo cua bénh
nhan; do d6 tao 1ap mdi quan hé than thiét, gin giii va tin cdy 1a nhiém vy quan trong
DSLS. Cach dit ciu hoi cling rat quan trong vi nhd d6 ta c6 duoc cac thong tin can
thiét, didu nay phu thudc vao trinh d6 chuyén mén cta ngudi phong van.

3.3. Ky nang danh gid thong tin

Phai danh gia duoc cac thong tin lién quan dén viée dung thudc trong qua trinh
diéu trj dé tim ra nguyén nhén thét bai (néu gap).
3.4. Ky nang truyén dat thong tin

Céc thong tin can truyén dat 1a nhiing thong tin c6 lién quan dén hudng din
dung thudc va theo di diéu tri.

Pé thuc hién myc dich huéng dan diéu tri tot nguol DSLS phai giai thich
chinh xac va ty my cach thirc thue hién y 1énh bao gdm viéc dung thudc va cac dau
hiéu can nhan biét vé tién trién theo chiéu huong xau cta bénh. Mudn 1am tbt viéc nay,
ngudi DSLS phai tao 1ap duoc 1ong tin tir phia bénh nhan va phuong phép kiém tra
kha nang nhan thirc ciia bénh nhan véi cac thong tin duge truyén dat; thudng thi nén
dé nghi bénh nhan hodc ngudi nha bénh nhan nhéc lai (véi bénh nhan nho tudi hodc bi
bénh tam than...).

4. Két luan

St dung thudc hop 1y 13 muc tiéu dit ra v6i ca nganh y té, trong d6 vai tro
ciia DSLS 1a rat quan trong. Vai trd ngudi DSLS xuyén sudt tir khau dau - khau lya
chon thudc, dén khau cudi - khau hudng dan st dung va theo ddi diéu tri.

Ngudi DSLS vira 1a ngudi tu van cho thay thude ké don, vira 1a ngudi huéng
dan cho y ta diéu tri va nguoi bénh thyc hién y 1énh. Ngoai ra DSLS con phai cing voi
khoa dugc ¢6 nhiém vu cung cap dugc nhitng thudc dat yéu cau diéu tri, giam sat viéc
ké don va tu van cho hoi déng thudc thiét 1ap danh muc thudc hop 1y cho co sé.
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Nhu vay céc ndi dung dao tao DSLS phai phuc vu cho viéc thyc hién céc
nhiém vu trén. Tat ca cac bai trong quyén sach nay tap trung vao cac ndi dung vura
néu.

Danh muc tai liéu tham khio

1. B6 moén Dugc 1am sang — DH Dugc HN (2005), Bai giang bénh hoc, NXB
Y hoc.

2. B6 mon Dugc 1am sang — PHYHN (1996), Gido trinh Dwoc Ldam sang va
dieu tri, NXB Y hoc.

3. B0 mon Dugc ly truong DPai hoc Dugc Ha ndi 2005, Duoc Iy (1+2), NXB
Y hoc.

4. BOY té (2002), Duoc thi Quoc gia, Hoi dong Dugce thu xuét ban

21



Bai 2
CAC THONG SO DUQC PONG HOQC CO BAN

Thubc mudn co tic dung toan than phai thAm nhap duoc vao vong tuan hoan dén
vi tri tac dung. Qua trinh tuan hoan nay lam cho thudc duoc phan bd dén moi to chirc
trong co thé.

S6 phan cua thudc trong co thé phu thudc vao 4 qua trinh: hip thu (A), phan bd
(D), chuyén héa (M), thai trir (E); d6 1a cac dic tinh Vé dugc dong hoc cua thude. Cac
qua trinh nay dugc phan anh thong qua nhimg thong s6 duoc dong hoc, trong d6 co 4
thong s6 co ban c6 nhiéu ¥ nghia nhat trong thuc hanh lam sang la:

- Dién tich du6i duong cong ndng do - thoi gian (AUC).

- Thé tich phan bd (Vd).

- Hé s6 thanh thai (Clearance = CI)

- Thoi gian ban thai hay nwra doi sinh hoc (tu).

Thong qua cac thong so trén, chung ta co thé quyet dinh liéu luong can dua vao
ciia mdi thube, khoang cach giira cac lan dua thude hodc hi¢u chinh lai lidu luong
trong cac truong hop bénh nhan c6 nhimg bat thuong vé sinh Iy, bénh ly.

Déi voi nganh dugc, cac thong so nay la nhimg goiy tbt cho viéc lya chon va cai
tién  dang bao ché dé dat duoc nhitng dang thude c6 cac thong sé duoc dong hoc mong
mudn.

Chuyén dé nay sé& lan luot gi6i thiéu 4 théng sb duoc dong hoc co ban: cach tinh
todn va y nghia trong lam sang.

1. DIEN TICH DUOI PUONG CONG (AUC - Area Under the Curve)
1.1. Khai niém vé dién tich dwéi dudng cong

Dién tich duéi dudng cong (biéu dién su bién thién ciia ndng do thude trong mau
theo thdi gian) biéu thi twong trung cho lwong thude vao duoc vong tuan hoan & dang
con hoat tinh sau mot thoi gian t (hinh 1.1).

Don vi tinh AUC la mg.h.L** hogc pg.h.mL*

Néu ta tam chip nhan tat ca luong thude vao duogc vong tuin hoan chung ¢ dang

con hoat tinh s& phat huy tac dung dugc 1y thi trj s6 AU{ cho phép danh gia dugc chét
luong cua dang bao ché.

15
L.V
10 -
5 T /I// \\ N N
Y II T T T T T -
0 4 8 12 16 20 24

Hinh 2.1. Sy bién déi nong dé thuoc theo thoi gian
Ghichi: ——  thudc dua theo dudng tinh mach
thudc dua theo duong udng hing A
thudc dua theo duong udng hang B

22



1.2. Cach tinh dién tich duéi dudng cong theo phuong phap thuc nghiém .
bé tinh AUC, cach don gidn nhat la ciat duong cong thuc nghiém thanh nhi€u
phan nho va tinh AUC tur tong cac di¢n tich thu dugc:

ration of drug in blood

\]
|

Concen
0 '> 0

Time

Ac Drug rapedly and completely availlable
B: Only hall of avaliability of A but rate equal to A

C: Drug completely available but rate only half of A

Hinh 2.2. Cich tinh dién tich dwdi dwong cong néng dé - thoi gian theo
phwong phadp thuc nghiém.
AUC°0°:S}+SZ+83’+S4+SS+SG+S7 ....... + Sn
Nhin vao do6 thi, ta thay:

X . Ct
Silaltamgiac: S, = f
Céc phan con lai 1a nhitng hinh thang vudng;

S (Ci + Ci+1)(ti+1 B ti)
I+l ‘72 2 14 1
Riéng St+1 la diém ngoai suy vi ttla di€m cudi cung xac dinh dugc nong do. Ta
tinh Sp theo cong thirc sau:

Sf =Cd Az
O day:
0,693
L=
12

(12 12 @6 ddc dudng cong phan cudi duong bicu dién).
Vay:

: C.+C.)(t, -t
AUCooo:C1t1+ Z( i |+1)(|+1 |) +&

2 2 A,

1.3. Y nghia
1.3.1. Tir gid tri dién tich dwdi dwong cong ta cé thé tinh dwoc sinh khi dung
(Bioavailability) ciia thuéc

Sinh kha dung 13 thong sb biéu thi ty 1& thuc vao dugc vong tuan hoan chung &
dang con hoat tinh so véi lidu da dung (F%), téc do (Tmax) va cuong do (Cmax) thude
tham nhap duoc vao vong tuan hoan chung.

Nhu vay, khi noi dén sinh kha dung ta dé cap dén 3 dai luong: F%, Tmax va
Cmax.

Hai ché pham cta cing mdt hoat chét, cing liéu dung, cing duong dua thudc
duogc coi 1a tuong duong sinh hoc khi 3 dai lugng nay giao dong & mirc d6 cho phép
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(thudng trong khoang tir 80 dén 125%). Tuy nhién, quy dinh thuong chi d6i voi AUC
con 2 dai lugng Tmax va Cmax khong bat budc

Tir hinh 2.2 ta gia sir ché pham A va C c6 thé c¢6 AUC bang nhau nghia 1a luong
thuoc vao mau nhu nhau nhung téc d6 va cuong d6 tham nhdp cua thudc vao vong
tuan hoan khong nhu nhau. Nhu vay, v6i nhiing chat c6 pham vi diéu tri hep, tuong
duong sinh hoc chi dat dugc néu ca 3 thong s6: AUC, Cmax va Tmax béng nhau (sai
khéc trong pham vi cho phép).

1.3.2. Co 2 logi sinh kha dung

- Sinh kha dung tuyét dbi: La ty 18 giita trj s6 AUC thu dugc khi dua thude ngoai
duong tinh mach (Thong thuong 1a dudng udng) so véi tri s6 AUC dua qua dudng tinh
mach cta cung mét thude.

F% tuyét ddi = AVC,, X Dy x100

AUC, |, 0.0

Néu thubc duoc dua qua dudng tinh mach (I.V) thi F = 1. Con néu thubc dua
ngoai duong tinh mach thi luén c6 mét duong nhat dinh bj ton hao khi di tir vi tri hép
thu vao méau hodc bi mat hoat tinh khi qua gan, do d6 F luén < 1.

Vi nhitng thudc khong thé dung duong tinh mach, nguoi ta co thé str dung dang
thudc 10ng (dung dich, hdn dich udng) dé s0 sanh.

Sinh kha dung tuyét d6i cia mot sé thube udng dat > 50% 1a co thé chap nhan
dugc. Khi sinh kha dung > 80% thi c6 thé coi kha ning thAm nhap cta thuoc uong vao
mAau Xap xi duong tinh mach con néu sinh kha dung < 50% thi dang udng thuong kho
dat yéu cau dleu trj khi bénh ning; nhimg trudng hop nay, lidu udng thudng phai 16n
hon liéu tiém rat nhiéu.

- Sinh kha dung twong ddi: La ty 1é so sanh giira 2 gia trj sinh kha dung cta cung
mdt hoat chét, cung mot duong dua thude, cing mot mirc lidu nhung cua 2 nha san
xuét khac nhau hodc cua 2 dang bao ché khac nhau.

Fchah-ngA
Fchah-ngB

Vi khi so sanh, ngudi ta dung cung mét muc lidu nén phuong trinh trén c6 thé

viét nhu sau:

F%(A /B)= meo
h-ngB

Sinh kha dyng tuong ddi thuong duogc sir dung nham so sanh thudc ciia mot nha
san xuat nao d6 voi mot thude dang luu hanh c6 uy tin trén thi truong (thuong la dang
ubng) hodc ciia mot dang vién thuc uong dang long.

Gia tri sinh kha dung (F) lién quan mat thiét dén do hoa tan cua ché pham (duoc
danh gia qua trac nghlem hoa tan).
2. THE TiCH PHAN BO (Vd, VD)
2.1. Khai niém va dinh nghia vé thé tich phan bo

Kha niang khuyéch tan cia mot thudc nao d6 vao cac to6 chirc cta co thé phu
thudc vao 2 yéu tb:

- Hé s6 phan bd lipid/nudc cia thude

- Ban chat ctia t6 chirc ma thudc tham nhap

Vi du:

- Cac thudc gy mé thudng chi cé chi sé lipid/nudc cao nén thaim duoc vao té
bao than kinh.Tac dung gy mé cang manh khi chi s6 niy cang cao. Ciing vi mdi lién
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quan ndy nén lugng thudc gy mé can dwa cho nhitng ngudi béo phi thudng cao hon
ngudi binh thudng 6 ciing can ning va qua trinh phuc hdi sau khi gy mé & nguoi béo
phi cling chdm hon.

- Cac thude ¢6 chi s6 lipid/nude thap nhu theophylin, gentamicin... khuyéch tan tét
vao cac to chirc c6 nhidu nudc; & tré so sinh, nhat 1a tré dé thiéu thang, ty 1¢ nudc cua co
thé chiém t6i 70-75%, do d6 thé tich phan b cuia nhiing loai thudc nay 14 rat 16n.

Vi du:

Vd cua theophylin & tré so sinh 12 1L/kg trong khi d6 ¢ tré 5 tudi (ty 16 nudc cia
toan co thé chi con 60%) 13 0,48L/kg.

Dé biéu thi su phan bd cua thude trong co thé, ngudi ta dung thong sé Vd:

vd = T‘éng lugng ’thu(*)c dua vao co thé (P) _ DxF
Nong d6 thuoc trong huyét tuong (Cp) Cp

Pon vi cia Vd 1a L hodc L/kg.

Dinh nghia

Thé tich phan bd (con goi 1a thé tich phan bd biéu kién), biéu thi mot thé tich can
phai co dé toan bd luong thude duoc dua vao co thé phan bd & ndong do bang noéng do
trong huyét turong.

Thé tich phan bd khong biéu thi mot thé tich sinh 1y thuc; thé tich nay khong co
lién quan gi dén thé tich mau, huyét twong, huyét thanh hodc phan nuéc cia co thé.

Trj s6 Vd thuong duoc tinh sdn va co thé sir dung voi nhitng di twong khong cd
nhimg bit thudng vé sinh 1y hoic khong c6 bénh gan, than trim trong.
2.2. Y nghia

Tir thé tich phan bd cho trudc, ta c¢6 thé tinh duge lidu luong thudc can dua dé dat
duoc mot néng do Cp nao do.

D VdxCp
F
O day:
D: Liéu thudc can dua (9,mQ)
F: L& sinh kha dung cua thudc (%)
Cp: ndéng do thude trong huyét tuong (o/L, mg/mL)
Vi du:

Thé tich phan bd cua digoxin 1a 7L/kg. Tinh liéu digoxin can dua theo dudng
tinh mach dé daa duogc nff)ng d6 diéu tri trong mau la 1mcg/L.

Céch giai:

Vi trudng hop nay thudc dua qua dudng tinh mach nén sinh kha dung cia thudc
(F) bang 1.

Nhu vay:

D =7L/kg x lmcg/L 7 mcg/kg
3. PO THANH THAI CUA THUOC (CLEARACE - CL)
3.1. Dinh nghia

Do thanh loc hodc d6 thanh thai cua thude (Clearance - Cl) biéu thj kha nang cua
mdt co quan ndo d6 cta co thé (thudng 1a gan va than) loc sach thudc ra khoi huyét
tuong khi mau tuan hoan qua co quan d6 thuong duoc tinh theo ml/ph hodc 1/h.
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3.2. Nhirng cong thirc tinh d9 thanh thai cia thude (Cl Thuoc)
3.2.1. Tinh dj thanh thdi ciia thuéc tiv toc dé thdi triv thudc qua nwéc tleu

Ciing nhu khi tinh d6 thanh thai creatinin (Cler) ngudi ta tinh tbc do thai trir
thudc & dang con hoat tinh theo nudc tiéu bang cach thu gom nude tiéu sau khi dung
thude va dinh luong néng dd thudc con hoat tinh trong nudc tiéu, tir d6 tinh ra Cl thuée.
CuxVu

Cp

C IThuéc -

O day:

- Clrnuée: 12 d6 thanh loc thude (mL/ph)

- Cu: ndng d6 thudc ¢ dang con hoat tinh trong nudc tiéu (mg/mL)

- Vu: thé tich nudc tiéu trong 1 phiit (mL/ph)

- Cp: Nong d6 thude & dang con hoat tinh trong huyét tuong (mg/mL)

(Thuong Cp duoc do ¢ trang thai thudc dat can bang - Css)

(Cu x Vu) chinh 13 téc do bai xut cta thude, do d6 cong thirc trén con duoc viét
dudi dang:

1%
CIThuéc =<

P

O day:

- vei: toc do bai xudt cta thudc qua gan va/hodc than (mg/ph)

(el = elimination - bai xuét)

- Cp: ndng d6 thudc trong huyét twong  (mg/mL)

*Chay:

Néu mét thudc c6 hé sb phan bd vao hdng cau cao (vi du cac thude chdng sdt rét)
thi cong thirc tinh clearance s€ la:

. — Va

CIThuoc Cb

O day: Cp 12 ndng d6 thude trong méau toan phan (Cmay)

Don vi tinh d6 thanh thai cia thudc (Clrhuée) co thé 14 mL/ph hodc mL/ph/kg,
biéu thi s6 mililit huyét tuong dugc gan hodc than loc sach thudc trong thoi gian 1
phat.

Tri s6 Clinuée thuc chat cling chi 1a mot tri s6 40, o tinh ly thuyét vi su tuan hoan
clla mau qua cac co quan la hoi luu, 1ap di 1ap lai lién tuc va thuc té thudc chi duoc loc
sach hoan toan ra khoi huyét tuong sau mot khoang thdi gian 7 x ti2 (xem "thoi gian
ban thai").

Tuy nhién, cach tinh nay kho thuc hién vi viéc gom miu nudc tiéu trong nhiéu
gio rat phuc tap).

3.2.2. Tinh tir lidu lwong va dién tich dwéi dwong cong
FxD

CIThuoc AU C

O day:

- F: 1a sinh kha dyng

- D: 1a liéu dung

- AUC: 1a di¢n tich dudi duong cong

Hé sb thanh thai trong cac bang ¢ san v6i mdi loai thudc thudng 12 Clioan phin,
biéu thi kha ning loai bo thude ra khoi huyét thanh, huyét twong cia tit ca cac co quan
bai xuét trong co thé nhu gan, than, phoi, da, nudc bot, tuyén tiét... Tuy nhién, chi co
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2 co quan gan va than c6 kha nang loc thuéc manh nhat con lugng thude, dugc bai
Xuat qua cac co quan con lai rat nho, va it c6 y nghia. Vi vay:

Cltoén phan = Clthén + Clgan + ClI co quan khac

~ Clthan + Clgan

Vi du:

- Theophylin ¢6 Clion phin = 0,65ml/ph/kg. Pugc biét theophylin 14 thude dugc
chuyén hoa 90% & gan, c6 nghia 13: Clgn ~ 0,59 ml/ph/kg.

Néu tinh cho mot ngudi co trong luong 50kg thi Clgan ~ 0,60ml/ph/kg x 50kg =
30ml/ph ¢ nghia 13 cir sau mot khoang thoi gian 1 phit, s& c6 30ml huyét twong dugc
gan loc sach khoi theophylin.

- Cephalexin ¢ Cl oin phin = 300ml/ph, chit nay it bi chuyén héa ¢ gan ma chu
yéu bai xuat qua than t&i 91%, trudng hop ndy, Clman rit quan trong voi cephalexin:
Clinan = 300ml/ph x 0,91 = 273ml/ph.

Nhu viy, trong truong hgp bénh nhan c6 nhitng ton thwong ning vé chirc ning
than thi kha nang bai xuat cephalexin bi giam rd rét va nguy co qua lidu s& cao, trai lai
v6i theophylin thi sy ton thuong than it c6 nguy co gy doc vi thuc chat chi c6 mot
luong rat nho theophylin dugc loai bo theo duong nay.

- Propranolol cling 1a mdt thude duogc loc sach chu yéu o gan (=100%), tri s6 Cl
= 840ml/ph trong truong hop nay dugc coi nhu Clgan.

3.3. Y nghia

- Trong pham vi liéu diéu tri, khi muc liéu chwa du gdy bdo hoa hé bai xuit thudc
thi clearance 1a mot tri sd hé'mg dinh nghia la ctr sau mét khoang thoi gian nhét dinh thi
lai c6 mot ty 1¢ hﬁng dinh cua thudc duge loc sach khoi huyét tuong. "Téc do bai xuit
thay dbi ty 18 thudn véi sy thay ddi ciia ndng do thude trong huyét twong theo qua trinh
dong hoc bac 1".

Trai lai, néu lidu dung qua 16n va co thé thanh loc thudc bi bdo hoa thi qua trinh
bai xuat thudc s& tuan theo qua trinh déng hoc bac 0 nghia 1 sau mot khoang thoi gian
nhit dinh c6 mot luong thude cb dinh bi loai khoi huyét twong. Trong trudng hop nay
clearance khong hang dinh nira ma s& dao dong.

- Tir tri s6 Cl va ndng d6 thube do duge trong huyét twong, ta c¢6 thé tinh dugc
tdc d6 bai xuat thudc ra khoéi co thé (V):

vel = Cl X Cp (mg/ph)

Trong do:

Cp: 12 nong d6 thubc trong huyét twong

Cl: 1a d6 thanh thai dugc xac dinh theo mirc Cp ¢ trang thai 6n dinh, nghia 1a khi
qua trinh hap thu thudc da hoan thanh. Lic ndy Cp = Css (Csteady-state 12 C & trang thai
can bang).

Néu dung thudc theo cach truyén tinh mach lién tuc thi ta c6 thé 1dy mau & thoi
diém sau khi truyén xong.

Néu thude duge dung theo duong udng, tiém bap hodc truyén gian doan thi Css
chi c¢6 thé dat dugc sau khoang 5 x tir).

- Tur tri s6 Cl va nong do thude do duge trong huyét twong, ta co thé tinh dugc
toc do truyén:

Pé duy tri ndng do thudc hang dinh khi diéu tri, tbc do truyén phai bang toc do
thai trur, nhu vay:

Vel = Vinf = Cl . Css

Pon vi ctia v (Ver.Vinf) 13 mg/phut khi truyén lién tuc
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Tri s6 thanh thai Cl cua cac thudc duoc cho sin trong cac sach chuyén khao, Css
1a ndng do can duy tri (ndng d6 mong mudn).
4. THOT GIAN BAN THAI
4.1. Dinh nghia

C (mg/l) In C
100
5 - 501
.-\ 251
0
: 12.5¢
10 -1 ty <
£.251
5
................... fromeedenn-\3, 132
< weeN 1,56
1+ PN\ 2
s f N0 7R
0'5 1] T 1 4 1 ] ]i 1
o 2 v 6 8 1w 12 n g t(h)

Hinh 2.4. Puong biéu dién nong dj thuéc (tiém tinh mach) trong mdu theo
thoi gian

Khai niém ti2 (half - life) dugc biéu thi theo 2 nghia:

- T12 o hay t12 hip thu 13 thoi gian can thiét dé mot ntra luong thube dd udng vao
dugc vong tuan hoan.

Néu thudc dugc dua qua duong tim hodc dudng tiém bip thi pha nay khong co
hoic khong dang ké, nhu vay khong c6 ti .

- T12 B hay tu2 bai xudt 1a thoi gian can thiét dé ndng do thude trong mau giam di
mot nura.

T1r B con goi la thoi gian ban thai hay nira doi thai trir

Trong thuc hanh diéu tri, ngudi ta st dung ti2 Ny
4.2.Cach tinh thoi gian ban thai
4.2.1. Tinh tir hing sé téc do thdi triv (Ke).

Véi mot thude phan bod theo mo hinh duge dong hoc 1 ngin, qua trinh thai trir
tuan theo dugc dong hoc bac 1 (dang don gian nhat).

- Budc 1: Tinh hang s6 téc do thai trir (Ke, el. 12 elimination).

Trong trudng hop nay, Ke chinh 1a do ddc ciia duong biéu dién qua trinh thai trir
thudc, c6 nghia 1a:

InC. —-InC, ,
ti+1 _ti

K =tgf =

O day:

Ci la néng do thudc trong huyét twong tai thoi diém i nao do6 (ti)

Ci+1 14 ndng d6 thudce trong huyét tuong tai thoi diém tiv

Kei c6 thé tinh d& dang tir d6 thik ban logarit biéu dién nong do thudc trong mau
theo thoi gian.

- Budc 2: Tinh ti
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Khi ndng d¢ thudc trong mau giam di mot nira, InCi - InCis1 = In2 = 0,693

Thoti gian dé Ci con mot ntra chinh 13 ti2 nhu vay:

_— 0,693

112 K.

4.2.2. Tinh truc tiép tir do thi : Céch tinh s€ dugc hoc & phén dai hoc dua vao cach vé
d6 thi trong Excel
4.3.Y nghia ciia tri s6 ti,
4.3.1. Lién quan giita thoi gian bdn thdi va lwong thuéc dwoc thdi triv

- Quy tic 5 X tip: TU thoi diém 5 x ti tro di, lugng thude trong mau hau nhu
khong thay ddi nira vi lugng thudce tai cac to chic di bdo hoa, lugng thudc tham nhap
vao to chirc bang luong thude duogc thai trir, nguoi ta goi thoi diém nay 13 thoi diém
thudc dat trang thai can béng.

Bing 2.1. Lién quan giiva ti2 va lwong thuéc dwgc thdi triv

n ti Luwong thudc duwge thai trir (%)

5>

So 1

50

75

88

94

97

98

N[OOI AR WIN|EF-

99

- Quy tic 7 x tu2: Thude dugc coi 1a bai xuit hoan toan ra khéi co thé sau 7 x tip
vi lac nay ndng do thudc trong mau chi con chua day 1% so véi ndong do ban dau. Dé
thay thudc, ngudi ta phai cho it nhat 13 7 x ti dé tranh hién tugng tich luy.
4.3.2. Lién quan giita thoi gian bdn théi va khodng cich dwa thudc vao:

In&

Ct
0,693
Trong do:
7 1a khoang cach dua thudc, c6 nghia 1a thoi gian can thiét sao cho ndng do
thudc giam tir mic di c6 (Co) dén tri s6 mong mudn (Cy).
4.3.3. Lién quan giita thoi gian bdn thdi va dp thanh thdi, thé tich phén bo
Su lién quan giita thoi gian ban thai va do thanh thai, thé tich phan bd dugc thé
hién qua cong thuec:
_0,693xVd

t1/2 CI

O nhitng ddi twong bat thudng vé sinh 1y va bénh 1y, su thay d6i thanh thai 13
nguyén nhan kéo dai thdi gian ban thai va do d6, van dé hiéu chinh khoang cach dua
thudc 1a bét bude.
5. KET LUAN

Nim viing cac thong sé duoc dong hoc gitp cho duge si 1am sang c¢6 di kha
ning tu van cho thay thudc trong viéc lya chon thude phi hop véi ca thé nguoi bénh
va nang cao dugc kha ning sir dung thudc mot cach an toan va hiéu qua.

Xt,, (h)
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Céc kién thirc trong bai nay sé& gitip cho cac duogc si hiéu duge cac thong tin vé
dugce dong hoc trinh bay trong céc tai liu vé thude: cac don hudng din, Duogc thu
Qudc gia, Vidal, Martindal... hodc khi doc bai bao nghién ctru vé thubc. Day ciing 1a
kién thtrc co ban cho cac duoc si khi nghién ctru mot thubc méi, danh gia thudc hoic
danh gia tuong duong sinh hoc. Cac kién thtrc chuyén sau vé linh vuc nay s& dugc hoc
¢ bac cao hoc chuyén nganh Dugc 1am sang.

Danh muc tai li¢u tham khao

1. BO moén Dugc lam sang — PH Duoc HN (2005), Bai giang bénh hoc,
NXB Y hoc.

2. BO mon Dugc 1am sang — PHYHN (1996), Giéo trinh Duoc Lam sang va
diéu tri, NXB Y hoc.

3. BO mén Dugc ly truong DPai hoc Duge Ha ndi 2005, Duoc Iy (1+2), NXB
Y hoc.

4. BOY té (2002), Dugc thu Quéc gia, Hoi dong Dugce thu xuét ban
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Bai 3
XET NGHIEM LAM SANG VA NHAN PINH KET QUA

Xét nghiém sinh hoc 1dm sang bao gdm cac linh vuc sinh hoéa, huyét hoc, mién
dich, vi trung, ky sinh trung, virus 1a nhimg cong cu ngay cang phong phu hién dai
khong thé thleu dugc gitp ich cho ngudi thay thude trong chan doan, diéu tri va theo
dbi tién trién ciia bénh. Lam cong tac dugc 1am sang, nguoi dugc si can biét y nghia va
nhan dinh két qua mot s6 xét nghiém 1am sang thudng gip dé gitip cho viée su dung
thudc hop ly, an toan, phat hién kip thoi nhimg tac dung khong mong mudn trong qua
trinh diéu trj nguoi bénh. Trong chuong trinh nay chung t61 chi dé cap dén mot sb xét
ngh1em sinh hoa va huyét hoc lién quan dén danh gia vé str dung thudc trong diéu tri.

1. VAINET VE PON VI PO LUONG SU DUNG TRONG CAC KET QUA XET
NGHIEM
1.1. Hé thong SI trong y hoc

Méu, nudc tiéu va mot sé dich sinh hoc thuong dugc str dung dé phan tich. Cac
két qua thu duoc ¢ nguoi khoe manh nim trong mot gioi han nhit dinh 1a "tri s6 binh
thudng" hodc "tri sb quy chiéu". Nhimg két qua ra ngoai gidi han trén goi 1a "bat
thuong". M&i xét nghiém c6 thé phan tich bang nhiéu phuong phap khac nhau, do d6
c6 thé cho két qua hoi khac nhau. Vi vy nguoi thdy thudc nén st dung tri s quy
chiéu lam tai co s& minh.

Dé thdng nhét cach biéu thi ket qua, trong vai thap ky qua nhiéu méc di chuyén
dan sang dung hé thdng don vi qudc té SI (systéme internatioinal). Hé thong SI dwa
trén 7 don vi co so: mét (d dai), kilogam (trong lugng), gidy (thoi gian), mol (lugng
chat), kelvin (nhiét d9), ampe (cudng d6 dong dién) va candela (cudng d6 anh sang).

Bang 3.1. Don vi co so ST

Pai lwong Tén Ky hi¢u

bo dai met m
Trong lugng kilogam kg
Thoi gian giay S

Cuong do dong dién ampe A
Nhiét do kelvin K
Cuong dd anh sang candela Cd
Lugng chat mol ml

Tir 7 don vi co sé ndy, md rong ra cac don vi dan xuat khac nhu: mét vuong (m?)
- dién tich, mét khdi (m®) - thé tich. Newton (N) - luc, Pascal (Pa) - 4p suat, Joule (J) -
cong hodc nang lugng. Hertz (Hz) - tan s6. Nhu vay ap luc khi khong biéu thi bang
mmHg ma bang Pascal. Khi nhitng don vi co s va don vi dan xuat 6 d6 16n khong
thich hop trong cac hang sb sinh hoc, nguoi ta dung nhirng boi sO va ude s thap phan
clia cac don vi bang cach ghep nhng tiép dau ngir tuong tng vao tén cac don vi do.
Bing 3.2. Nhitng tiép ddu ngir thong dung trong xét nghi¢m lim sang

Tiép dau ngir Ky hiéu H¢ s
Kilo k 10°
Mega M 10°
Giga G 10°
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Mili m 103
Micro n 10°®
Nano n 10°
Pico P 1012
Femto f 10

Ly do chi yéu thuc ddy su chuyén d6i sang hé théng SI xudt phat tir co sd 13 cac
chat phan tmg v6i nhau, theo phan tir véi phén tir chir khong theo gam voi gam, do do
biéu thi ham luong cac chét theo mol 13 hop 1y va dé so sanh hon 14 biéu thi theo gam.

- Mol 1a danh tir rit gon ctia phan tir gam (molécule - gramme). Vi du:

+ 1mol oxy (O2) c6 mét trong luong bang 16 x 2 = 32g

+ 1mol glucose (CeH1206) bang 12 x 6+ 1 x 12 x 16 x 6 = 108g

Nguoi ta khong dung don vi mol dé biéu thi ndong d6 lodng cua glucose trong
mau ma dung uéc s ciia n6 13 milimol: 1mmol glucose = 0,180g. Trong 1 lit mau
nguoi binh thuong c6 khoang Smmol glucose nghia la 5 x 0,180g = 0,90g/L.

Khai niém vé mol thuong khong ap dung véi nhitng chit nhu protein va polyosid
phirc tap ma khéi lugng phén tir chua xac dinh rd.

- V& hoat do enzym, don vi katal (ky hi¢u la kat) 1a lugng enzym xtc tac su bién
d6i 1mol co chét trong 1 gidy (s) & nhitng diéu kién xét nghiém nhét dinh. Pon vi nay
thuong quéa 16n, trong sinh héa lam sang thuong dung cac don vi nhé hon nhu
microkat, hodc nanokat. Cac don vi nay dan dan thay thé cho don vi qudc té cii vé
enzym (ky hiéu U) 1a luong enzym xuc tac su bién d6i 1pmol co chét trong 1 phat ¢
nhiing diéu kién xét nghi¢m nhét dinh.

- Céc ion (Na*, K*, CI) truéc duoc biéu thi bang duong luong (Equivalent), nay
thay bang don vi mol:

1mmol
meq =-——
Haatrk

- Ty 18 phan traim duoc thay thé bang sb thap phan

Vi du:0,50 thay cho 50%, 1,15 thay cho 115%
1.2. Cach chuyén doi sang hé thong SI trong y hoc

Tir ndm 1977, hoi nghi Y té thé gi6i lan thir 30 dd quyét dinh chip nhan st dung
hé thdng SI trong y hoc; tuy nhién nhiéu tai liéu sach bao trong thoi gian giao thoi van
sit dung ca hai cach biéu thi két qua cii vA mdi, vi vay can phai biét nhitng hé sb
chuyén d6i tir don vi cii sang don vi mdi hoic nguoc lai (Bang 3.3).

Bing 3.3. Tri sé quy chiéu vé sinh héa ciia mdu

. . Tri s0 quy chiéu H¢ so

Xet nghiem Pon vi cii Don vi méi chuyén déi
Alanin amino transferase | 0-35 U/L 0-0,58uKat/L 0,01667
(ALAT, GPT)
Aspartat amino transferase | 0-35 U/L 0-0,58uKat/L 0,01667
(ASAT, GOT)
Albumin 4,0-5,0 g/dL 40-509/L 10
Ap suat tham thau * 280 - 300mOsm/Kkg | 280-300 mOsm/kg | 1
Bilirubin toan phan 0,1-1,0mg/dL 21-18 umol/L 17,10
Bilirubin tryc ti€p 0-0,2 mg/dL 0-4pmol/L 17,10
Ca™ 8,8-10,3 mg/dL 2,20-2,58mmol/L | 0,2495
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Cholesterol toan phan 160-180 mg/dL 4,1-4,6mmol/L 0,02586
Cholesterol LDL 50-130 mg/dL 1,30-3,30mmol/L | 0,02586
Cholesterol HDL 30-70 mg/dL 0,80-1,80 mmol/L | 0,02586
CO2 toan phan 22-28 mEq/L 2-28 mmol/L 1

CIl 95-105mEq/L 95-105mmol/L 0,01667
Creatinin kinase (CK) 0-130 U/L 0-2,16uKat/L 88,40
Creatinin 0,6-1,2mg/dL 50-110umol/L 0,01667
Hé s6 thanh thai creatinin 75-125ml/p 1,24-2,08ml/s 10
Globulin 2,3-3,5g/dL 23-35 g/L 0,05551
Glucose 70-110mg/dL 3,9-6,1 mmol/L 1

K* 3,5-5,0 mEq/L 3,5-5,0 mmol/L

Lactat dehydrogenase 50-150u/L 0,82-2,66 uKat/L | 0,3229
Na* 135-147 mEq/L 135-147 mmol/L | 16,67
Phosphat 2,5-5,0mg/ dL 0,80-1,60 mmol/L | 0,01667
Phosphatase acid 0-5,5 U/L 0-90 nKat/L 10
Phosphatase kiém 30-120 U/L 0,5-2,0 uKat/L

Protein toan phan 6,0-8,0 g/dL 60-80g/L

Transaminase (GOT) Xem ASAT

Tranaminase (GPT) ALAT

Triglycerid < 160mg/dL < 1,80mmol/L 0,01129
Uré 20-40mg/dL 3,3-6,6 mmo/L 0,165
Acid uric 2,0-7,0mg/dL 120-420 umo/L 59,48

Ghi chu: (*) ap suat tham thau cua huyét twong do natri, uré va glucose tao ra.
2. MOT SO XET NGHIEM HOA SINH
2.1. Creatinin huyét thanh

Mirc binh thudng creatinin huyét thanh 1a (0,6-1,2mg/dl; SI = 50-110umol/l).

Creatinin 13 san phdm thoai hoa cta phosphocreatin, mot chét du trit ning lugng
quan trong c6 trong co. Sy tao thanh creatinin twong dbi hing dinh, phu thudc chu yéu
vao khéi luong co cia mdi ngudi, do vay & nit gidi, creatinin mau hoi thip so voi nam
gi6i. Ham luong creatinin trong huyét thanh it thay d6i, khong ‘phu thude vao cac yeu
tb ngoai lai, vi du ché d6 an. Creatinin dao thai ra ngoai nudc tiéu chu yeu do loc & cau
than; phan bai tiét boi ong than hodc tai hap thu rat it, coi nhu khong dang ké.

Creatinin huyét thanh dugc coi 1a mot chi s6 vé than tét hon so v&i uré huyét.
Khi chitc ning loc ctia cau than giam, nong do creatinin trong mau ting. Puoc coi 1a
suy than khi creatinin huyét thanh 16n hon 130umol/L.
2.2. Hé s6 thanh thai creatinin (Clearance - creatinin, Clcr)

Murc binh thuong: O nam 75 - 125ml/ph hoic 1,24 - 2,08ml/s

O nir béng 85 - 90% ctia nam

Hé s6 thanh thai cia mot chat nao d6 (creatinin, thudc) 1a thé tich huyet twong ma
than c6 kha nang loc sach chat d6 trong 1 phut. No6i cach khac, do la ty so gitra lugng
chat d6 co trong nudc tiéu dao thai ra trong mot phut chia cho nong do chat d6 trong
huyét tuong.

Cl = UxV c

Cl=H¢ sO thanh thai tinh bang ml/ phut
U = ndng d6 chat d6 trong nudc tiéu
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P = ndng d6 chat d6 trong huyét twong
V = thé tich nudc tiéu trong mot phut
Trén thyc té, nguoi ta coi la suy than khi hé s thanh thdi creatinin dudi
80ml/phut. Suy than dugc coi la nhe néu hé s6 thanh thai creatinin trén 50ml/phut, 1a
trung binh véi tri s6 tir 15-50ml/phit va 1 ning voi tri s6 thap dudi 15ml/pht.
Su twong quan giira hé s6 thanh thai va ham luong creatinin - huyét thanh
Bing 3.4. Lién quan giita hé so thanh thdi va ham lwong creatinin - huyét thanh

H¢ s0 thanh thai creatinin (ml/phut) Creatinin huyét thanh (umol/L)
100 110
50 220
25 440
12,5 880

Mic du hé sb thanh thai creatinin 1a cach danh gia chtric nang cau than t6t hon la
cin ctr vao creatinin huyét thanh nhung nhuoc diém cua né 1a khé thyc hién ¢ 1am
sang vi phai ldy nudc tiéu 24 gio hodc it ra 13 8 gid. Vi vy, da c6 nhiéu cong thirc suy
tir creatinin huyét thanh sang hé sb thanh thai ma khong can phai htimg nudc tiéu. Hay
ding nhat 13 cong thic cua Cokroft va Gault cho phép udc tinh hé sb thanh thai nay:
(140 — Tuag)x ThOtréng

Creatininx 72

CICR:

Trong do:

Tudi tinh bang ndm

Thé trong bang kg

Creatinin huyét bang mg/dL

Day 1a tri s6 cua nam gidi, khi 4p dung voi nit giéi thi nhan két qua véi 0,85.
Cong thirc trén khong dung duoc voi bénh nhan suy gan, vi s& cho két qua sai léch.

Hé sb thanh thai creatinin 1a can cu giap cho vi¢c hiéu chinh lidu luong thube
thich hop voi nhitng thude duge dao thai hoan toan hodc phan 16n ¢ dang con hoat tinh
qua than

Vi du trong bang 3.5 vé trudng hop hiéu chinh liéu dung ceftazidim, mot khang
sinh nhom cephalosporin thé hé 3 s& minh hoa cho viéc img dung Clcr trong diéu tri.

Bdng 3.5. Cach hiéu chinh ceftazidim khi suy thdin

H¢é s6 thanh thai
creatinin (ml/phat)

Liéu 1 lan (g)

So lan

50 dén 30 1 1-2 1an/24 gid
30 dén 15 1 1 1an/24 giod
15 dén 5 1 1 1an/36 gio
<5 0,5 1 1an/48 gio
Ghi chu:

Liéu tiém bap hodc tinh mach ceftazidim ciia nguoi 16n binh thuong 1a 3g/ngay

(tic g/8 gio).
2.3. Uré

Mtrc uré binh thuong trong mau 1a (20-40mg/dl; SI = 3,3-6,6mmol/l)
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Néu biéu thi dudi dang nito uré huyét (BUN, blood ure nitrogen) thi tri sé binh
thuong la 8-18mg/dL; SI = 3,0 - 6,5 mmol/L.

Ur¢ la san pham thoai hoa chinh cua protein, dugc tao thanh ¢ gan va dao thai
chu yéu ra nuéc tiéu.

Giam uré mau rat hiém, thuong gip ¢ giai doan cudi cua thiéu ning gan do suy
giam tong hop ure.

Uré huyét cao (> 50mg/dL) co thé do nguyén nhan trudce than, sau than hodc tai
than. Nguyén nhan trudc than nhu mat nudc, nébn mua, ia chay, giam luu lugng mau,
sdc, suy tim. Nguyén nhan sau than nhu tac duong tlet niéu (soi). Nguyén nhan tai
than nhu viém cau than cap hodc man, viém 6ng than cip do nhiém doc.

Hé s6 thanh thai uré binh thuong, khoang 75ml/phut vi sau khi loc qua cau than
mot phan uré dugc ng than tai hap thu. O nguoi suy than, hé sé ndy giam.

2.4. Glucose

Mtrc glucose binh thuong trong mau ltc déi 70-110mg/dl; SI = 3,9 - 6,1mmol/I.

Glucose 14 ngudn ning luong chu yéu ctia ndo, co. Glucose huyét ludn hing dinh
do co ché diéu hoa than kinh - n6i tiét. Cac hormon diéu hoa glucose huyét dugc phan
thanh hai nhém déi l4p: mot bén 13 insulin 1am gidm glucose, mot bén 13 nhimg
hormon 1am ting glucose huyét (adrenalin, glucagon, glucocorticoid, somatostatin).
Hay gip nhét 13 ting dudng huyét do dai thao duong.

Nong do glucose huyét lic d6i cao hon 140mg/dL (7,7 mmol/L) duoc coi 1a bénh
ly. Puong huyét cao téi 290- -310mg/dL (16-17 mmol) c6 nguy co gdy hon mé, dai thao
duong. Tuy nhién khong thé néu 1én mot gidi han cu thé vi tri sd nay thay ddi kha
nhiéu voi timg ca bénh.

Ha duong huyet duoi 45mg/dl (2,5mmol/L) cling rat nguy hiém. Nguyén nhan
thudng lién quan dén nham 13n dung qua lidu insulin trong dleu tri dai thao duong.

Ngoai dai thao dudng, ting duong huyét con do mot sé bénh noi tlet khéc: hoi
ching Cushlng (cudng nang vo thu’crng than), bénh to cuc, ting ning tuyén giap hoic
do thude: glucocorticoid, thudc loi tiéu thiazid, cac chat chen P, phenytoin. Ha duong
huyét con do mot s6 nguyén nhan nhu u tyy tang, suy gan, thiéu ning tuyén yén, thiéu
nang tuyén giap, thiéu ning vé thuong than..

2.5. Acid uric

Mirc acid uric binh thudng trong mau 1a (2-7mg/dL; SI = 120-420 pmol/L)

Acid uric 1a san pham thodi hoa cudi cuing ciia nhan purin va dugc dao thai chu
yeu qua dudng nude ticu. Téang acid uric trong mau c6 thé do ting san xuét (pha huy
nhiéu nucleoprotein, an ché do nghéo protein) hodc do dao thai kém (viém than).
Huyét thanh thuong bao hoa acid uric (& 7mg/dL),néu vuot qua ngudng nay thi natri
urat tinh thé co thé tich dong trong sun, khop, than. Bo 1a biéu hién ctia bénh Gout. pH
nudc tiéu ha, lam giam dd hoa tan cua acid uric, co thé dan dén tao soi. Nhitng tac
nhan c6 tac dung doc té bao co thé lam ting acid uric huyét (cac chat khang chuyén
héa, mot sd thude diéu tri ung thu nhu methotrexat, busulfan, vincristin, prednison,
azathioprin). Cac tic nhan lam giam bai tiét acid uric & ong than ciing 1am ting acid
uric huuyét (thudc 1oi tiéu thiazid, furosemid, acid ethacrinic).

2.6. Protein huyét thanh

Mitc protein huyét thanh binh thuong 13 (6,0 - 8,0g/dL; SI = 60 - 80g/L)

. Protein huyét thanh phan tich bang dién di chia thanh albumin va globulin:

- Albuminl protein chinh chiém 60% protein toan phan, dugc tong hop boi gan.
Albumin giir vai tro quan trong duy tri ap sut keo va trong van chuyen nhiéu hop chat
hiru co va vo co. Nhiéu thudc khong tan trong nude duge gan nhiéu véi albumin huyét
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tuong. Vi du phenytoin, salicilat, phenylbutazon, warfarin, sulfonylure thé hé 1, acid
valproic va mot s6 sulfonamid. Vi thudc & dang tu do la dang c6 hoat tinh, nén khi
nong do albumin thay doi c6 thé anh hudéng nhiéu dén sy phan bd va tac dung duge 1y
ctia thudc.

- Globulin (2,3-3,5g/dL; SI = 23 - 35 g/L) c6 thé tach thanh nhiéu phan nhém
nho: globulin al, a2, p va y. Globulin y con c6 thé phan thanh nhiéu globulin mién
dich khac nhau (IgG, IgA, IgM, IgD va IgE). Viéc phan tach cac globulin giup ich
trong chan doan nhiéu bénh mién dich.

. Protein toan phan c6 the tang giam trong nhiéu trang thai bénh 1y:

- Trudng hop ha (chu yéu 1a albumin) gap trong suy dinh dudng, rdi loan tiéu
hoa, ung thu, suy gan, xo gan. D6 1a do thleu hut trong tong hgp. Protein huyét ha con
do ting dao thai: hoi chting than hu, mat protein theo nudc tiéu nhiéu, bong rop, mat
qua da.

- Tang protein huyét gip trong truong hop c6 dac mau, do co thé mat nudc va
mot s6 bénh rdi loan globulin huyét: da u tuy (bénh Kahler), bénh macroglubin huyét
Waldenstrom.

2.7. Enzym

Enzym khu tra trong cac mé 1am nhiém vy xuc tac cac phan tung chuyén hoa cac
chat trong té bao. Khi té bao bi pha huy, mot lwong 16n enzym dugc giai phong vao
huyét thanh. Po hoat do nhiing enzym nay giip danh gia t6n thuong cia mo: ton
thuong cang rong va cip tinh, thi luong enzym giai phong vao mau cang nhiéu. Ton
thuong man tinh am i thuong chi gidi phong enzym voéi luogng vira phai.

Isoenmzym hodc isoxym la nhiing enzym xuc tac cung mot phan ng hoa hoc
nhung chiing khac nhau vé mot s tinh chét 1y hoa. Sy phan b i isozym c6 khac nhau
tuy tmg mo. Do d6 isoenzym ciing duoc sir dung nhdm xéac dinh vi tri ton thuong.

Hoat d6 enzym duogc biéu thi bang don vi qudc té (U) hoic theo hé thong SI bang
don vi katal (kat). Mot microkatal (pkat) bang 60U.

2.7.1. Creatinkinase (CK hodc creatinphosphokinase - CPK)

CPK muc binh thudng trong mau la 0-130U/L; SI = 0-2,16 pkat/L

Creatinkinase xuc tac chuyén phosphocreatin thanh creatin, giai phong phosphat
gidu ning luong cha yéu cho co tim va co xwong: CK 1a mot dime gdm 2 tiéu don vi
M va B. M6 nao c6 khoang 90% BB (CK1) va 10 MM (CK3). M6 tim c6 40% MB
(CK2) va 60% MM con trong huyét thanh binh thuong c6 100% 1a MM nhu & co
xuong.

Cac trudng hop 1am sang gy ting CK trong huyét thanh thuong 1 tir co xuwong
hodc co tim. Con loai BB ¢ ndo khong bao gid thay xuat hién trong huyét thanh, ké ca
khi bi tai b1en mach méu néo vi enzym nay khong di qua dugc hang rao mau - nao.

Moi ton thuong & mé co xuwong déu giy ting CK huyét thanh. Phéan huy co van
cap do chan thuong, do hon me kéo dai, do dung qué lidu mot s6 thudc c6 thé giy ting
CK. cac truong hop ton thuong co xuong khac nhu loan dudng co, viém nhiéu co hoic
thiéu ning tuyén giap ciing c6 thé gay ting CK dang ké.

CK 1a enzym ting som nhét trong nhdi mau co tim. Sau khi bi con khoang 4 gid
CK trong huyét thanh bat dau ting va dat dinh cao & khoang 24 gid rdi trd vé binh
thudng sau ngiy thtr hai dén ngiy thir tu. Phan CK - MB cao trén 6% tong hoat do
enzym CK duoc coi 12 mot ddu hiéu cua nhdi mau co tim. Nhiéu thudc dung ¢ lidu
diéu tri hodc qua lidu co biéu hién trén co van, lam ting CK: ché pham c6 thudc phién,
cocain, amphetamin, theophylin, khdng histamin, cac fibrat, barbiturat, mdt ) khang
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sinh, chloroquin, corticoid, vincristin. Loivastatin cling gay ti€u co van (0,5% truong
hop) nhat 14 khi két hop véi gemfibrozil (5% truong hop).
2.7.2. Aspartat amino transferase (ASAT)

Con goi la glutamat oxaloacetat transaminase = GOT, muc binh thuong trong
mau la (0-3,5 U/L; SI = 0-0,58 pkat/L) 1a enzym chuyén van nhom amin. Nong do
enzym ndy c6 nhiéu nhit & motim va gan, & cac mo khéc it hon.

Sau CK, ASAT la enzym thi hai ting som trong huyét thanh sau nhdi mau co tim:
tang bat ddu sau 6-8 gid, dat dinh cao sau 24 gio i trd vé binh thuong sau 4-6 ngay.

ASAT tang trong cic bénh vé gan, dic biét trong viém gan virus hoic do nhiém
doc. Truong hop ndy ASAT va ALAT huyét thanh ting som trudc cic biéu hién 1am
sang gip hang truc lan binh thuong. Trudng hop viém gan man, X0 gan, hodc or mat,
hoat do ASAT tang vura phai tuy theo muc d6 tiéu huy té bao. Nhiéu thudc c6 thé gay
tang ASAT vi gay thuong t6n té bao gan, vi du isoniazid, dac bi¢t khi ph01 hop vo1i
rifampicin. Khi tiép tuc udng thuoc ma enzym van tiép tuc ting, thi du gap hon ba lan
gidi han cao cua binh thuong thi can ngimg tam thoi hodc vinh vién thude do.

2.7.3. Alanin amino transfarase (ALAT)

Con goi la glutamat pyruvat transaminase = GPT, mtrc binh thudong trong mau la
(0-35 U/L; SI = 0-0,58 pkat/L). Pay ciing la enzym chuyén nhom amin. ALAT c6
nhiéu & gan hon & tim, ngugc voi ASAT. Mic du ca hai enzym nay déu ting trong cac
bénh vé gan nhung ALAT duogc coi 14 enzym dic hiéu voi gan hon vi thudng it khi
tang trong cac bénh khac ngoai nhu moé gan.

2.7.4. Phosphatase kiém

Mirc phosphotase binh thuong trong mau la 30-120U/L; SI = 0,5-2,0 ukat/L.

bay la enzym xtc tac thuy phan ester monophosphat c6 pH té)i thich & pH = 9.
Enzym nay c6 trong nhiéu mé nhung cha yéu 13 & gan, xuong va té bao rudt va duogc
dao thai ra mat. Vi vay phosphatase kiém trong huyét thanh ting khi c6 & mat.

Mot s6 thude gdy vang da o mat nhu clopromazin hodc sulfonamid ciing lam
tang phosphatase kiém. Trong ton thuong gan cap muc do nhe, it tang phosphatase
klem Ngay ca trong xo' gan, ndéng do men nay that thuodng tuy thudc vao tinh trang
mat bu va tic mat.

Céc tao ¢t bao trong cbt xwong san xuat nhiéu phosphatase kiém. Do do hoat do
enzym nay tang nhiéu trong bénh viém xwong bién dang (bénh Paget) co thé gap to1 20
- 30 lan binh thudng. Trong cic bénh coi xuong, nhuyén xuong, wu nang tuyén giap,
ung thu di cin vao xuwong, enzym ndy ciing ting. Trong thoi ky phat trién xuong nhanh
& tré em, trong thdi ky gy xuong, thdi ky co thai do su dong gop cia rau thai va bao
thai, hoat d6 phosphatase kiém trong huyét thanh c6 thé ting.

Con c6 loai phosphatase acid co6 pH tdi thich & khoang pH = 5. enzym nay chil
yéu ¢ tuyén tién liét, hong cau va tiéu cau. Enzym thudng ting cao trong huyét thanh o
truong hop ung thu tuyén tién liét c¢6 di can.

2.8. Bilirubin

Mitc bilirubin trong mau: Toan phan < 1,5mg/dL, truc tiép < 0,5mg/dL; SI: toan
phan < 26pmol/L, tryc tiép < 8,6 umol/L.

Bilirubin 12 san pham thoai hoa ciia hemoglobin. Trong huyét tuong, bilirubin
dugce van chuyén dudi dang gan véi albumin. Téi gan nho glucuronyl transeferase,
bilirubin lién hgp vdi hai phan tr acid glucuronic tr¢ thanh bilirubin diglucuronic.
Loai lién hop nay rat tan trong huyét thanh va dugc goi 1a bilirubin tryc tiép hodc
bilirubin gan. Loai bilirubin chua lién hop dugc goi 1a bilirubin ty do hodc gian tiép
hodc bilirubin trude gan. Bilirubin lién hop cung véi acid mat duoc tich ¢ tii mat. Khi
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mat d6 vao rudt trong qua trinh tiéu héa, vi khuan dudng rudt bién bilirubin thanh
arobilinogen va stercobilinogen. Nhiing san pham niy khong mau, tiép tuc chuyén
bién theo 3 con duong:

1. Bi oxy hoa thanh urobilin va stercobilin c6 mau, phén 16n dugce dao thai vao phan.

2. Qua chu trinh rudt gan, tai hap thu tro Ve gan 10i lai bao xuat vao mat.

3. Mot phan nho duogc dao thai qua nude tiéu.

Cac nguyén nhan giy tang bilirubin huyét c6 thé phan thanh 3 loai:

- Trudc gan (tiéu huyét)

- Tai gan (bilirubin loai ra khéi mau kém hodc 1ién hop kém).

- Sau gan (tic dudng din mat)

Khi ndng d6 bilirubin huyét thanh cao khoang trén 30pumol/l thi xuat hién vang da.

Vang da tiéu huyét 13 do pha huy hong cau nhiéu vuot qua kha ning lién ho cua gan.

Vang da so sinh 13 do thiéu enzym lién hop

Mot s6 thude c6 thé gay thiéu mau tiéu huyét do co ché mién dich (methyldopa,
penicilin, cephalosporin, quinidin, triamteren) hoic do co ché oxy héa hemoglobin
(dapson, mot sd thuéc sot rét, sulfonamid. ..).

Tén thuong té bao gan trong viém gan do virus hodc do doc tb thuong gy tang
ndéng d6 bilirubin huyét thanh, chi yéu 13 loai truc tiép va ting rat cao hoat do
transaminase, trong d6 ALAT thuong cao hon ASAT.

Mot sb6 thube c6 thé truc tiép gdy ton thuong té bao gan: acetaminophen,
halothan, tetracyclin, acid valproic, isoniazid, rifampicin, methyldopa. Té6n thuong gan
do thubc co thé khong phan biét duoc véi ton thuong viém gan cap do virus. Trong
viém gan do rugu, hoat do transaminase thudng chi bang mot phan ¢ viém gan virus,
ASAT thuong cao hon ALAT.

Bénh nhan vang da tic mat thuong co phan tring béch mau dat sét va nude tiéu
sam mau vi co su dao thai nhiéu sic t6 mat ra nude tiéu con & phan thi khong co.
Thiéu acid mat trong éng tiéu héa do tic mat gdy ching phan mo - Transamlnase
thuong chi tang it, phosphatase kiém ting rat cao. Nguyén nhin gay gip nhit cua tic
mat 13 s6i mat, ung thu dau tuy. Mot sb thudc gdy vang da & mait: oestrogen,
chlopromazin, erythromycin estolat...

Bing 3.6. Bién doi enzym trong ting bilirubin huyét

Nguyén nhan | Bilirubin | Bilirubin | Bilirubin | ASAT | ALAT | Phosph

phan nwéc tiéu | true tiép* at -ase
kiém
Tan huyét 0 - <20 binh binh binh
thuong | thuong | thuong
Tiéu huy € bao | | + >40 | MMM M

gan (do virus
hodc doc t0)

Vang da hoac @ l + > 50 D 0 M1

mat
<3 | M | | 7

Xo gan do rugu binh
thuong

I+
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3. MOT SO XET NGHIEM HUYET HQC

Trong mau c6 ba loai huyét cau: hé)ng cau, bach ciu va tiéu cau. Xét nghiém té
bao méu gitip cho chan doan va theo ddi tién trién ctia bénh, mat khac giap cho viéc
theo ddi tac dung cua thudc ké ca nhiing tac dung khong mong mubn cia thude.

3.1. Hong cau

Mirc binh thuong: O nam 4,2 + 0,2 x 108/mm?3; SI = (4,2 + 0,2) x 10%2/L

O nit: 3,85 + 0,15 x 108/mm3; SI = (3,85 + 0,15) x 10?/L

Chuc nang chinh cua hbng cau 1a van chuyén oxy tir phdi dén cac mo nho vai tro
cua hemoglobin (huyét sic td).

Hong cau dugc tao ra tir tuy xuong nho yéu t6 kich thich sinh hong cau 1a
erythropoietin. Té bao dau dong hong cAu ma ta c6 thé nhan biét dugc 13 tién nguyén
hdng cau, sau do6 tién nguyén hong cau s& phan chia va biét hoa qua nhiéu giai doan
thanh hf)ng cau ludi. Nhu vay c6 2 loai hong cau c6 thé gip trong mau ngoai vi 1a
héng cau luoi va héng cau truong thanh.

Hong cau ludi tur tuy xwong ra mau ngoai vi va sau khoang 1 dén 2 ngay thi tro
thanh hong cau trudng thanh. Hong cu ludi chiém khoang 1% sb hong cau trong mau.

Trong héng cau, phén van chuyén oxy la hemoglobin (Hb). Thanh phan quan
trong cua Hb la sat Luong sit toan bo trong co thé vao khoang 4g trong d6 65% & Hb.
Doi séng hong cau trong mau ngoal vi khoang 120 ngay.

Duéi day 1a nhing chi s6 lién quan dén hdng cau:

3.1.1. Hematocrit

Néu ly tam mau toan phén da chéng dong trong mot dng mao quan s€ tach dugc
2 phan phan trén 16ng 1a huyét tuong, phan dudi dic 1a cac huyét cau. Trong huyet
cau, hdng cau chiém phan 16n thé tich. So sanh ty 18 phan tram gitta thé tich huyet cau
v&1 mau toan phan duogc goi 14 hematocrit. Trén thuc t& ngudi ta so sanh chiéu cao cua
2 16p: huyét cau va huyét tuong.

Binh thuong, chi ) nay: O nam: 39-45% hoac 0,39-0,45; & nir 35-42% hoac
0,35-0,42.

Hematocrit giam trong chay mau, tiéu huyét va ting trong mat nudc do ia chay,
non mira, sdt kéo dai.

3.1.2. Hemoglobin
Chét luong cta hong cau phu thude vao ca chét va lugng hemoglobin trong hong cau.
Nong d6 hemoglobin ctia nguoi Viét Nam binh thuong 1a:
- O nam gi6i: 14,6 + 0,6g/dL
- O nit gidi: 13,2 +0,5g/dL

Puoc coi 1a thiéu mau khi nong do hemoglobin thap hon 13g/dL ¢ nam va
12g/dL & nit; & tré so sinh: duoi 14g/dL.

Thiéu mau ¢6 thé do mat mau qué nhanh, do tan mau hodc do su san xuat hong
cau qua cham hoic chét lugng hong cau tao ra khong dat yéu cau (do suy tuy, do thiéu
vitamin) nhung ciing c6 trudng hop thiéu mau gia tao do méau bi hoa lodng 1am ting
thé tich huyét tuong.

3.1.3. Chi sé hong ciu

Ba chi s trinh bay dudi day dugc dung dé phén loai thiéu mau:

* Thé tich trung binh cua hong cau:

(MCV = mean cell volume)

MCV — Hematocrit

S 1-1ng hang cQu
Binh thuong 1a: 88 - 100um? (88 - 100fl), (1fl (femtolit) = 1025 lit = 1umd)
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< 80fl = hong cau nho

> 100fl = hdng cau to

>160fl = hong cau khong 16

* Luong hemoglobin trung binh ctia hong cau:
(MCH = mean cell hemoglobin)

MCH = Hematocrit

S 1-1Tng hang cQu
Binh thuong 1a 28 - 32pg (picogam) = 1,8 - 2fmol (femtomol)
* Nong d6 hemoglobin trung binh ctia hong cau:

(MCHC = mean cell hemoglobin concentration)
MCHC = Hemoglobin  MCH

Hematocrit  MCV

Binh thuong 320-360g/L = 20-22mmol/L

- MCV cho phep phat hién nhiing thay d6i kich thudc ctua hong cau (hdng cau
nho, hdng cau to, hong cau khong 10).

- MCHC cho phép xac dinh tinh chat dang sic, uu sic hodc nhuoc sic cua cac
dang thiéu mau. Chi s nay co phan ding hon MCH.

Du6i day la cac trang thai thiéu mau hay gép:

- Thiéu mau nhugc sac, kich thudce hong cau nho: Huyét sic t6 ha nhiéu so véi sb
lugng hong cau gap trong thleu mau do xudt huyét man tinh, loét da day, giun moéc,
tri, sOt rét, an udng thiéu chat sat.

- Thleu mau dang sac kich thuéc hong cau binh thuong: Huyet sdc tb ha song
song voi s6 luong hong cau, khong c6 thay d6i kich thudc hong cau; gap trong Xudt
huyét cép tinh, mot sd trudng hop thiéu mau tiéu huyét, mot sé bénh nhidm khuén,
thuong han.

- Thiéu mau uu sic, kich thuéc hbng cau to: Huyét sac t ha it so v6i sd lugng
hong cdu, trong mau thiy nhiéu hdng cau khong 16, hong cau to; gip trong thiéu mau
thé Biermer, trang thai thiéu mau sau khi cit bé da day, khi co thai, xo gan, thiéu
vitamin B12 hogc acid folic.

Mot sé thudc va hoéa chit (pyramidon, chloramphenicol, chi, benzen, tia
Ronghen) c6 thé gay thiéu mau do tac dung @c ché tuy xuong, lam giam hodac mat
chirc nang cua tuy xuong. Truong hop nay thuong la thiéu mau dang sic hoic nhuogc
sac, kich thudc hong cau nho. Mot sd thude khac c6 thé gay thiéu mau tan huyét theo
co ché mién dich di Gmg nhu betalactamin, tetracyclin, tolbutamid, chlopropamid,
quinin, rifampicin, primaquin, nitrofurantoin, sulfamethoxazol.

3.1.4. Hong ciu ludi

Hoéng cau luoi la hong cau non méi ra ngoai mau, sau 24 - 48 gio hong cau nay
s& tré thanh hong cau truong thanh. Hong cau ludi chiém khoang 0,5-1,5% Sl = 0,005
- 0,015) cua tong sd hong cau.

Sau chay mau hodc tiéu huyét, ty 18 nay co thé 1én t&i 30-40% chimng to méau
dang duogc phuc hoi nhanh.

Pdi voi cac dang thiéu méau do thiéu sat, vitamin B12 hodc acid floic, néu duoc
diéu tri thich hop, thi ciing thdy ting hong cau ludi.

3.1.5. Toc dp léng mdu

Téc d6 lang mau (toc do huyét tram) 1a téc d6 lang ctia hong cau trong mau da
duoc chong dong va dugc hit vao mot 6ng mao quan c6 duong kinh nhat dinh dé o tu
thé thang dung. Thudng lay két qua chidu cao ciia cot huyét twong sau 1 hay 2 gid dau.
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Binh thuong, chi s6 nay & nam 3-7mm/gio, & nit 5-10mm/gio

Téc d6 lang mau trong céc bénh c6 viém nhiém nhu viém khdp, lao dang tién
trién, ung thu (gio dau c6 thé xudng téi 30- 60mm). Xet nghiém nay tuy khong dac
hiéu nhung don gian nén thudng dugc dung dé theo ddi tién trién ctia bénh.

3.2. Bach céu

Muec binh thuong: (3,2-9,8) x 10%/mm?®; SI =

(3,2-9,8) x 10°L

Bach cau giup co thé chéng lai tic nhan giy bénh bang qué trinh thuc bao hogc
bang qué trinh mién dich. Can ctr vao hinh dang va cau triic, nguoi ta chi bach cau
thanh 5 loai: bach cau da nhan trung tinh, bach cau da nhan ua acid, bach cau da nhan
ua base, bach cdu mono va bach ciu lympho. Ca 3 loai bach cau da nhan nay déu c6
rat nhiéu hat dic trung trong bao twong nén nguoi ta con goi chung la bach cau hat

Bing 3.7. Cdc xét nghi¢m co bén ciia hong ciu

Xét nghiém

Tri s0 quy chiéu

H¢ so chuyén doi

Pon vi cii Pon vi SL

Hong cau 42 + 4,2 + 0,000.001

0,2x10%mm? 0,2x1012/L
Hematocrit
- Nam 39-45% 0,39-45 0,01
- Nit 35-42% 0,35-42 0,01
Hemaoglobin
- Nam 14,6 + 0,6g/dL 146+69/L 10
- Nu 13,2+ 0,5g/dL 132+5¢/L 10
Thé tich trung binh cta | 86-98 um3/té | 86-98fl/té bao 1
héng cau (MCV) bao
Luong hemoglobin trung 28-32pg 1,8-2,0 fmol 0,000.064
binh cua héng ciu
(MCH)
Nong d6 hemoglobin 32-36¢/dL 320-360¢g/L 10
trung binh cta hong ciu
(MCHC)
Hong cau ludi 0,5-1,5% 0,005-0,015 0,01
Toc do lang trong mau:
- Nam 3-7mm/ 1 gio | 3-7mm/gio 1
- Nir 5-10mm/1 gio | 5-10mm/gio 1
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Bach cau

Bach cau khong hat

Bach cau hat

Bach cau don nhan

Bach cau da nhan

Bach cau Bach cau Bach cau
trung tinh Ua base Ua acid

Hinh 3.1. Cdc logi bach cau

Cong thirc bach cau co ty 18 % nhu sau:

Bach cau hat trung tinh (neutropile) 50-70%
Bach cau hat ua base (Basophile) 0-1%
Bach cau hat ua acid (Eosinophile) 1-4%
Bach cau lympho (Lymphocyte) 20-25%
Bach cau mono (Monocyte) 5-7%

Sb lugng bach cau trén 10.000/mm3, dugc coi 1a tang bach cau. Khi c6 sb luong
xubng dudi 3000/mm? coi 1 giam bach cau.
3.2.1. Bach cau hat trung tinh

Mirc binh thuong (1,1 - 7,0) x 103/mm?; SI = (1,1 - 7,0) x 10%/L

Bach cau hat trung tinh chira nhiéu enzym thuy phan. Vai trd ctia ching 13 thyc
bao. Mot bach cau hat trung tinh co thé thuc bao tir 5 - 20 vi khuén.

Tang bach cau da nhan trung tinh (trén 70%, c6 thé téi 95%) gip trong cic bénh
nhiém khuén cép tinh: viém phdi, viém rudt thira, viém amidan, cdc bénh giy mu,
apxe, nhot..

Giam bach cau da nhan trung tinh (< 1500/mm3) c6 thé do giam sinh san hodc do
tang cuong pha huy. Truong hop nay c6 thé gap trong mot s6 bénh nhlem khuan nhu
thuong han, cim, soi, HIV, sot rét hodc do mot sé thude tac dong trén tong hop DNA
(phenothiazin, phenytoin, khang sinh, sulfonamid, cac thudc diét té bao dung trong
ung thu hodc do dap tmg véi thude (chloramphenicol, phenylbutazon, quinidin).

Giam ciing c6 thé do ting cudng pha huy bach cau da nhan trung tinh boi co ché
mién dich ddi v6i bénh nhan dung aminopyrin, phenylbutazon, sulfapyridin. Mot trang
thai nang 1a chimg mat bach cau hat (agranulocytosis) biéu hién bang sy giam dot ngot
bach cau hat rat nang (< 200/mm?) kém véi s6t, loét, hoai tir niém mac miéng, hong...

Mit bach cau hat gip trong trudng hop tuy xuong bi ton thuong ning (suy tuy)
hoidc do nhiém trung, nhiém doc.

3.2.2. Bach cdu da nhén wa acid (bach cdu wa eosin)

(0-0,4) x 103/mm?3; SI (0-0,4) x 10%/L

Bach cau da nhén wa acid ciing c6 kha ning thyc bao nhung yéu hon nhiéu so véi
bach cau da nhan trung tinh.

Tang bach cau da nhan wva acid trong cac bénh di ung, hen, eczema, cac bénh ky
sinh trang (giun, san).
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Giam bach cau da nhan wa acid trong trang thai sbc, bénh Cushing, cac trang thai
tuy xwong bi thuong ton hoan toan.
3.2.3. Bach ciu da nhin wa base

Muec binh thuong (0-0,15) x 10%/mm?; SI = (0-0,15) x 109/L

Bach cau da nhan ua base rat hiém gip trong méu. Chung khong c6 kha nang van
dong va thuc bao. Ching ciing c6 vai tro trong di tng: khang thé cia cic phan tng di
tmg 1a IgE thuong gin trén mang cua bach cdu wa base va t& bao mast clia mo
(mastocyt duoc coi 14 bach cau wa base tai mo). Khi khang nguyén dac hiu phan ing
voi khang thé nay s& lam cho nhiing bach cau wa base c6 gin IgE bi v& va giai phong
mot sd luong 16n histamin, bradikinin, sertonin... Chinh nhiing chit nay gy ra cac
phan mg tai chd nhu phu, mén, ngira, dau.

Bach cu da nhin wa base ting trong cac trang thai ting man cam, thiéu ning
tuyén giap va giam trong diéu tri corticoid dai ngay.

3.2.4. Bach ciu mono

Mtrc binh thudng (0,2-0,7) x 103/mm3; SI = (0,2 - 0,7) x 10%/L

Sau khi duoc sinh ra trong tuy xuong, bach cdu mono vio mau mot thoi gian
ngén roi di vao cdc md, nhanh chong tro thanh dai thuc bao. O méau bach cdu mono 1a
nhimg té bao chua trudng thanh nén khong c6 kha ning tdn cong va pha huy céc tac
nhan gay bénh. Nhu vay bach cau mono va dai thuc bao 1a nhiing giai doan khac nhau
ctia ciing mot loai t& bao va hop thanh hé thong trudc day goi 1a vong ndi mo hay la he
thng dai thuc bao ctia mé. Pai thuc bao gin véi md goi 1a dai thuc bao cd dinh,
chung & ddy hang thang, hang nam va ciing ¢ thé roi khoi mo dé tré thanh dai thyc
bao luu dong di dén cac ving viém nhidm theo co ché hoa ing dong.

Chure nang cua bach cAu mono 1a thuc bao. Mot dai thuc bao c6 thé nudt téi 100
té bao vi khuan, dn hdng cu gia, bach cdu trung tinh bi chét, ky sinh tring, mé hoat
tir... Chung con c6 vai tro trong khéi dong quy trinh mién dich; cu thé 1a khi vi khuén,
virus hodc tac nhan la xam nhép vao co thé, cac dai thuc bao s& thuc bao va tiéu hoa
chung thanh nhitng san pham con gitr duoc kha ning hoat héa qua trinh mién dich,
nghia 1a kich thich té bao lympho B san xuit khang dé dic hiéu dé tiéu diét cac tac
nhan gay bénh.

Bach cdu mono ting trong nhiém khuén cép tinh va man tinh (lao, cam, thuong
han, nim, viém gan, ung thu.. ).

Giam bach cau mono it gip, c6 thé thiy sau khi tiém cortisol.

3.2.5. Bach ciu lympho

Mirc binh thuong (1,5-3) x 103/mm?; SI = (1,5-3) x 10%/L

Bach cau lympho 13 nhiing té bao c6 kha nang mién dich

C6 2 loai lympho:

- Lympho B c¢6 chirc nang mién dich thé dich, san xuat ra cic khang thé luu dong
trong mau dé tin cong cac tac nhan gdy bénh.

- Lympho T ¢6 chirc ning mién dich té bao. Mot khi bi kich thich, ching tré
thanh cac lympho cam mg, tham gia ti€u diét cac tac nhan xam nhap.

Pa s6 cac té bao [lympho khu tra ¢ lach, cac m6 bach huyét. Cac lympho luu
dong trong mau chi chiém dudi 5% tong s6 cac té bao niy cia toan co the.

Su ting giam cta lympho thudng thay d6i trong moét sd bénh nhidm virus va
nhiém khuan (viém khop, phan L'mg qua man voi thude (phenytoin acid p-amino
sahcyhc .)- Khi s6 luong lympho giam nhleu bénh nhén suy giam mién dich. Suy
giam mién dich c6 thé do bam sinh hodc do mic phai (nhu do hoa chét dung trong ung
thu, do cac chat trc ché mién dich dung trong ghép m, nhiém xa, nhiém HIV).
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3.3. Tiéu cu

Mirc binh thudng (150 - 300) x 103/mm?3; Sl = (0,15 0,3) x 10*?/L

La nhiing té bao khong nhan, tham gia vao qua trinh cam méau. Khi thanh mach
bi t6n thuong, tiéu ciu s& két tap tai d6 cho dén khi hinh thanh nit tiéu cau bit kin chd
bi t6n thuong.

Giam tiéu céu xuéng dudi 100.000/mm? dé sinh chay mau

Giam tiéu cau c6 thé do suy tuy, do ung thu, do nhlem ddc asen, benzen, nhiém
khuin va virus. Nhiéu thudc cé thé giy giam tiéu cau (chloramphenicol, quinidin,
heparin, nhiéu thudc ung thu).

Nhiéu thudc c6 kha niang wc ché két tip tiéu cau nhu nhém thudc chéng viem
khéng steroid (NSAID) trong d6 c6 aspirin 1a trc ché khong hdi phuc.

3.4. Mot s6 xét nghiém dong mau

Su hinh thanh cuc mau dong dugc thuc hién qua ba giai doan: hinh thanh phirc
hop prothrombinase, hinh thanh thrombin, hinh thanh luéi fibrin.

Su hinh thanh phirc hop prothrombinase 1 phirc tap nhat ciia qua trinh dong
mau, xay ra theo 2 con duong lién quan mat thlet v6i nhau: Con duong ngoat sinh néu
¢ chan thuong cua 2 thanh mach hodc cac to chirc xung quanh; con dudng ndi sinh
bét d4u tir trong mau tn thuong.

- Con duong ngoai sinh:

Nhing phospholipid cua mang cac té bao bi VO cua t6 chure (goi 1a yéu td ngoai)
di vao mau va hoat hoa cac yéu to dong mau. Yeu t6 VII s& gin voi cac phosphollpld
thanh yeu td VIla, sau d6 VIIa s& hoat hoa yeu t& X v&i su ¢6 mat cta ion Ca*t

VIl + Ca** + yéu t6 cua td chic — Vlla

X—»Xa

Thoi gian prothrombin (PT) 1a test cia con dudong ngoai sinh

- Con duong ndi sinh

Con duong ndi sinh phu thude vao cac yeu to dong mau co trong huyét twong. Co
che noi sinh khoi dau boi su hoat hoa cia yéu td XII thanh XII rdi X1la lai hoat hoa
yéu t6 XL... theo trinh tu:

Xl — Xlla

Xl—sXla

IX +Ca™ —>IXa

VIl + Ca*™ + phospholipid + X —»Xa

Nhu vay, tir con dudong ngoai sinh va con dudng noi sinh, yéu t6 X duoc hinh
thanh (Xa) s& 1a mot trong nhiing yéu t6 tham gia hinh thanh prothrombinase, tir d6
prothrombin dugc chuyén thanh thrombin, sau d6 thrombin hoat hoa fibrinogen thanh
fibrin dé tao thanh cuc mau dong. Su hoat dong cua 2 con dudng nay cod thé dugc danh
gia qua céc xét nghiém:

- Thoi gian prothrombin (Prothrombin Time, PT)

- Thoi gian thromboplastin timg phan hoat hoa (Activated Partial Thromboplastin
Time, APTT).

Duéi day 1a cac xét nghiém thuon dung dé giam sat khi st dung thudc chdng
dong mau.
3.4.1. Thoi gian prothrombin (PT)

Binh thuong 1a 10-14 gidy

44



Thot gian prothrombin (PT) hay con goi la thot gian Quick 1a thoi gian dong
huyét twong di duoc chéng dong bang natri oxalat hodc citrat, nay dugc phuc hdi calci
va thém yéu t6 ctia to chirc (thromboplastin).

PT cho biét hoat tinh ctia con dudng ngoai sinh

Chi sé nay dung dé giam sat hiéu qua khi st dung warfarin (warfarin @c ché sy
hinh thanh cac yéu t6 II, VII va X).

Chi s6 binh thuong hoa quéc té (INR - International Normallized Ratio)

Thromboplistin 1a mdt phospholipid 1dy tir ndo dong vat co vi (thuong dung la
ndo tho). Vi cac mau thromboplastin mdi dot xét nghiém khong dong nhat nén dé cho
két qua théng nhat, nguoi ta dung chi s6 IRN.

IRN la luy thua ISI (International Sensitivity Index) cua ty 1€ thoi gian
Prothrombin (PT) cua bénh nhan trén thoi gian Prothrombin (PT) cta ngudi binh
thudng d6i chimg.

Vi vay:

INR :[F’Tb(hhnh@j

PT chegng

ISI bang 1, dbi v6i mau thromboplastin chuan héa theo quy uéc quéc té, mdi
phong thi nghiém c6 gi4 tri riéng ISI sau khi so sanh v&i mau.

Chi s6 INR kéo dai khi:

- Giam prothrombin, proconvertin, proacceirin hay yéu td Stuart (co thé giam tat
ca cac yéu tb hay ting yéu to)

- Giam fibrinogen nhiéu.

Chi s6 PT va INR 14 nhimng chi sé dé giam sat khi diéu trj cac thudc chéng dong
mau (nhom khang vitamin K); ngudi ta cling st dung chi s6 nay dé danh gia chirc
nang gan.

INR mong mudn, phy thudc vao viée chi dinh thudc chéng dong mau va giéi han
Iwra chon cua timg trung tAm. Thi dy: bénh nhan rung nhi ¢6 stir dung thude chdng dong
mau c6 thé c6 INR 2,0 dén 3,0 trong khi nhitng bénh nhin méi bi nghén tic tinh mach
sau hodc nghén tic tinh mach phdi INR khoang 3,0 dén 4,5.

3.4.2. Thoi gian thromboplastin hoat héa tirng phin (APTT)

Binh thudng: 25 dén 30 gidy

APTT dugc st dung dé danh gia hoat tinh ctia con dudng ndi sinh va la chi sd
pho bién nhat khi diéu trj bang heparin.

Thromboplastin (mot ché pham phospholipid chiét tir ndo tho) hoat dong nhu
mot chét thay thé cho phospholipid cua tiéu cau, duoc thém vao mot chat hoat héa nhu
silicon ho#ic koalin hoat héa. Hon hop thromboplastin va chat hoat hoa duoc tron 1an
v6i huyét twong da chong dong bang citrat va da thém calci trd lai. Thoi gian dé huyét
tuong dong 1a APTT.

APTT thich hop khi st dung heparin 1a khoang 1,5 dén 2,5 lan gia tri binh
thuong.

4. KET LUAN

Céc xét nghiém vé hoa sinh va huyét hoc tng dung trong diéu tri rat phong phu.
Ly thuyét vé co ché phan ing va ky thuat tién hanh da duoc hoc & cac mon hoa sinh va
huyet hoc, bai nay chu yéu dé cap dén phan nhan dinh két qua. Cac nhan dinh nay
giup cho ngudi dugce si lam sang khong nhimg hiéu vé chan doan va danh gia tién trién
bénh ma quan trong hon con gitip theo doi hiéu qua dleu trj va phan tng bat lgi cta
thudc. Trong bai niy cling mdi chi dé cap dén mot s6 xét nghiém co ban mang tinh
thudng quy, trong thyc té tuy theo timg tinh hudng 1am sang cu thé ma nguoi duoc si
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s& phai quan tAm thém dén cac xét nghiém chuyén biét. Ly thuyét va k¥ nang bién giai
xét nghiém 1am sang sé& con tiép tuc duge md rong va nang cao trong chuong trinh dao
tao sau dai hoc cho dugc si chuyén nganh dugc 1am sang va trong hoat dong chuyén
mon cua dugc si sau nay.

Danh muc tai liéu tham khio

1. B6 moén Dugc 1am sang — DH Dugc HN (2005), Bai giang bénh hoc, NXB

Y hoc.
‘ 2. B6 mon Dugc 1am sang — PHYHN (1996), Gido trinh Dwoc Ldam sang va

dieu tri, NXB Y hoc.

3. B0 mon Dugc ly truong DPai hoc Dugc Ha ndi 2005, Duoc Iy (1+2), NXB
Y hoc.

4. BOY té (2002), Duoc thi Quoc gia, Hoi dong Dugce thu xuét ban
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Bai 4 ’
TUONG TAC THUOC

1. TUONG TAC THUOC - THUOC
1.1. Khai niém chung

Van dé phdi hop thuoc trong diéu tri 12 mot thyc té khong thé tranh khoi va trong
nhiéu trudng hop lai rat can thiét. Tuong tac thudc 14 hién tugng xay ra khi nhiéu
thudc duoc sir dung dong thoi. Su phdi hop nay lam thay doi tac dung hodc doc tinh
cua mot trong nhing thir thudc do.

Trong da s6 truong hop, nguoi thay thudc chu dong ph01 hop thudc nhim loi
dung tuong tac thudc theo huéng co loi dé ting hi¢u qua diéu tri, giam tac dung phu
hodc dé giai doc thudc. Thé nhung, trong thuc té diéu tri ¢ nhiing tinh huong hoan
toan bét ngo: Cung mot thudc & muc lidu diéu tri ma khi phdi hop véi thude nay lai
giam hodc mét tac dung; nguoc lai, dung voi thuoc kia lai xay ra ngo doc.

Ty 1& twong tac thudc ting theo cap sb nhan véi sd lwong thude phdi hop, co
nghia 14 nguy co rdi ro, thit bai ciing ting theo.

Chinh vi vay, nguoi dugc si 1am sang phai c6 nhing kién thtrc nhat dinh vé
tuong tac thudc dé c6 thé cb van cho bac si khi ké don va hudng dan nguoi bénh dung
thudc
1.2. Phén loai twong tic thudc

Phéi hop thudc - thude

N

Tuong tac duogc luc hoc Tuong tac dugc dong hoc

Hau qua

Tang tac dung Giam tac dung

1.2.1. Twong tac dwoc luc hoc

Tuong tac loai nay gip khi phéi hop cac thude ¢ tac dung duogc 1y hodc tac dung
phu twong tu nhau hoac dbi khang 1an nhau. Pay 1a loai tuong tac dic hiéu, co thé biét
trude nhd kién thic cia thay thude vé tac dung duoc 1y va tic dung phu cua thude.
Céc thude ¢6 cung co ché tac dung s€ cung c6 mot kiéu tuong tac duoc luc hoc.

Tuong tac duogc luc hoc co thé do:

- Canh tranh tai vi tri tdc dung trén receptor

- Tac dung trén cing mot hé thng sinh 1y

Tuong tac duoc luc hoc chiém phan 16n cac tuong tac gap phai trong diéu tri.

Cac tuong tac xdy ra trén cung receptor

47



Nhiing twong tac xay ra trén cting mot receptor giita 2 thudc thuong dan dén hau
qua 1am giam hodc mat tac dung, nguoi ta con goi 1a twon tac ddi khang.

Vi du:

- Atropin va Pilocarpin

- Morphin va Nalorphin

Loai twong tac nay thuong duogc sir dung dé giai doc thude

N6i chung trong diéu tri, cac phdi hop thude trong cting mot nhom déu 1a nhimg
phéi hop chdng chi dinh hoic nén tranh vi din dén mat tac dung do ddy nhau ra khoi
receptor.

Vi du:

- Propranolol va Isoprenalin

- Erythromycin va Lincomycin hodc cloramphenicol

Céc tuong tac xay ra trén cing mot hé thdng sinh ly

- Nhiing tuong tac xay ra tai cac receptor khac nhau nhung c6 cung dich tac dung;

Cac tuong tac nay thuong dan dén ting tac dung va dugc goi la twong tac hiép dong,
tuy su phéi hop c6 thé tao nén tac dung hiép dong cong hoic hiép ddng ting mirc.

Vi du:

- Phéi hop thudce 1oi tiéu v6i cac thude chdng ting huyét ap dé diéu trj bénh ting
huyét ap.

- Phdi hop céac khang sinh ¢6 co ché tac dung khac nhau trong diéu trj lao

- Phéi hop khang sinh véi cac thude giam tiét HCI dé diéu trj viém loét da day -
ta trang.

Cac dang phéi hop nay duogc loi dung rat nhiéu trong diéu tri. Tuy nhién, day 1a
loai tuong tac loai rat kho phat hién va phong ngtra vi co ché tac dung cua cac thude
phéi hop c6 thé rt khac nhau, do d6 ngudi thay thude kho doan trude hau qua.

. Céc tuong tac do phdi hop thude cé cung kiéu doc tinh:

Day 1a kiéu twong tac bat loi thuong gip do vo tinh st dung cac thudc co tac
dung diéu tri khac nhau nhung lai ¢6 ddc tinh trén cung mot co quan.

Vi du:

- Phéi hop furosemid véi gentamicin 1am ting ddc tinh trén thin va tai, dan dén
tang nguy co suy than va diée.

- Céc thudc nhom corticoid ph01 hop véi cac thude chéng viém khong steroid
(NSAIDs) lam ting nguy co xuat huyét tiéu hoa.

- Céc thudc gay ha kali - mau (loi tiéu quai hodc thiazid, thudc corticoid...) lam
tang ddc tinh trén tim cua céc digitalis.

Tang doc tinh ciing gap khi phdi hop cac thude cing nhom véi nhau do ¢6 cling
mot kiéu doc tinh:

Vi du:

- Phéi hop 2 thube chdng viém khong steroid (aspirin va piroxicam) véi nhau dan
dén tang ty 1& chay mau va loét da day.

- Phéi hop 2 khang sinh nhom aminosid (gentamicin va amikacin) dan dén ting
kha ndng gidm thinh lyc va suy than.

1.2.2. Cac twong tac dwoc dong hoc

Nhiing tuong tac loai nay tic dong l1én cac qua trinh: hap thu (Absorption = A).
Phén bé (Distribution = D), chuyén héa (Metabolism = M), Thai trir (Elimination = E)
cta thudc trong co thé. Hau qua ciia twong tac duoc dong hoc 13 su thay doi nong do
ctia thudc trong huyét twong, dan dén thay d6i tac dung duogc Iy hodc doc tinh. Pay 1a
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loai twong tic xdy ra trong sudt qué trinh tudn hoan cua thudc trong co thé, khé doan
true, khong lién quan dén co ché tac dung cta thude.

Tuong tac dugce dong hoc co thé do:

- Thay d6i hap thu tai vi tri dwa thudc

- Thay d6i phan b ctia thudc trong co thé

- Thay d6i chuyén hoa cua thudc tai gan

- Thay d6i bai xuat thudc qua than.

a. Thay déi hép thu tai vi tri dwa thuéc (A)

Tuong tac hdp thu hay xay ra v6i cac thudc dung theo duong udng; voi cc
duong dua thude khac ty 18 gap khong nhiéu:

. Do thay d6i pH tai da day

Binh thuong dich vi ¢6 pH tir 1 dén 2. Néu sir dung nhitng thudc gy giam tiét
HCI (thudc khang thu thé Ha, thudc chen hom proton) hodc cac antacid), kha ning hp
thu ctia mot s6 thude sé giam; vi du griseofulvin, Fe*™*

Trai lai, néu dung nhiing thudc co ban chat acid (thi du vitamin C) thi mét s6
thudc kém bén trong mdi trudng acid s& bi pha huy nhiéu hon tai da day. Cac thudc
loai nay la cac khang sinh nhom betalactamin (ampicilin, cephalexin...) hodc cac
macrolid (erythromycin).

. Do thay d6i nhu dong dudng tiéu hoa

Céc thudc tac dong 1én hé than kinh thyc vat c¢6 thé 1am tang hodc giam nhu dong
dng tiéu hoa. V& mit nguyén tic, néu mot thude duoc téng nhanh ra khoi da day s& co
lo1 cho viéc hép thu vi ru6t 1a vi tri hép thu toi wu d6i v6i moi loai thube, nguoc lai néu
mot thude bi téng nhanh ra khoéi rudt s& bi giam hap thu. Nhimg thudc lam ting nhu
dong da day - rudt thuong gip cac thudc nhuén trang, cic thude kich thich hodc phong
bé hé than kinh thuc vat (propranolol, physostigmin...); khi st dung cac thudc loai
nay, thudc phdi hop bi téng nhanh ra khoi dudng tiéu hoa va din dén mét tac dung.
Nén luu y khi thude phdi hop 1a cac thude giai phong kéo dai (12 hoidc 24h).

. Do tao phirc kho hip thu giira hai thudc khi dung dong thoi

Diéu nay hay xay ra khi ta sir dung céac thudc c6 chira cac ion kim loai hoa trj cao
nhu AI***, Ca™, Mg**, Fe™, Fe***...; phuc chét tao ra gitra ion kim loai v&i thudc sé
khong qua dugc niém mac rudt va do do su hép thu bi can tré. Thudce hay bi tao chelat
nhit 1a cac khang sinh nhom tetracyclin, fluoroquinolon. Tuwong tic ndy ciing gip khi
dung cac khang sinh néu trén vdi sira.

Cholestyramin (mot chat lam tia mudi mat dung dé ngin can qua trinh hap thu
céc chat béo, dung trong diéu tri chimg ting lipid huyét) cling co thé tao phirc véi mot
sO thude va can tré hap thu; thi dy véi digoxin.

. Do can tré co hoc, tao 16p ngan su tiép xtic cta thudc voi niém mac ong tiéu
hoa

Tuong tac loai nay thudng do cac thude bao che niém mac tiéu hoa nhu kaolin,
smecta, sucralfat... tao ra hoic do ubng dong thoi véi bita an.

Néu gip nhiing truong hop nay, bién phap giai quyét 1a udng 2 loai thudc nay
cach xa nhau t6i thiéu 2 gio.

b. Thay déi phin bé ciia thuéc trong co thé (D)

. Céc tuong tac do day nhau ra khoi protein lién két trong huyét twong

Céc thudc duoc van chuyén trong mau dudi dang lién két véi protein cua huyét
tuong (albumin va globumin). Trong thuc té, luon ludn ton tai mot can bang dong giira
dang thudc tac dung va dang thudc lién két. Chi c6 dang thudc tu do méi c6 tac dung
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duoc 1y, con dang lién két giéng mdt kho dy trit va nha dan thudc ra dang tu do khi
nong do thude tu do bi giam.

Khi diéu tri can luu § 'y kha nang hai thuoc day nhau ra khoi protein lién két, co thé
gap khi phdi hop hai thudc c6 cung diém gin v4i mot protein huyet tuong: thuoc co ai
lyc voi protein manh hon s& day thudc kia ra khoi vi tri lién két, 1am cho nong do
thudc bi day ra dang ty do ting, c6 nghia 1 tac dung duoc 1y cua thude bi day ting.

Tuong tac loai ndy chi xay ra voi thude co ty 1¢ lién két voi protein cao (trén
80%). Hau qua cua twong tac s& nguy hiém néu thudc bi ddy 1a thude c6 pham vi diéu
tr1 hep.

Vi du:

- Thudc chdng dong mau dang uéng (AVK) nhu warfarin, dicoumarol. ..

- Thubc chdng dai thao dudng dang udng nhu tolbutamid, carbutamid. ..

- Thube chéng ung thu, dac biét 1a methotrexat.

Céc thube dfly duoc 3 loai thude trén manh la miconazol, cic NSAID (aspirin,
phenylbutazon).

. Cac tuong tac do thay d6i ty 1 nudc cta dich ngoai bao cia co thé

Nhimng thudc phan bd nhiéu trong nudc nhu digoxin, theophylin, khang sinh
nhom aminosid (gentamicin, amikacin...) rat nhay cdm voi su mét dich ngoai bao.
Thudc loi tiéu 1a thudc giy mat dich ngoai bao manh, dic biét 1a furosemid; diéu nay
c6 thé din dén ting ndng d6 cac thudc néu trén.

c. Thay doi chuyén héa ciia thudc tai gan ™)

Tuong tac loai nay gap phai khi phéi hop cac thudc chuyén hoa qua gan. Cac
thudc c6 hé sb chiét xuat qua gan nho (Ex <0,3), rat nhay cam véi hién tuong wc ché
hodc cam tmg enzym gan. Néu cac thudc dung dong thdi véi chung c6 anh hudng 1én
hoat tinh cta enzym gan (cam tng hodc trc ché, bang 4.1) thi ciing c6 nghia 1 1am
thay d6i lwong thudc bi chuyén hoa qua gan; nhu vy, sinh kha dung (biovailability) bi
thay d6i. Tuy nhién hau qua chi nghiém trong véi nhitng thudc c6 pham vi diéu tri hep,
khi ma sy thay ddi nff)ng d6 dan dén thay ddi tac dung hoac ddc tinh.

Bing 4.1. Mt sé thuédc cé anh huéng dén hoat tinh ciia enzym gan

Chit cam ung (Inducer) Chat tc ché (Inhibitor)
Phenobarbital Allopurinol
Phenytoin IMAO
Glutethimid Disulfiram
Meprobamat T.A.O
Carbamazepin Erythromycin
Primidon Josamicin
Spironolacton Cimetidin
Griseofulvin Miconazol
Rifampicin Isoniazid
Chat khac: Ruou Enoxacin
Thude 14
D.D.T

Céc tuong tac do ting cam tng enzym chuyén hoa thudc & gan
Nhimg thudc nam trong cft 1 ctia bang 4.1 lam tdng kha ndng chuyén hoa thude
phoi hgp va cua chinh no; hau qua dan dén giam nong do cua thudc trong huyét tuong.

Vi du:
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- Dung ddng thoi thude tranh thai dang uéng véi rifampicin, dan dén giam nong
do thudc tranh thai.

- Su giam hiéu qua diéu tri cua theophylin & nguoi nghién thude 14.

. Cac tuong tac do trc ché enzym chuyén héa thude ¢ gan

Nhitng thudc nam trong cot 2 ctia bang 4.1 giy trc ché enzym chuyén hoa thude
& gan, dan t6i ting ndng d6 cua thudce phdi hop.

Vi du:

- Cimetidin lam tdng néng do cua nifedipin

- Erythromycin lam tang nong do6 cua theophylin

Do vay can luu y khi phdi hop véi cac chat trong bang trén voi cac thudc chuyén
hoa qua gan nhu cac hormon (hormon tuyén giap, corticoid, estrogen...) theophylin,
thudc chong dong kinh (phenytoin, carbamazepin) thudc chong dong mau dang udng
(warfarin) thudc ha duong huyét (tolbutamid) thudc tim mach (nifedipin,
propranolol)...

d. Thay déi bai xudt thubc qua thin

Céc thudc bi anh hudng nhiéu 1a nhirng thudc bai xuét chu yéu ‘qua than ¢ dang
con hoat tinh. Sy phéi hop thudc c¢6 thé 1am thay d6i qua trinh bai xuat thudc qua than
theo co ché:

. Thay d6i pH ciia nudc tiéu

- Céc antacid (NaHCOs, Maalox, Phosphalugel...) cac thudc giam tiét HCI ¢ da
day (omeprazol, famotidin...) gay kiém héa nuée tleu hau qua:

+ Lam ting thai trir cac thude c6 ban chét acid yéu nhu barbiturat, salicylat... dan
té1 gidm tac dung.

+ Lam giam thai trir cac thudc c6 ban chit base nhu cac thubc ban chat 1a
alcaloid (quinidin, theophylin...) dan dén nguy co tich luy, ngd doc.

- Vitamin C liéu cao (> 2g) gy acid hoa nudc tiéu, 1am ting thai trur cac thudc cd
ban chét alcaloid din dén giam tac dung, nhung lai kéo dai thoi gian ton tai cua cac
salicylat gdy tang nguy co chay mau.

. Canh tranh chat mang vé6i cac thudc thai trir qua nuée than theo co ché van
chuyen tich cuc.

Héu qua cua tuong tac 1a su ting ndng do thudc trong mau do 1am cham qua trinh
bai xuit cac thudc ndy. Twong tac giita probenecid voi ampicilin hodc penicilin G
duoc 191 dung dé kéo dai thoi gian ban thai cta 2 thudc nay trong diéu tri. Trai lai, viéc
kéo dai thoi gian ban thai cua cs cephalosporin lai nén tranh vi tang nguy co suy thén.

Cac tuong tac nghiém trong thudc loai nay gap voi ty 1¢ thap hon tuong tac dugc
lue hoc. Cac tuong tac co thé xay ra theo cung mét co ché tac dong nhung cuong do
manh yéu khong giéng nhau & cac ca thfé. Tuong tac duge dong hoc chi huy hiém voi
cac thudc c¢6 pham vi diéu tri hep (nhu thudc chdng dong kinh, thudc chong ting huyét
ap, thuéc chéng dong méau, thudc chong dai duong dang udng...). Nhitng bénh nhan
6 nguy co cao gdp tuong tac loai nay 1a nhimg d6i tugng co chirc nang thai trir thude
suy giam nhu ngu0’1 cao tudi, bénh nhan suy gan, suy than.

2. TUONG TAC THUOC - THUC AN - PO UONG
2.1. Khai niém chung

Thirc an va do ubng c6 thé anh huong dén duge dong hoc cua thude do thay doi
murc d6 hap thu, phan b, chuyén hoa va thai trir cia thude. Trong mot sb truong hop,
thirc &n va d6 ubng tham chi co thé 1am thay doi tac dung dugc 1y va doc tinh cia thude.
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Nguoc lai, mot s6 thudc khi st dung kéo dai cling anh huong dén sinh 1y cua bo
may tiéu hoa, lam giam hozc ton hai dén qua trinh hap thu cac chat dinh dudng tir thirc
an va hau qua la lam giam sut stre khoe cua nguoi bénh.

Hiéu duoc nhimg mdi tuong quan nay, nguoi dugc si lam sang co thé hudng dan
cho bénh nhan cach chon nudc dé udng thuoc chi dan thoi gian uong thudc hop 1y va
din do bénh nhan tranh nhimg thirc dn, d6 uéng c6 anh huong nhiéu dén tac dung hoac
doc tinh cua thuoc Mat khac, trong qua trinh diéu trj thudc kéo dai, mot chi dan cu thé
cho nguoi bénh vé cach an, udng, bo sung vitamin. .. thich hop dé tranh tac dung phu
ctia thudc ciing 1 nhimg nhiém vy can lam.

2.2. Anh hwéng ciia thire in dén thude
2.2.1. Thirc én lam thay doi dwgc dpng hoc ciia thuéc
a. Thirc an lam thay déi mirc dp hdp thu thuéc

- Thirc an 1am thay d6i thoi gian rong cua da day. Néu udng thude luc doi thuéc
chi luu lai da day chimg 10-30 phut r6i dugc téng ngay xuong rudt. Tréi lai, néu ubng
thudc sau bita an, thoi gian luu lai da day cua thudc co thé tir 1-4 gio. Diéu nay anh
hudng ti sinh kha dung ciia nhiéu thudc, vi du:

+ Céc thube c6 do tan kém (nhu propoxyphen) s€ co lgi khi luu lai da day lau vi
thoi gian nay giup thudc chuyén thanh dang tan tot hon trudc khi chuyén xudng rudt
dé hap thu.

+ Trai lai, cac thudc kém bén trong mdi trudng acid nhu ampicilin, erythromyein,
lincomyein. .. néu bi lwu lai da day 1au sé ting kha niang bi pha huy va do d6 giam sinh
kha dung.

+ V6i cac thube duoc bao ché dudi dang vién bao tan trong rudt, vién giai phong
cham thi viéc giit lai da day 14u 13 hoan toan bat loi vi mang bao vién co thé bi vd, giy
anh huong dén tac dung cua thude. Cac thude loai ndy nén udng trudc bira dn ching
30 phat dén 1 gio hodc 1 -2 gid sau bira an.

- Thtc an 1am can tré sy di chuyén cia thude trong 1ong rudt, do d6 néu ubng
thudc sau bita an, thudc s& bi khéi thire an can tro vadi chuyén cham trong 6ng tiéu
hoa. Loi dung: Cac thudc giai phong cham, thudc can tac dung tai chd trong long rudt,
néu udng vao thoi diém sau in chung 1 - 2 gio 1a thich hop.

- Thire an kich thich sy tiét mat, dic biét 1a thirc an giau chét béo. Piéu nay sé c6 loi
cho viéc hfip thu cac thude tan nhiéu trong md nhu griseofulvin; vitamin A, D, E, K...

- Thtrc 3n hoat héa hé théng enzym van chuyén céc cht qua thanh rudt. Nho vay
ma sy hip thu cac thudc ¢ ban chat 1a cac hop phan dinh dudng nhu cc vitamin,
glucose, acid amin, cic mudi khoang... s& dé dang hon.

- Anh huong cua cac hop phan thirc an dén sy hap thu thudc: bita an giau chat
béo, qua nhiéu duong, qua mén hodc qua chua déu can tro sy di chuyén ciia khéi thirc
an tr da day xudng rudt. Pidu nay sé& anh huong khong tot dén cac thudc kém bén
trong mdi trudng acid cta da day va 1am cham su di chuyén cua thube dén vi tri hap
thu t6i vu 1 rudt non.

- Anh huong cua thirc an dén su hép thu thudc con phu thudc nhiéu vao dang bao
ché cua thubc: cac dang thudc ran, thude cé do tan thap bi anh hudong boi thic an
nhiéu hon cac dang thubc long, thudc & dang dung dich, con thude...

Vi du:

Aspirin dang vién nén udng sau khi an s& bi giam sinh kha dung 50%, trong khi
d6 aspirin sui bot lai khong bi thirc an can tré hap thu.

- O day can phai phan biét khai niém: Giam hap thu va cham hap thu
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+ Mot thude bi thirc an lam giam hap thu tic 13 tong lugng thubc vao mau néu
ubng cung voi bira an s& gidm so voi udng cach xa bira an. Truong hop nay nén udng
cach xa bira an (trude 30 phut - 1 g1 hodc sau khi an 2 gio)

+ Mot thude bi thire dn lam cham hap thu c6 nghia 14 thoi gian dé thude dat nong
do t6i da trong mau néu udng sau khi an s& cham hon néu ubng xa bira an (lac doi)
nhung tong luong thudc vao méau co thé khong bi anh hudng. Thi du: cac sulfamid
khéng khuén, amoxicilin,

+ Nhitng thudc khong bi thirc dn lam anh huong dén hap thu co thé udng lic nio
tuy y nhung ubng vao bita dn van tot hon vi s& giam dugc to chirc phu do kich tmg
duong tiéu hoa. Truong hop nay thuong xay ra voi thudc c6 d6 tan kém; lic nay luong
chat long dung kém c6 anh huong nhiéu dén sy hip thu thudc: lugng nude cang nhiéu,
thudc hip thu cang tot.

+ Nhiing thudc duge thirc n lam tang hap thu nén udng trong hoic ngay sau khi
an dé tang sinh kha dung.

b. Thirc an dnh hwéng téi chuyén héa thuédc

Bira an lam tang luu lugng dong mau qua gan. Vo1 nhimg thudc c6 clearance gan
16n nhu mot s6 thudc chen beta giao cam, morphin, cac hormon... thi hdu qua cua tang
tudn hoan qua gan dan dén ting luong thudc qua gan va c6 thé giy bdo hoa thude
trong vong tuan hoan dau (first - pass) dan t6i ting luong thudc hoat tinh trong mau.

Vi du:

Mot s6 loai thie an kich thich enzym chuyén héa & gan nhu: thit ninh, bap cai, cu
cai... Néu dn mot luong 16n cac loai thirc an co thé dan t6i giam hoat tinh ciia mot sd
thudc ma binh thuong hé sb chiét xuit qua gan khong 16n (E < 0,3) nhu thube chéng
déng mau AVK, phenytoin, theophylin.

c. Thike én lam thay doi bai xudt thuéc

Mot s thire dn khi dn voi mot luong 16n ¢ thé anh huong dén pH nude tiéu va
do d6 thay ddi sy bai xuit thudc. Tuy nhién, anh hudng nay cha yéu do d6 udng nhu
cac loai nudc ngot dong hop, nudc khoang co gas, dich qua gay ra.

Vi du:

- Cac thudc c6 ban chit kiém yéu nhu: quinidin, amphetamin... s& thai nhanh khi
nudce tiéu acid.

- Céc thudc ¢ ban chit acid yéu nhu: sulfamid, aspirin... s& thanh thai khi nuéc
tiéu kiém.

2.2.2. Thirc an thay doi tic dung va déc tinh ciia thuéc
a. Do sw cin tré co hoc ciia thire dn déi véi thuéc

- Thirc an ngan can su tiép xuc cia thude véi bé mit dng tidu hoa, hau qua:

+ Giam luong thudc vao mau dan dén giam tac dung cua nhitng thude tac dung toan
than nhung lai ting tac dung va giam doc tinh cta nhimng thudc tac dung tai long rudt.

+ Tranh duogc tac dung kich tng cua mot s6 thudc trén niém mac da day, rudt. Do
do, giam dugc tac dung phu gay budn ndn, nén hodc loét duong tiéu hoa (aspirin,
quinin, erythromycin base...).

b. Do twong tic ciia cic hop phin trong thirc in véi thuéc

- Néu thtrc 4n man nghia 13 ¢6 nhiéu mudi an, luong natri cao s& anh huong dén
tac dung gitt nudc, gay phu khi diéu tri corticoid. Trai lai, khi dang str dung thudc ¢
chtra lithi dé diéu tri cac bénh tinh than kinh thi can c6 dinh mic do natri trong ché do
an vi néu dang an min ma chuyén sang an nhat s& dan dén hién tuong tang nong do
lithi/mau, gay doc.
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- Mot sb thuce an chtra nhiéu tyramin nhu phomat, rugu vang do, chudi, bia, gan
ga, gan ngong... Néu an nhiéu thic an loai nay khi dang di€u tri bang cac thudc loai
IMAOQO (nialamid, iproniazid...) thi c6 thé giy tac dung phu nhu hanh nhip tim, tdng

huyét ap...

- Thitc dn chira nhiéu vitamin K nhu céc loai bép cai, sup lo, rau co 14 xanh, ca
chua, dau qua... s& can tré tac dung cua cac loai thudc chéng dong mau dang ubng
AVK (warfarin, dicoumarol).

Sau day 1a mot s6 vi du vé& anh hudng cta thirc dn dén hip thu thude

Bing 4.2. Cdc thuéc bi giam hép thu do thirc an

Thuoc Dang bao ché Thudc Dang bao ché
Acetazolamid Vién nén Levodopa Vién nén
Aminophyllin Vién nén Ampicilin Vién nang
Phenobarbital Vién nén Aspirin Vién nén
Cefradin Vién nén Oxytetracyclin Vién nang
Erythromycin stearat Vién nén Erythromycin base Vién nang
Sat sulfat Vién nén Rifampicin Vién nang
Isoniazid Vién nén Metacyclin Vién nang

Bing 4.3. Cdc thuéc bi chdm hdp thu do thirc én

Thudc Dang bao ché Thubc Dang bao ché
Acetamiophen Vién nén Amoxicilin Vién nang
Digoxin Vién nén Cephalexin Vién nang
Furosemid Vién nén Cefradin Vién nang
Mudi kali Vién nén Sulfanilamid Hoén dich
Aspirin Vién nén Sulfadiazin Hon dich

Bing 4.4. Céc thuéc khéng bj thirc an dnh huéng dén hip thu

Thudc Dang bao ché Thuoc Dang bao ché
Labetalol Vién nén Ery,ethylsuccinat Vién nén
Theophylin Vién nén Spiramycin Vién nén
Prednisolon Vién nén Digoxin Elixir
Cloramphenicol Vién nén Augmentin Vién nang
Ranitidin Vién nén Doxycyclin Vién nang

Bing 4.5. Cdc thuéc ting hdp thu nho thire in

Thudc Dang bao ché Thuoc Dang bao ché
Carbamazepin Vién nén Propoxyphen Vién nén
Griseofulvin Vién nén Spironolacton Vién nén
Hydrochorothiazid Vién nén Riboflavin Vién nén
Lithium Vién nén Nitrofurantoin Vién nang
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2.3. Anh hwéng ciia @6 udng dén thudce

Trong moi trudng hop, nudc 1a d6 udng thich hop cho moi loai thudc vi khong
xay ra tuong ky khi hoa tan thudc.

Uu diém cta viée dung nuoc dé udng thudc la:

- Nudc 1am thude dé dang tréi tir thue quan xudng da day, tranh su dong vién
thudc hoic hoat chat lai thanh thuc quan va nhd d6 giam tac dung gay kich ung va gay
loét ciia mot sé thude nhu quinin, erythromycin, doxycyclin, sat, aspirin.. . biéu nay
déc bi€t quan trong voi nguoi cao tudi vi & ddi tuong nay. luong dich tiét it va thanh
thuc quan kho nén khé dan thude.

- Nuéc 1am ting d6 tan cta thudc, giup cho thude khuyéch tan dén khip bé mait
6ng tiéu hoa va do d6 tao diéu kién cho su héip thu tot hon. Nhu vay, nudc co anh
hudng 16n t6i nhitng thue co6 do tan thap nhu amoxycilin, theophylin, penicilin V
dang acid...

- Luong nudc nhiéu sé gitp thudc bai xuit nhanh qua than va do d6 giam duogc
doc tinh cua nhiéu loai thudc nhu cyclophosphamid; hodc giam tac dung phu do tao
s0i cua cac sulfamid. Noi chung, luong nudc can dé udng thudc phai tir 50-100ml.
Khéng nén nudt ching thude khong cé nude.

Ngoai 1¢ c6 mot s6 loai thudc chi can dung mot lwong nudce nhé ching 30-50ml
dé chiéu thube.

Vi du:

+ Thube tﬁy san Niclosamid — can tao néng do thude dam dic quanh than san.

+ Kavet hodc cac thudc dang goi bot chita viém loét da day theo co ché giam
toan (antacid) — can tao mot luong bot sanh giit 1au trong da day dé ting tac dung
trung hoa acid.

+ Cac loai thudc & dang vién bao tan trong rudt hodc vién giai phong cham chi
can udng khoang 50ml nuéc, da dé dua vién thude xudng rudt. Néu udng qua nhiéu
nuée, thude c6 thé bi chuyén hoa nhanh trong 10ng rudt va ra ngoai trude khi hap thu
hoan toan tai vi tri da dinh.

- Nén tranh str dung cac loai nudc hoa qua, nudc khoang kiém hodc cac loai nudc
ngot déng hop c6 gas vi cac loai nudc nay co thé lam hong thube hoic gy hip thu
thudc qua nhanh. Can luu ¥ diéu nay v6i nhimg thude c6 pham vi diéu tri hep vi c6 thé
dan dén ting tac dung phu hodc ngo doc.

Bén canh nudc, nhiéu d6 udng khac ciing c6 thé dugc bénh nhan sir dung dé
ubng thude nhu sita, nude che, ca phé, rugu bia... Tuy nhién, khi sitr dung cac d6 udng
nay co thé gay ra cac tuong tac theo ca co ché duoc luc hoc va duoc dong hoc, lam
anh huong dén sinh kha dung ciing nhu tac dung cua thudc. Vi vay, noi chung can luu
¥ bénh nhan tranh sir dung cac do uéng nay. Tuong tac ciia ting loai d6 udng cu thé
duogc trinh bay trong phu luc 3.

3. HUONG DAN THOI GIAN UONG THUOC HQP LY
3.1. Cac yéu t6 quyét dinh thoi diém udng thudc trong ngay
3.1.1. Muc dich ding thuéc

Thi du:

- Thubc ngi udng vao budi tdi trude khi di nga

- Thudc ha sét giam dau udng khi c6 sét c6 dau
3.1.2. Dwoc Iy thoi khic

Tic 1a anh huéng ctia nhip thoi gian dbi véi tac dung sinh hoc ctia thude.

Thi du:
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- Cac thudc loai corticoid nén uéng vio budi sang khoang 6-8 gid, vi day 1a thoi
diém ndéng do hydrocortison trong mau dat cao nhat trong ngdy. Udng lic ndy s&
khong pha vo nhip sinh ly hoat dong cua tuyén thuong than va it gay hién tuong tc
ché truc duéi doi - yén - thuong than.

- Thubc chong tang huyét ap nén udng vao budi sang vi su ting huyét 4p hay xay
ra vao budi trua va chleu

- Thudc giam tiét HCI dich vi nén udng vao budi tdi trude khi di ng vi HCI tiét
nhiéu vao ban dém.

3.1.3. Twong tic cia thuéc véi thirc dn

- Da phan nhimg truong hop thirc an lam tang hap thu thude deu duoc tan dung
dé tang nong d6 thude trong méu; Tuy nhién, v6i nhiing thudc ma nong d6 mau qua
cao c6 thé gay doc thi lai phai tranh udng vao bia an.

- Nhiing thuoc bi thtrc dn 1am giam hap thu thi phai uéng xa blta an. Céc truong
hop con lai nén udng vao bira an dé giam tac dung phu trén 6ng tiéu hoa.

3.1.4. Twong tic gifa thudc véi thuéc

Chi c6 twong tac thudc & giai doan hap thu 1 c6 thé giai quyét bang thoi diém
dua thude (ubng cach nhau > 2h). Céc tuong tac & giai doan phan bd, chuyén héa, thai
trir déu khong ap dung cach lam nay dugc vi vi tri tuong tac xdy ra trong mau.

Nhu vy, viéc udng thude tuy tién khong ding nguyén tic s& din dén nhitng hau
qua kho luong trude, anh huong nhiéu t&i hidu qué diéu tri.

3.2. Cac thoi diém dé udng thudc
3.2.1. Uéng vao bira dn

- Céc loai thudc kich thich sy bai tiét dich tiéu héa nhu cac loai rugu bé khai vi,
thuoc diéu tri thay thé enzym tiéu hoa nhu pepsin, acid hydrocloric hodc cac enzym
tuyén tuy nhu pancreatin... nén udng trude khi dn chimg 10-15 phit.

- Nhitng thudc kich tng manh dudng tiéu hoa nhu doxycyclin, khang sinh nhom
quinolon, mudi kali... Nhitng thudc nay udng vao luc an vi thirc dn khong lam giam
hép thu thudc. Néu thude kich img dudng tiéu hoa manh nhung lai b thirc dn lam giam
hép thu thi ¢ thé udng vao bira dn v6i diéu kién chuyén thudce thanh dang 1ong (nhai
va udng nhiu nudc) hodc chon dang bao ché thich hop, thi du trudng hop aspirin.

- Nhimg thudc hap thu qua nhanh lic déi, dan dén viée ting tac dung phu do su
tang néng do dot ngdt trong mau nhu levodopa, levamisol, diazepam...

- Nhing thuoc duge thirc an 1am ting hip thu nhu cac loai vitamin, mudi khoang
va cac thuéc nam trong bang 4.5.

3.2.2. Ubng cdch xa bita dn (ticc la khodng 1 gio trude khi an hodc 1-2 gio sau biva in)

Thudc nhém nay gom co:

- Cac thubc nam trong bang 4.2 (bi giam hap thu do thirc an).

- Cac dang thudc can giam thoi gian luu lai trong da day nhu thude giai phong kéo
dai, cac loai vién bao tan trong rudt, cac thudc kém bén trong méi trudng acid dich vi.

- Theo co ché tac dung nhu:

+ Sucralfat nén uéng 1 gio trude khi dn dé kip tao mang che ché da day trudc khi
thirc an c6 mat.

+ Antacid phai uong 1 gid sau khi an dé trung hoa luong acid thira sau khi di tiéu
hoa, néu ubng trudc khi an s& gy hién twong giam toan trong bita an, can trd dén sy
tiéu hoa thirc an va gay phan ung "doi toan".

3.2.3. Thuéc cé thé uéng vao thoi diém tuy y

Thudc nhém nay 1a cac thudc khong bi giam hap thu do thirc an (bang 4.4) hodc

c6 thé bi thirc an lam cham hap thu (bang 4.3). Vi nhiing thudc nam trong bang 4.3 ta
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c6 thé cho udng vao bira dn néu thudc kich ing manh dudng tiéu héa hoic khi mudn
str dung thuc an dé gitr cho nong d6 thudc trong mau 6n dinh.
4. KET LUAN

Tuong tac thudc ¢ ¥ nghia rat 16n trong diéu tri. Ngudi ké don co thé loi dung
nhiing kiéu phdi hop nay nham:

- Cai thién tac dung dugc ly

- Cat thién dugc dong hoc cua thude

- Giai doc

Hoic nho biét trudc hau qua khi phdi hop thude dé tranh nhimg truong hop:

- Phéi hop lam ting doc tinh va tac dung phu

- Phéi hop 1am giam tac dung duoc 1y va hiéu qua diéu tri

Tuong tac thude voi thirc dn con gitp chon duoc thoi diém udng thude thich hop
so voi bira an.

Nhu vy néu nim vimng cac kién thirc lién quan dén tuong tac thudc s& gop phin
quan trong vao viéc nang cao hiéu qua diéu tri.

. Phuluc4.1 )
HUONG DAN THOI GIAN UONG THUOC
(V6i mot so thuoc thong dung)

Thoi gla? uong P Nén
thude ubng | ubng
Tén quoc té X~a Lic | Tuy | c in. | nhidu Luwu y khac
bira | | . . .
9 an y | tranh | nwoéc
an
Amoxicilin 0 +
Ampicilin o +
Oxacilin o
Penicilin V (mubi K) ° +
i . Stra
Pivmecilinam 0
alcol
Amoxicilin+A.Clavulanic 0 Sira
Cefaclor 0
Cefalexin 0 Stra
alcol
Cefadroxil 0
Cefradin 0 Alcol
) Khoang céch 2-3
Tat ca tetracyclinthe h¢ 1 | e Stra gid gilra thuoc va
stra
Doxycylin o Stra Khong uong thudc
Mynocyclin o Stra & tu thé nam
Erythromycin o Nudce + Kich ung duong
ethylsuccinat qua tiéu hoa
i i Nudc Kich ung duong
+ AL
Erythromycin propionat 0 qui tidu hoa
Josamycin 0 Kich tng duong
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Thoi gian uong

% Po | Nén
thube ubng | uéng
Tén quoc té , . X X Luru y kha
en quoc te X~a Ldc | Tuy | can | nhiéu ruy Khac
bira | . . .
8 an y | tranh | nwéc
an
tiéu hoa
i i Kich ung duong
iramycin A1
Spiramyc 0 tiéu hoa
Clindamycin 0 Nuoe Kl}onlg uong ot
soda thé nam
i i Nuoce Khong uong & tu
Lincomycin . .3
soda thé nam
Cloramphenicol 0 Alcol
Co-trimoxazol 0
Khong udng vé
Nalidixic acid 0 dém vi gdy mat
ngi
Khong udng vé
Oxolinic acid 0 dém vi gidy mat
ngi
Khong udng vé
Pipemidic acid 0 dém vi gidy mat
ngu
Khong udng veé
Peflacin 0 dém vi gidy mat
ngu
Ubng trude khi di
Rosoxacin 0 ngu dé giam tac
dung phu
Etham butol 0
Tranh | <, . . 2
thirc Tat ca thuoc chong
Isoniazid o Alcol | anco ie}o uc?nggu;n.g r,n(')t
tyrami l:lC V,a.O uo1 Ssang
luc doi.
n
Rifampicin o
Amphotericin B o
Griseofulvin o Alcol TPHC an mg lam dé
hap thu
Nh1’e Y | Thie an md 1am dé
Ketoconazol 0 Alcol | nudc |«
. | hap thu
qua
Metronidazol 0 Alcol
Cloroquin
Chéng dong méu AVK Vao mot gio o Alcol T_ranh_ thirc an giau
dinh vitamin K
Hydralazin | e | Alcol
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Thoi gian uong

% Po | Nén
N thube ubng | uéng o
Tén quoc té X~a Lic | Tuy | ¢ An. | nhidu Luwu y khac
bira | . . .
8 an y | tranh | nwéc
an
Prazosin 0 Alcol
Captopril 0 Alcol
Enalapril 0 Alcol
Ramipril 0 Alcol
Atenolol 0 Alcol
Bisoprolol o | Alcol Budi sang
Celiprolol 0 Alcol Trudc bira sang
Labetalol 0 Alcol Sau khi an
Nadolol Alcol ,
Propranolol 0 Alcol Da?g ,LP uong vao
buoi sang
Sotalol 0 Alcol
Oxprenolol 0 Alcol
Acebutol o0 | Alcol ,
Hydrocloro thiazid 0 Tac ‘dung 10t vao
budi sang
Furosemid 0 Tac dung tot vio
budi sang
Amilorid . Téc dung (0t vao
budi sang
Khdng
duoc
Carbamazepin . Alcol | udng |Luén udng vao
nhiéu | mot gio nhit dinh
nudc | so voi bira dn
Phenytoin o Alcol
Valproat Na . Soda
Gitr
chédo |, . £ :
«. | Lubn ubng vao
Lithi o | Alcol m,\‘ll;" mot gid nhat dinh
N so vOi bira an
hang
dinh
L-dopa 0 Alcol
Alcol,
Dan chat sulfonylure 0 nugc
ngot
Alcol,
Dan chét Biguanid . nuée
ngot
Corticoid 0 Nude U,éng Yéo, buoi
ngot sang (phan 16n)
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Thoi gian uong Pd Nén
thude ubng | ubng
Tén quoc té X~a Lic | Tuy | ¢ An. | nhidu Luwu y khac
bira | . . . .
8 an y | tranh | nwéc
an
L-thyroxin 0
Antacid . Alcol pongvlh%() sau khi
an hoac lac dau
C6 thé udng mot
khang H: 0 Café licu duy nhat trudce
khi ngu
Sucralfat . EJong lh trudc bira
an
Tac dung giao
Aspirin . Alcol dong theo thoi
diém udng
Alcol,
Paracetamol 0 nuoc
qua
Propoxyphen 0 Alcol
Theophylin 0 Stra Taf. d}'mg tot vao
budi sang
nt, nhung thudng
Theophylin LP 0 uong dém dé bao
vé giac ngu
Xk Khoéng nhai
Thuoc chong ung thu 0 hodcphd v& vién
Vitamin va muoi khoang °

Ghi chu:

e bit budc tuan thu

0 c6 thé thay ddi thoi diém ubng
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Phu luc 4.2

MOT SO PHOI HOP CHONG CHI PINH

Thudc 1 Thudc 2 Hau qua
Cac khang sinh  nhém | Cung nhém Tang doc tinh trén than va
aminosid tai; suy than, diéc
Cac khang sinh nhom | Dan chat cya lod manh Tang tac dung co mach:
macrolid (ergotamin, thiéu mau chi — hoai tir

(trr spiramycin)

dihydroergotamin)

Céc thudc ) chong dcong
mau dang uong AVK
(warfarin, dicoumarol...)

Dan chat salicylat liéu cao
(aspirin)

Thudc 2 day thude 1 khoi
lién két protein huyét
tuong — ting nong do
thuéc 1 — chay mau qua
miuc

Céc sulfonylure chong dai | Miconazol Tang néng d6 thuéc 1 —
thao duong (tolbutamid, nguy co hon mé do ha
clopropamid) duong huyét qua murc
Thudc loi tiéu giit kali Mudi kali Nguy co tang kali/mau

(spironolacton)

Cac retinoid (isotretinoin)

Cac tetracyclin

Nguy co tang ap luc so
nao

Glycozid tim (digoxin)

Calci tiém tinh mach

R6i loan nhip tim ndng —
nguy co tir vong

Thudc chéng loan nhip
(quinidin, cordaron)

Erythromycin tiém tinh
mach

Tang nguy co xoan dinh

Erythromycin,
Ciprofloxacin

Theophylin

Nguy co qua lidu
theophylin, dac biét ¢ tré
em
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_Phuluc43 o
TUONG TAC THUOC - PO UONG

1.SUA

Ban chit cua sita 1a caseinat calci. Ton calci c6 thé tao phtrc v nhiéu loai thudc;
vi du: tetracyclin néu udng cing vdi sita s& bi can tré hip thu.

Cac lipid trong stta c6 thé hoa tan mot sé thude vao trong d6 va gilr thudc lai.
Céc hop phan protein trong sira c¢6 thé lién két véi mot sé thude co &i luc cao voi
protein. TAt ca cac qué trinh ndy déu can trd hip thu thudc. Pa phan cac khang sinh
thong dung déu bi sita lam gidm hap thu nhu: erythromycin, penicilin V, céc
tetracyclin.

2. CA PHE, CHE

Hoat chét cafein trong cac loai nuéc ubng nay cé thé lam ting tac dung giam dau
cua aspirin, paracetamol nhung cling lam tang tac dung phy nhu nhirc dau, nhanh nhip
tim, ting huyét ap & nhirng bénh nhan dang diéu trj cac thude loai IMAO.

Tanin trong ché c6 thé gy tua nhiéu loai thudc c6 chira sit hodc alcaloid.

Ca phé c6 thé 1am ting do hoa tan ctia mot s6 thude nhu ergotamin nhung lai can
tré hap thu cac loai thudc liét than (neuroleptic).

3. ALCOL
3.1. Alcol va cac thude tac dung Ién thin kinh trung wong

Nhiéu bénh nhan bj bénh tam than do nghién rugu, do do kha nang gép phai
truong hop bénh nhan vira udng thudc, vira udng rugu khong phai 1a hiém.

Can luu y dé tranh nhitng twong tac sau:

- Céc benzodlazepm nhu diazepam khi udng cung voi rugu s¢ gy thay d01 tam
tinh rat manh ngay ¢ liéu thuong dung. Su thay doi nay chi c6 thé gip ¢ liéu rt cao
néu dung don doc khong co rugu.

- Tac dung kich thich & liéu nho, tc ché & liéu cao cta rugu 1am anh huéng nhidu
dén tac dung diéu tri cta cac nhom thudc chdng tram cam, thudc ngi, thudc chéng
dong kinh.

3.2. Alcol va thudc giam dau khéng steroid

- Ruou lam tang tac dung trén duong tiéu hoa nhu viém, loét, chay mau cua cac
thudc chdng viém khong steroid (aspirin.. ).

- Udng ruou cung véi paracetamol 1am ting nguy co viém gan.

3.3. Alcol va thudc khang histamin

- Cac loai khang Hi c6 tac dung trc ché than kinh trung wong, do d6 khi ubng
cung voi rugu s& xuat hién tac dung e ché qua mirc ngay & heu thap

- Céc loai khang Ha ¢6 tac dung kim hdm enzym o tiéu thé gan, lam cham qua
trinh chuyén héa rugu va ting muc alcol trong mau, gay nhtrc dau, budn non.. .

3.4. Alcol va thudc chéng tang huyét ap

Do tac dung gidn mach ngoai vi cua rugu, néu udng dong thoi VOl cac thude
chbng ting huyét ap co6 thé c6 nguy co gy tut huyet ap dot ngdt qua muc can thiét.
3.5. Alcol con la dung méi tot cho nhirng thudc c6 hé s0 md/nuéc cao

(nhu mot sb thude chen beta giao cam), 1am cho thudc hap thu qua nhanh, gay tac
dung dot ngot do tang nong do thude trong mau trén murc diéu tri.
3.6. Alcol va thudc ha dwong huyét

- Do tac dung ting cam Ung enzym gan cia ruou khi udng kéo dai, mot sb
sulfamid ha dudng huyét c6 thé bi pha huy nhanh hon binh thuong, dan dén giam hiéu
qua diéu tri.
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- Tac dung hiép dong 18én chuyén hoa carbohydrat dan dén nguy co ha dudng
huyét dot ngdt, gy hon mé.

- Mot s sulfamid nhu tolbutamid khi uéng cting voi rugu gdy phan tmg antabuse
(so ruou).

- Cac thudc ha duong huyét nhém biguanid c6 thé giy acidose lactic néu udng
nhiéu ruou trong thoi gian diéu tri.
3.7. Alcol va thudc khang khuan

- Mot s6 chat khi dung v6i ruou s& gy phan ng antabuse (so ruou) nhu cc
cephalosporin, isoniazid, metronidazol...

Danh muc tai liéu tham khio

1. B6 mén Dugc 1am sang — DH Dugc HN (2005), Bai giang bénh hoc, NXB
Y hoc.

2. B6 mon Dugc 1am sang — PHYHN (1996), Gido trinh Dwoc Ldam sang va
dieu tri, NXB Y hoc.

3. B0 mon Dugc ly truong DPai hoc Dugc Ha ndi 2005, Duoc Iy (1+2), NXB
Y hoc.

4. BOY té (2002), Duoc thi Quoc gia, Hoi dong Dugce thu xuét ban
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Bai 5
PHAN UNG BAT LOQI CUA THUOC
(Adverse Drug Reaction - ADR)

Thudc 14 con dao hai ludi. Bén canh nhing loi ich to 16n trong phong ngira va
diéu tri bénh, ban than thudc ciing c6 thé gy ra nhitng phan tng bét lgi, nhiing bénh ly
nghi€ém trong, tham chi gay tir vong cho nguoi dung thuéc V61 su ra do1 nhanh chong
ctia cac san pham méi, ADR ngay cang tr6' thanh mot van dé quan trong, anh huéng
dén viéc str dung thudc cta cac thay thude trén 1am sang.

Tai My, ttr vong do thudc dung hang thir 4, sau cic bénh 1y tim mach, ung thu va
dot quy. Ty 1¢ phai nhap vién do ADR & My 1a khoang 5% va & mdt sd nude 1 vao
khoang hon 10%: Na Uy 11,5%, Phap 13,0%, Anh 16,0%...

Céc nhom thude ‘thuong gay ra ADR Ia cac khang sinh, thudc chéng dong mau,
chéng co giat, cac thudc tim mach, ho hap va thudc giam dau..

Ngoai ra, chi phi dé diéu tri cic ADR va nhiing bénh ly do thudc ciing rét 16n.
Mot s6 nude phai chi t6i 15-20 % ngan sach bénh vién dé giai quyét nhiing tai bién do
thudc. Do vay, str dung thudc hop 1y, phong ngira va xu tri va bao cao som cac ADR
s€ gbp phan nang cao chat lugng chim séc bénh nhan, giam ty 1é méic bénh va tir vong
do thude.

1. PINH NGHIA VA PHAN LOAI PHAN UNG BAT LQI CUA THUOC
1.1. Dinh nghia

"Thubc dung trong nganh y té 1a nhitng chat c6 tac dung dugc 1y nhim chira
bénh, phong bénh, phuc hoi hodc diéu chinh chirc ning cia co thé, lam giam triéu
chtng bénh, chan doan bénh, phuc hdi hoic ning cao strc khoe cho con ngudi...". Tuy
nhién, thudc ciing dugc coi 1a "con dao 2 ludi" vi c¢6 thé giy ra cac phan tmg c6 hai ¢
nhiéu muc do, tham chi tir vong ké ca dung dung lidu, dung quy dinh; cac phan tmg
nhu vay dugc goi la tac dung bét loi.

T chirc Y té thé gidi (2002) dd dua ra dinh nghia vé phan tng bét loi cia thude
(ADR nhu sau):

Phan ung bat loi cua thudce la mot phan wng doc hai, khong dwoc dinh trudc va
xudt hién & liéu thuwong ding cho nguoi dé phong bénh, chin dodn hodc chita bénh
hodic lam thay déi mét chire néing sinh 1y,

Dinh nghia nay khong bao gdm nhiing phan ting do dung sai thudc, dung sai liéu,
dung liéu cao c¢6 chil dinh hodc vo tinh. Trong dinh nghia nay, yéu t6 dap ung cé thé 1a
rat quan trong.

C6 nhiéu trudong hop tai bién phat sinh trong qua trinh diéu tri ma nguyén nhan
chua dugc xac dinh. Nguyén nhén trong nhirng truong hop nay khong chi do thudc
gy ra ma c6 thé do cac yéu to khac nhu sy tién trién nang thém cua bénh hoac do mot
bénh khac phat sinh. Nhiing trudng hop nhu vy goi 1a bién c¢b bat lgi cua thudc
(adverse drug experience/adverse drug event - ADE).

1.2. Phéan loai theo phan irng bat loi ciia thudce
1.2.1. Phin logi theo tin sudt gap

- Thuong gép ADR > 1/100
- It gap 1/1000 < ADR < 1/100
- Hiém gap ADR < 1/1000

1.2.2. Phan logi theo mirc dp ngng cuia bénh do phan ung bat loi ciia thuéc gdy ra
- Nhe: khong can diéu tri, khong can giai doc va thoi gian nam vién khong kéo dai
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- Trung binh: Can c6 thay d6i trong diéu tri, can diéu tri dic hiéu hoic kéo dai
thoi gian ndm vién it nhat 1 ngy.

- Ning: C6 thé de doa tinh mang, gay bénh tat lau dai hoac can cham soc tich cuc.

- Ttr vong: Truc tiép hodc gian tiép lién quan dén tir vong ctia bénh nhén.

1.2.3. Phdn logi theo typ

*Typ A

Cac ADR typ A c6 cac dic diém sau:

- Tién lugng dugc

- Thuong phu thudc lidu dung (do d6 cac ADR typ A thudong gip ddi voi cac
thudc c¢6 pham vi diéu tri hep).

- La tac dung dugc 1y qua mirc hodc 1a mot biéu hién cua tac dung dugc 1y & mdt
vi tri khac.

Sau day 1a mot s6 vi du cho cac ADR typ A.

- La tac dung diéu tri nhung cudng do vuot qua mic can thiét nhu: chay mau khi
dung thuc chéng dong mau, ha duong huyet khi dung thudc diéu tri dai thio duong,
tut huyét ap khi dung thudc diéu tri ting huyét ap..

- La tac dung diéu tri nhung & vi tri hodc co quan khéc hodc do tinh chét khong
chon loc trén cac khang thu thé, vi du: phan ng ngoai thap vdi cac thube khéng thu
thé dopamin, tac dung gy ung thu cham cua cic thudc gy doc té bao va oestrogen
hoic tac dung trén hé tiéu hoa cia cac chat e ché cyclooxygenase khong chon loc
(cac NSAID).

- La tac dung duoc 1y khac cua thudc nhung khong phai 1a tac dung diéu tri, vi
du: cac thudc chéng trim cam 3 vong thé hién ca tac dung khang thy thé muscarinic,
khong c6 vai tro trong diéu tri chdng trdm cam nhung thuong giy kho miéng, giam thi
luc... hodc tac dung khang androgen cuia cimetidin.

*Typ B

Cac ADR typ B c6 cac dic diém sau:

- Thuong khong tién lugng duge

- Khong lién quan t6i cac yéu td di truyén hodc mién dich, u budu hoic cac yéu
t6 gy quai thai.

Dj tng thudc 12 mét vi du dién hinh cho ADR typ B vi khéong tién luong duoc va
khong phu thude lidu dung. Di Gmg thudc duogc giai thich hoan toan thong qua co ché
mién dich di img, khong lién quan dén cac tac dung dugc ly cua thudc. Biéu hién 1am
sang cia di ung thudc rat da dang, cic co quan bi ton thuong c6 thé 1a da, gan, than,
duong ti€u hda hodc toan than; mirc d§ nghi€m trong tir nhe (phat ban ¢ da, ngua...
dén rat nang, tham chi gay tir vong cho bénh nhan nhu soc phan vé, hoi chimg Lyell,
Steves - Johnson...Tuy khong tién lugng dugc nhung co thé han ché su xuit hién cua
di ung thudc néu cac nhan vién y té ¢ bién phap theo ddi chit ché va phat hién som

Trong phan trinh bay nguyén nhan gy ADR sau ddy, chung toi sitr dung cach
phén loai theo typ.

2. CAC YEU TO LIEN QUAN PEN SU PHAT SINH PHAN UNG BAT LOI
CUA THUOC

2.1. Céc yéu to thudc vé bénh nhan

2.1.1. Tuoi

Tré so sinh va nguoi cao tudi 1a nhitng dbi tuong co nguy co cao:

Ngudi cao tudi: Mot sé nghién ctru cho thdy ngudi cao tudi gap nhiéu ADR hon
nhitng bénh nhan khac do:

- Lam dung thudc
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- Thay doi vé dugc dong hoc, dugce lyc hoc do giam chirc nang cac co quan

- Nguoi cao tudi thudng mac nhiéu bénh, sir dung nhidu thubc nén gip tuong tac
thudc.

Tre so sinh: Nguy co gap ADR ¢ tré so sinh tang 1én, dac biét la ¢ tre dé non boi
vi mot s6 enzym lién quan dén chuyén hoa va thai trir thude chua day du. Cac thube
hay gdy ngd doc 1a: morphin, cic barbiturat, cac sulfonamid, cic dan xuét ctia vitamin
K va cloramphenicol.

2.1.2. Gioi tinh

N6i chung khong c6 sy khac biét 16n vé nguy co gip ADR giita hai gioi. Tuy
nhién, mot s6 ADR hay gip ¢ phu nit hon so v&i nam gidi.

Vi du:

- Phu nit ¢6 thé nhay cam hon véi ddc tinh cta digoxin. Heparin va captopril.

- Thiéu méu bét san do cloramphenicol gip & phu nit nhiéu gap 2 lan so véi &
nam gioi.

- Chimg mét bach ciu hat do phenylbutazon gip ¢ nit nhiéu gip 3 1an so voi nam
gidi.

2.1.3. Bénh mdc kém

Nhitng bénh mic kém c6 thé 1am thay ddi dap Gmg cta bénh nhan d6i véi thude
hodc lam thay ddi duge dong hoc cua thude, dan t6i phat sinh ADR.

Vi du:

- Piéc khi dung khang sinh aminoglycosid ¢ nguoi c6 bét thuong vé thinh giac;
hodc chay mau tram trong do dung warfarin, heparin & ngudi c6 san thiéu hut vé yéu
t6 déng mau.

- Céc bénh nhan mic cac bénh vé gan va than c¢6 nguy co cao bi cac ADR cua
nhirng thudc thai trir & dang con nguyén hoat tinh qua cic co quan nay.

- Bénh nhan nhiém HIV: & cac bénh nhan nay, hé mién dich bi suy giam tram
trong, kha ning thai trir thudc giam... 1a nhitng nguyén nhan 1am ting d6 nhay cam
voi doc tinh cua thudc.

2.1.4. Tién sir di trng hodic phan ing voi thuéc

Nhirng bénh nhan c6 tién sir dj tng v6i mot thude ciing c6 thé gip di tmg v6i mot
thudc khac c6 cu tric twong tu; vi du cac trudng hop di tng v6i khang sinh penicilin
cling c6 thé co di ing chéo véi khang sinh nhdm cephalosporin.

2.2. Céc yéu t6 thudc vé thude
2.2.1. Diéu tri nhiéu thuéc

- Tan suat ADR ting 1én theo cip sé nhan vdi s6 lugng thude cé trong mot lan
diéu tri.

- Tuong tac thude ciling 1a mot yéu t6 lam ting ADR: Tuong tic bat loi clia cac
thude co6 thé lam thay ddi sinh kha dung hoac thay ddi duoc luc hoc cua thudc va do
vay gy ra cac ADR trén bénh nhan.

2.2.2. Ligu trinh diéu tri kéo dai

Nhiéu ADR it xuat hién khi ding thudc trong thoi gian ngin nhung ty 1¢ tang 1én
khi dung dai ngay.

Vi du: Xuét huyét tiéu héa do dung cac thudc chdng viém khong steroid
(NSAID) hodc corticoid kéo dai...

3. CAC BIEN PHAP HAN CHE PHAN UNG BAT LQI CUA THUOC
3.1. Han ché sb thudc dung
- Chi ké don cac thudc that sy can thiét
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- Néu bénh nhan dang str dung dong thoi quéa nhiéu thudc thi can can nhic dé tam
ngimg nhimg loai thudc chua that sy can thiét. Can danh gia co twong tac bét lgi khong
true khi ké don hodc phat thude.

- Kiém tra va hoi bénh nhan vé nhitng thudc bénh nhan dang dung.

3.2. Nam virng thong tin vé loai thudc dang dung cho bénh nhin

- Hiéu rd tinh chat duoc 1y, tuong tac, co ché chuyén hoa va ADR cua thudc. Chi
nén ké don nhitng thudc da biét day du thong tin.

- Thuong xuyén tham khao, cap nhat cac thong tin vé thudc va tuong tac thude.

- Than trong khi ké don nhing thudc dé xay ra twong tac, dic biét 13 cac twong
tac do vo hinh nhu tuong tac cuia thude véi thire 3n, véi ruou. ..

3.3. Niam virng thong tin vé cac ddi twong bénh nhin c6 nguy co cao

Tré em, nguoi cao tudi, co co dia di ung, c6 bénh ly vé gan, than va cac bénh
nhan c6 bat thuong vé gen.

Theo ddi sat bénh nhan, phat hién sém cac biéu hién cua phan umg bat loi do
thudc va co nhitng xr tri kip thoi.

4. CACH XU TRi KHI NGHI NGO XUAT HIEN PHAN UNG BAT LQI CUA
THUOC

Khi ¢6 mot su ¢d bat loi do thude xay ra, ngoai viéc can thi¢p y té tich cuc néu
can thiét (cap ctru, phuc hdi cac chirc ning sdng...) thiy thudc cling can danh gia xem
bién ¢ d6 c6 phai 1a phan Gng bat loi cta thude hay khong.

4.1. Sw b bét lgi ¢6 phai do thudce?

Néu bénh nhan dung ddng thoi nhiéu loai thude thi cAn phan tich cac thong tin vé
thudc (lich str dung thudc, cac thudc dang dung theo ké don hodc do ty mua...) va vé
tai bién trén bénh nhan (cac triéu chimg, xet nghiém lam sang...). Can cir vao cac
ADR di biét cua cac thudc bénh nhan dang dung xem sy cb d6 c6 thé 1a phan tung bat
loi ctia thube nao dé c6 hudng xur tri tiép.

4.2. Khi nghi ngo' 1a phan irng bét lgi ciia thudc

Can ngung tat ca cac thudc dang diéu tri cho bénh nhan. Néu khong thé ngumng tat
ca cac thudc, _can ngung loai thudc nao c6 nhiéu kha ning gay ra tai bién d6 nhat.

C6 4 vin dé dé danh gic mot tai bién do thuoc:

1. C6 tac dung duoc 1y da biét nao cua thude co thé gay ra tai bién d6 khong?

2. Mbi lién quan giita thoi gian bit dau st dung thude va cac biéu hién cua tai
bién ¢ phu hop véi cac bao cao ADR hoic v6i co ché ctia ADR hay khong?

3. Tai bién c6 hét hodc c6 cai thién khi ngimg loai thubc bi nghi ngd khong?

4. Tai bién c6 xuat hién tro lai khi dung lai thuc hay khong?

Trén thyc té 1am sang, c6 nhiing truong hop khong thé giai quyét ca 4 van dé trén:

- Trong truong hop phan g bat 1oi 1a loai phan ung typ B: Néu trude d6 da co
nhing bao cao vé loai tai bién nay dbi vdi cac thudc thi ¢ thé két luan rang thudc co
thé 1a nguyén nhan gy ra tai bién cho du tai bién d6 khong lién quan dén co ché dugc
1y ctia thudc.

- Trong truong hop mot tai bién rat ning, khong thé cho bénh nhan dung lai
thudc do viéc dung lai thuoc c6 nguy co de doa tinh mang bénh nhén.

Sau khi giai quyét 4 van dé néu trén, thay thudc s& danh gia duoc kha ning mot
bién cb bat lgi 1a mot ADR ciua mot thude dua trén cac diéu kién sau:

- Chac chan 1a mot ADR (Certain): Thoi gian X4y ra tai bién lién quan chit ch@
Vo1 viée dung thudc, tai bién nay khong thé giai thich dugc bang mot bénh ly khac
hoic cac thudc khac ding dong thoi. Néu ngimg thudc thi bénh nhan phai cé tién trién
hop 1y va khi ding lap lai thudc thi bénh nhan c6 triéu ching tuong tu.
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- C6 kha nang 1a mot ADR (Probable/Likely): Diéu kién nhu trén nhung cac
thong tin vé viéc dung lai thudc chua day du hodc khong co.

- C6 thé 1a ADR (Possible): Thoi gian xay ra tai bién c6 lién quan dén viéc dung
thudc nhung ciing ¢ thé duogc giai thich bang mot bénh khac mic dong thoi hodc dung
mot thude hay hoa chat khac. Cac thong tin vé viéc ngimg thude co thé thiéu hoic
khodng rd rang.

- Khong chic chan (Unlikely): Mbi lién quan vé thoi gian xay ra tai bién véi viec
st dung thudc khong 1 rang, nguyén nhan do thudc 13 khéng chéc chin va co thé giai
thich duoc bang viéc str dung mot thudc hay hoa chit khiac dung dong thoi hay mot
bénh khac mic kém.

Sau khi danh gia vé kha nang giy ra tai bién, tuy thudc do nang cua tai bién va co
ché cua phan ang ma co thé loai bo thudc d6 ra khoi ché d6 diéu tri cua bénh nhan
hodc giam liéu hoidc c6 cac bién phap diéu trj thich hop, thuong duoc ghi trong cac
chuyén ludn tham khao vé thude (vi du: duoc thu quoc gia). Ngoai ra cac thay thudc
can bao cio ADR cho céc co quan ¢ tham quyén.

5. KET LUAN

Hau hét cac thude, cho du dugc ké don bai cac thay thude 14m sang gioi cling co
thé gy ra phan ung bit loi (ADR) trén bénh nhén, thim chi 12 nhitng ADR nghiém
trong. Thay thudc va bénh nhan cé thé chdp nhan nguy co cia mot ADR nghiém trong
néu nhu ban than cin bénh dang dugc diéu tri rat ning, nhung khong thé chap nhan
thudc c¢6 nguy co ADR cao dé diéu tri nhitng bénh thong thuong; do vay, kha ning giy
ADR ctia mot thude (ké ca tan suat, mirc do nghiém trong va loai ADR chung giy ra)
quyét dinh viéc lua chon thudc d6. Nhiéu ADR c6 thé tranh duoc, néu nhu nguoi ké
don c6 hiéu b1et 10 Ve dic tinh duoc 1y, co ché cia ADR va cac yéu t6 anh hudng, dac
biét la nhiing yéu t6 tao nén tinh nhay cam dic trung ctia ngudi bénh va can boy té
bao gdm DSLS) biét theo ddi, phat hién ADR, huéng din, canh bao bénh nhin vé kha
nang xay ra ADR va bdo cdo cac ADR cho co quan c6 trach nhiém.
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oo Phulues , i
MAU BAO CAO VE TAC DUNG CO HAI CUA THUOC

S thir tur ctia BV BAO CAO VE TAC DUNG CO HAI CUA
S thir tw cia ADR (ADR)

THUOC

Ngay bdo céo:...../...../200... Tén don vi giri bao cao

I.Hovaténbénhnhan:..............ccooiiiiiiiiiiiiiiinns Tudi...... nam, nir
DPiachic.......oooooi Dantdc.........ccouvu.n
Cannang:.............coooee Tién str di ing:

ChifU Ca0. . .n v,

2. Chén doan: - Bénh chinh (do ding thudc)...............ccoeeiieiii....

- Biéu hién cta phan Gng c6 hai (ADR)..................

Noi gt bao cao: Bénh vién, phong kham tu, ctra hang dugc, bac si, cd nhan (ghi

3. Mo ta chi tiét dién bién 1am sang, can lam sang (neu ¢0) (sau

dung thude

bao nhiéu 1au thi xay ra phan tmg thudc? M6 ta tht tuw dién bién céc triéu ching theo

thot gian).
4. Thubc da st dung: (Ghi diy du cac thudc di sir dung, khong chi ghi thudc
nghi ngo gdy ADR).
Tén Lidu din Thoi giansu | Noi
thuoc da & dung thudc cung .
, A Z 1% , Ly
st dung | Thude \ SO lan ung
S A Ham . . \ \ . do
(Ghi ca gay A ding | Buong | Ngay | Ngay | séan .
A X ; lugng | Licu \ . . £ chi
tén goc phan < N trong dung g10 g10 xuat .
A , hoac | dung N P 2 .« | dinh
va tén ung A N ngay, bat két | -L0so %
nong | 1 lan X A . thude
thuong b tuan, dau | thdc | - Han
mai) i thang dung

5. Lan n phan ng thir: Xay ra phén g ltc gid ngay thang nam
6. Da dicu tri phan ng DANg:.......vevvueernnerrneerenieerenneennnnn

A. Khi ngirng thuoc

Moi lién quan dén cac phan Ung | Y kién | Kién

thudc Pbvi | C.gia
1. C6 tién bo 1. Chac chan (Certain):
2. Khong tién bo 2. C6 kha nang (Probable):
3. Phai diéu tri tich cuc 3. C6 thé (Possible):

4. Khong chac chan (Unlikely):

B. Néu tai sir dung thuéc
1. Céc triéu chung cii nhac lai | Y kién ctia chuyén gia thAm dinh
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2. Tri€u chiing maéi xay ra (Phan danh riéng cho cac chuyén
gia tham dinh ctia Trung tim ADR)
C. Hau qua

1. Khéi khong di chiung

2. Khéi ¢o6 di chung

3. Chua khoi

4. Chét vi phan tng

Ngay gio chét

5. Chét 6 thé do thuéc:

6. Chét khong lién quan dén
thudc:

7. Khong biét:

7. Binh luan

Nguoi bdo cdo

TON:
Chtrc vu nghé nghiép.......ccovvevevrvennne,
NoO11am VIEC: ..vvvviii e,
SO dien thoai «..vvvveeeceeeeieieeceieenns

"Trung tim theo déi phén teng cé hai ciia thuéc (ADR) -Cuc qudn Iy Dwoc Viét
Nam
1384 Giang Vo Ha Ngi
Dién thoai: (04) 7.365.077

Danh muc tai liéu tham khio

1. B6 mén Dugc 1am sang — DH Dugc HN (2005), Bai giang bénh hoc, NXB
Y hoc.

2. B6 mon Dugc 1am sang — PHYHN (1996), Gido trinh Duwoc Ldm sang va
diéu tri, NXB Y hoc.

3. B0 mon Dugc ly truong Dai hoc Dugc Ha ndi 2005, Duoc Iy (1+2), NXB
Y hoc.

4. BOY té (2002), Duoc thi Quoc gia, Hoi dong Dugc thu xuét ban
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Bai 6 ,
THONG TIN THUOC

Trén thé gidi, thuat ngit "Thong tin thuéc (TTT) bat dau duoc dé cap nhidu vao
nhiing nam dau cia thap ky 60. "Thong tin thudc" ¢6 thé hiéu mot cach don gian 1a cac
thong tin gin lién véi thudc, cac thong tin nay thuong dugc in trong cac tai liéu tham
khao hay con goi la cac ngudn thong tin. Tuy nhién, dé hiéu ré khai niém vé "Thong
tin thudc" thudng phai dit thuat ngit nay vao trong cc ngit canh cu thé, di kém véi cac
thuat ngtr khac nhu:

- Chuyén gia/ dugc si/ngudi cung cap

- Trung tam/dich vy/thyc hanh

- Chure nang, ky nang
Nhom céc khai niém dau tién dé cap dén vai tro ctia cic c4 nhan lam cong tac thong tin
thudc, nhém khai niém thi hai cht trong vao cac dia diém dién ra hoat dong thong tin
thudc, con nhom khai niém thtr ba lién quan dén ning luc thong tin thude.

Hién nay, vé6i thuc té vo cung da dang va phuc tap cua cac thude diéu tri ciing
nhu céc tai liéu lién quan dén thudc, thuat ngir "Thong tin thude" thuong duoc gin lién
v6i cac khai niém "Trung tdm thong tin thuc" va "Chuyén gia thong tin thude" cd
nghia 1 n6i dén thong tin thude 1a n6i dén vai trd chuyén mon hoa ciia ngudi dugce si
cling nhu noi dén mot hé thong thong tin hoat dong voi cac chue trach chuyén biét.

Sur phat trién cua cac trung tAm thong tin thudc va cac chuyén gia thong tin thude
1a diém khoi dau cua khai niém Dugc 14m sang, dat nén tang dé cac duogc si chia sé
trach nhi¢m v&i cac bac si trong viéc su dung thube cho bénh nhan.

1. PHAN LOAI THONG TIN THUOC

C6 nhiéu cach phan loai thong tin khac nhau, sau ddy 1a mot sé cach phan loai
hay duoc 4p dung:

1.1. Phan loai théng tin theo ddi twgng dwgc thong tin
1.1.1. Théng tin cho cdn bj y té

- Cho ca nhan:

+ Thay thubc ké don

+Y ta diéu dudng

+ Duoc si bénh vién, ctra hang

+ Nguoi ban thude:

- Cho mét t6 chirc:

+ Hoi déng thudc va diéu tri

+ Bao hiém y té
1.1.2. Thong tin cho ngwoi su dung

- Bénh nhén, nguoi dung thude

- Nhan dan, ngudi tiéu dung thude
1.2. Phén loai thong tin theo ndi dung chuyén biét ciia thong tin
1.2.1. Cdc théng tin lién quan dén diic tinh va cdch sir dung ciia thuoc

- Théng tin lién quan dén dang bao ché va sinh kha dung ctia thube

- Thong tin vé duoc luc hoc

- Thong tin vé duoc dong hoc

- Thong tin vé danh gia st dung, luya chon thude

- Thong tin vé huéng din st dung thude (ché d6 liéu, phac do diéu tri, luu y khi
dung...).
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- Thong tin vé ADR, vé doc tinh cua thude

- Thong tin vé tac dung gay quai thai, dot bién. ..

- Thong tin Vé st dung thudc cho cac dbi twong dic biét

- Thong tin Ve d6 6n dinh, tinh tuong ky cua thude

- Thong tin vé twong tac thudc
1.2.2. Cdc thong tin vé lugt, chinh sdch y té, sé ding ky...
1.2.3. Théng tin vé gid cd
1.3. Phén loai thong tin theo ngudn thong tin

Ngudn thong tin thuong duoc chia thanh ba loai: ngudn thong tin thir nhat, nguon
thong tin thtr hai va ngudn théng tin thir ba. Viéc phan loai ndy dwa vao ngudn gc,
thanh phan va chiic ning cua thong tin.
1.3.1. Nguon théng tin thir nhdt

La cac bai bao, cong trinh gdc dang tai day du trén cac tap chi hoac dua 1én mang
Internet, cac bao cdo chuyén mon, khoa ludn tét nghiép ciia sinh vién, so tay phong thi
nghiém... Céac thong tin ndy thudng do tic gia cong bd cac két qua nghién ciru cla
minh ma khong c6 sy can thi€p, danh gia cua bén thir hai. Khi s dung ngudn thong tin
thir nhét, nguoi sir dung thong tin c6 thé xac dinh dugc phuong phap nghién ciu, két
qua nghién ctru va cac ket ludn cu thé ma tac gia dat duoc. Hién nay, ngudn thong tin
thir nhit dang phat trién rat manh mé; trén thé gi6i co trén 20.000 tap chi y sinh hoc ¢
tén tudi duoc xuat ban hang nim, chua ké cac thong tin dugc cong bd dudi dang bao
cdo khoa hoc hay dua 1én mang...
1.3.2. Nguon théng tin thir hai

Bao gdm hé théng muc luc cac thong tin hoic cac bai tom tit cia cac thong tin
thudc ngudn thong tin thir nhat, duoc sip xép theo cac chu dé nhat dinh. Khi mudn tim
hiéu mot van dé cu thé, ngudi sir dung c6 thé tham khao ngudn thong tin thir hai dé co
dugc mdt danh muc céc thong tin c6 li€én quan hodc co thé doc tom tit céac thong tin
cung chii dé v6i vin d& minh quan tim. Nhu vy ngudn thong tin ther hai giup ngudi
su dung tiép can van dé mot cach toan dién hon, nhung khi mudn hiéu déy du mot
thong tin cu thé nao do, ngudi st dung s& phai quay lai ngudn thong tin ban dau. Hién
nay, di c6 cac ngudn théng tin tht hai luu trit trong CD-ROM hodc dua 1én mang
Internet giip nguoi st dung tim thong tin dé dang va nhanh chéng hon.
1.3.3. Nguon thong tin thir ba

La cac nguén thong tin dugc xay dung bang cach tong hop cac thong tin tir hai
ngudn thong tin trén. Tac gia ciia ngudn thong tin thir ba thuong 14 cac chuyén gia vé
thudc trong mot linh vuc nao do; tir cac kién thirc chuyén sau trong linh vuc d6 ho s€
phan tich tong hop cac thong tin lién quan dé dua ra thong tin mang tinh khai quat vé
mot van dé. Cac thong tin thudc nguodn thong tin thi ba thudng dugc cong bod dudi
dang sach gido khoa, cac ban huéng din diéu tri chuan... Nguoi st dung phan 16n
khai thac ngudn thong tin nay vi cac thong tin thudng ngin gon, stc tich va do khai
quat hoa cao (do da dugc xir Iy boi cac chuyén gia). Tuy nhién, nhugce diém cua ngudn
thong tin thir ba 1a tinh cap nhat kém, do tin cay phu thudc vao nang luc cua tac gia (vi
c6 thé c6 sai sot do thanh kién cua riéng tac gia, sai sot trong qua trinh chuyén tai
thong tin hodc do tac gia khong tap hop dugc ddy du cic thong tin ban dau co lién
quan hay danh gi sai 1éch cac thong tin nay...) va cling nhu khi sir dung ngudn thong
tin thir hai, khi can tim hiéu chinh x4c mot thong tin cu thé nao d6, ngudi sir dung cd
thé phai quay lai ngudn thong tin ban dau.
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2. YEU CAU CUA THONG TIN THUOC
2.1. Yéu ciu chung

Mot thong tin thudc phai c6 day du nhimg yéu ciu sau:

- Khéch quan

- Chinh xé&c

- Trung thuc

- Mang tinh khoa hoc

- RO rang va dut khoat
2.2. Yéu ciu vé ndi dung

Noi dung thong tin thube phai phi hop véi ddi tuong duge thong tin. Sau day 1a
yéu cau va ndi dung cu thé cta thong tin thude voi mot sé ddi tuong:

2.2.1. Théng tin thuéc cho can by y té

Thong tin thuoc cung cap cho can b y té phai 13 cac thong tin ¢6 ndi dung mang
tinh chuyén sau Ve thude. Cac thong tin nay co thé duoc cung cap du6i nhiéu hinh
thirc nhu cung cdp theo yéu cau boi cac trung tim thong tin thudc, thong tin qua hoi
thdo, bao cdo khoa hoc hodc cac thong tin dugc in 4n san trong cac tai liéu tham khao
hay dua 1én mang dé can bo y té tu khai thac theo nhu cau. ..

V& co ban, thong tin thude cho can b y té s& bao gdm cac ndi dung sau:

Céc thong tin chung vé thudc: Céac cach phan loai thue (danh muc thudc thiét
yéu, thuc khong can don (OTC), thude phai c6 don, ma phan loai giai phau - diéu trj -
hoa hoc (ATC), danh muc cac tén thudc gdc, tén thwong mai, thudc duoc phép luu
hanh, sé dang ky...).

Co ché tac dung cua thude:

- Bic tinh duoc dong hoc: hip thu, phan bd, chuyén hoa, thai trir

- Cac chi dinh, Chéng chi dinh

- Cach dung, liéu luong

- Céc phan tmg bit loi (ADR) c6 thé xay ra

- Poc tinh, biéu hién ngo ddc, xtr tri

- Tuong tac va tuong ky cua thude (thude voi thude, thude véi thire dn, véi nude udng).

- Thang bac gia ca...

Trén diy moi chi 13 nhitng thong tin twong d6i "tinh" vé thudc. Hién nay dé dam
bao yéu cau st dung thudc hop 1y, cac nhan vién y té con c6 nhu ciu dugc cung cip
cac thong tin mang tinh "dong" - d6 13 nhimg thong tin bién ddi theo thoi gian nhu
thong tin danh gia hiéu qua va do an toan cua cac thudc mdi (dua vao cac két qua
nghién ciru vé thudc dugc tién hanh béi rat nhiéu cac nhoém nghién ctru tai khap noi
trén the gi6i), thong tin so sanh giita cac thuéc hodc nhom thude khac nhau trong diéu
tri vé moi phuong dién hiéu qua, d an toan, tinh két qua... thong tin cap nhat vé cac
phéc d6 diéu tri va cac hudng dan diéu tri khuan. ..

2.2.2. Théng tin thuéc cho bénh nhan

Khac voi thong tin thudc cho can bo y té, thong tin thude cho bénh nhan lai can
¢ ndi dung ngan gon, dé hiéu voi cac hinh thirc thong tin don gian, ¢ gang tan dung
cac phuong tién truyén thong sin c¢6. Muyc dich thong tin thuéc nham gitup cho bénh
nhan hiéu rd loi ich va tac hai cua thudc, tun thu cac huéng dan diéu tri, dam bao thuc
hién str dung thudc hop 1y va an toan.

Néi dung théng tin thudc cho bénh nhan thirong bao gom cdc ndi dung sau:

- Tén thudc (tén gdc, tén biét dugc)

- Tac dung

- Dang dung, liéu dung, cach dung
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- Huéng dan su dung c4c dang bao ché dic biét

- Hudng din quan sat, theo ddi céc tridu ching khac la trong khi dung thube (nhé
ki dé theo dai tiép cho nhing lan dung thudc sau).

- Nhing triéu chung cua phan tmg khong mong mudn, cach xir tri.

- Ky nang ty theo doi tac dung thudc trong qua trinh diéu tri

- Twong tac thude (thude - thude, thude - thuce pham, thudc - nudc ubng).

- Cach bao quan luong thude da mua, dugc cap.

3. KY NANG THONG TIN THUOC

Nhu da trinh bay trong phdn mé dau, hién nay thong tin thuéc khong chi dimg lai
1a cac hoat dong tu phat cua dugc si ma da tro thanh mét hoat dong mang tinh chét
chuyén mon héa. Chinh vi vy, da c6 nhiéu nghién ctru vé k¥ ning thong tin duoc tién
hanh nham thiét 14p mot quy trinh thong tin thude c6 hiéu qua. Trong phan niy ching
t6i s& trinh bay mot quy trinh thong tin thudc duwa trén quy trinh do Host va Kirkwood
dua ra nim 1987 va dén nay van duoc ap dung rong rai. Tuy theo tung diéu kién cu
thé, quy trinh nay c6 thé thay doi dé van dung cho phu hop va no6 co thé duoc st dung
trong rat nhiéu tinh huong khac nhau: tir thong tin thude ciia dugc si tai nha thude cho
khach hang, thong tin thudc trong bénh vién hay thong tin thudc cta cac chuyén gia tu
van tai cac trung tim thong tin thudc.

V& co ban, quy trinh nay s& gdm céac bude sau:

Bugre 1: Xac dinh dac diém cua nguoi yéu cau thong tin:

R rang néu d6i tuong yéu cau thong tin khac nhau thi noi dung cta thong tin tra
101 s€ khac nhau.

Vi du:

Mot béc si chuyén khoa va mot bénh nhan cé thé cung quan tam dén mot thude va
cung dua ra mot cau hoi ban dau nhu nhau nhung noi dung thong tin tra 16 lai hoan toan
khac nhau phu hop véi trinh d6 chuyén mén ctia mdi ngudi. Chinh vi vay cong viée dau
tién cta quy trinh 14 phai xac dinh dugc dic diém ctia ngudi yéu cau thong tin. Tuy theo
timg hoan canh ma c6 thé khai thac cac thong tin ca nhan khac nhau, nhung bao gio cling
phai xac dinh cac thong tin thiét yéu sau tir ngudi yéu cau thong tin:

- Nghé nghiép, trinh d6 chuyén mén, cic kién thirc sén c6 vé van dé yéu ciu
duoc thong tin.

- Tén tudi, dia chi, s6 dién thoai, s fax, dia chi e-mail... d¢ c6 thé lién hé mot
cach thuén tién nhat.

Buwée 2: Thu thap cac thong tin co ban c6 lién quan tir ngudi yéu cau thong tin:

Thuc chit, cac thong tin co ban c6 lién quan chinh 1a cic thong tin dé tra 10
chinh xac cau hoi: Tai sao khach hang lai yéu cau tim kiém thong tin thuc nay? Nhu
vay, cac thong tin do du tryc tiép hay gian tiép s& quyét dinh noi dung thong tin thudc
can tim kiém. Tuy nhién néu dat truc tiép cau hoi nhu trén thi da s0 khach hang s¢
khong tra 161 dugc theo mong mudn ctia ngudi tim tin. Vay, khi tiép xtc voi ngudi yéu
cau thong tin, nhiém vu cta ngudi lam cong tac thong tin thudc khong chi don thuan
ghi nhan cau hoi ban dau ctia ho ma con phai khai thac mot ) thong tin lién quan.

Pé co thé khai thac cac thong tin lién quan c6 hiéu qua, cé thé tham khao bang
cau hoi chuan dudi day cua Trung tdm dich vu thong tin thudc thudc Pai hoc Y va
Bénh vién Virginia dua ra nam 1990.

Bing 6.1. Bing cdu héi chuin trwgc khi cung cdp thong tin cho khdach hang

T NoOi dung cau héi

1 | Tén clia ngudi yéu cau thong tin

2 | bia chi va/hoac dién thoai lién lac
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3 | Co quan hoic dia chi noi hanh nghé
(Néu nguoi yéu cau thong tin 1a nhan vién y te)

Mdt sd thong tin tham khdo nhu: vi tri xa hoi, nghé nghi¢p, hoc vi...

Céc nguon thong tin thuéc ma ho di tham khao

Thong tin thudc yéu cau sé ding cho bénh nhan hay cho nhén vién y té

~N oo

Chan doan bénh, két qua cac xét nghi¢m cé lién quan, cac thude dang diéu tri
dong thoi

8 | Tinh cap thiét ctia cAu hoi
(N1 cach khéc 1a thoi han phai tra 101 thong tin)

Day chi la cac cau hoi co ban chung cho moi dbi tuong. Tuy theo yeu ciu trong
timg hoan canh cu thé, ngudi lam cong tic tu van thong tin thudc phai dua ra cac cau
hoi chuyén biét dé nhan duoc cac thong tin can thiét.

Buwée 3: Xac dinh va phén loai yéu ciu co ban ctia khach hang

Tir khi hinh thanh hé thong trung tim thong tin thudc, da ¢6 nhidu nghién ciru
duogc tién hanh nham danh gia hiéu qua cua hoat dong thong tin. Hién nay thong tin
thudc 12 mot hinh thte dich vu, nén mot trong nhimng tiéu chi danh gia co ban la théng
tin tra 101 c6 dap tng duoc yéu cu cua khach hang hay khong?

Két qua nghién ctru cho thiy, da s6 khach hang khong hai long néu thong tin
thude chi nham tra 101 cho cAu hoi ban dau ma ho dit ra hay noéi cach khéc van dé ma
ho quan tdm khong dimg lai & cau hoi ban dau cua ho.

Vi du: mdt nghién ctru dugc tién hanh tai trung tdm thong tin thudc ctia truong Pai hoc
Y thudc Bénh vién Virginia cho thdy dén 85% yéu cau co ban ctia nguoi dé nghi tim thong
tin thudc khac voi cau hoi ban dau cta ho. Vi viy, mot k§ ning co ban trong quy trinh théng
tin thudc 13 phai két hop giita ciu hoi ban dau khach hang dura ra v6i cac thong tin khai thac
duoc trong 2 bude trén dé xac dinh yéu cu co ban cua khach hang.

Mot vi du don gian nhu cau hoi ban dau dua ra 1a "T6i ¢6 thé dung co-trimoxazol
dugc khong?" - day la cau héi ciia mdt phu nir c6 thai 5 thang, hién 1a thu ky van
phong, dang bi viém dudng tiét niéu dudi va mot nim trude di ting bi tinh trang
turong tu nhu viy. Don cua 1an kham trude duoc ké dung co-trimoxazol. Nhu vdy yéu
cau cua khach hang khong chi ding lai & cau tra 16i c6 hay khong ma van dé quan tim
1a khang sinh co thé sir dung duogc cho phu nit ¢6 thai bi viém duong tiét niéu?

Sau khi da xac dinh dugc yéu cau co ban cua khach hang, nhiém vu tiép theo la
phan loai yéu cau nay theo tirng nhom ndi dung nhét dinh. Cach phan nhém ndi dung
thong tin thudc da dugc trinh bay ¢ phan 1.2.

Buéc 4: Tim kiém thong tin

Cén ctr vao ndi dung chuyén biét cua thong tin can tim kiém, nguoi 1am cong tac thong
tin thudc s& lya chon ngudn thong tin thich hop dé tim ra cc thong tin dap ing yéu cau.

C6 thé bat dau tir ngudn thong tin thir hai dé tim ra céc tai liéu c¢6 lién quan va thong
tin thudc s& lya chon ngudn thong tin thich hop dé tim ra cac thong tin dép Gng yéu cu.

C6 thé bat dau tir ngudn thong tin thir hai dé tim ra céac tai liéu c6 lién quan va
tuy theo yéu cau cu thé dé tiép tuc lya chon thong tin tir cac nguon tai liéu nay. Tuy
nhién, viéc tim tin s€ dugc rut ngén rat nhiéu nho vao kinh nghiém cua nguodi lam
cong tac thong tin; lic ndy ngudn thong tin thir ba - dic biét 14 hé thong sach gido khoa
(textbook) thuong dugc st dung.

Vi du: Nhu trong budc 3, khach hang yéu cau thong tin vé co ché tic dung cia
thudc, thuoc nhoém ndi dung thong tin vé duoc dong hoc, nguoi tim tin c6 thé khai thac
tir cac ngudn sau:
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- Trong cac sach dugc ly cua cac truong dai hoc y - dugce trong nudce.

- M6t cudn sach co ban nhit vé duoc 1y hién co6 tai cac thu viuén Y - Dugc:
"Goodman adn Gilman's Pharmacological Basis of Therapeutics".

Hién nay, v&i su phat trién cua cong nghé thong tin, nguoi tim tin c6 thé khai
thac duoc cac nguén tai liéu c6 chura ngi dung minh tim kiém mot cach cach nhanh
chong va hiéu qua.

Mot ngué)n tai li€u tim tin rat phong pht hién co6 tai thu vién Pai hoc Dugc Ha
Noi 1a "Drug Information: A Guide for Pharmacists” McGraw-Hill Companies, 2001.
Trong tai liéu ndy, nguoi tim tin ¢ thé tra dugc cac tai liéu theo timg ndi dung chuyén
biét.

Buwéc 5: Danh gia, phan tich, tong hop thong tin

Trude khi cung cap thong tin cho khach hang, ngudi lam cong tac thong tin thudc
phai danh gia dugc chat lugng thong tin vira tim dugc trong budc 4.

Ky nang danh gia thong tin la mot ky nang rat kho, doi hoi phai c6 kién thirc
chuyén sau vé nhleu linh vyc trong y dugc hoc. Vi su bung nd thong tin nhu hién
nay, cung mot van dé c6 thé co rat nhiéu thong tin ¢ lién quan, cac thong tin nay cé
thé giéng nhung cling c6 thé khéc, tham chi trai ngugc nhau. Chinh vi vay cac thong
tin tim kiém duoc bit budc phai qua phan tich danh gia, sau d6 méi téng hop thanh y
kién tra 161 dua dén khach hang.

Buwde 6. Tra 101 thong tin

Tuy theo yéu ciu cua khach hang ma thong tin s& duoc tra 1oi dudi nhiéu hinh
thire: tra 101 miéng, tra 101 qua dién thoai, qua thu/thu dién tir, tra 161 bang phiéu tra 1o
tin va con tuy theo yéu cdu cua khach hang dé chon hinh thirc thich hop.

Can luu ¥ néu gip trudng hop c6 nhiéu tai liéu mau thuin nhau thi chi nén dua
cho khach hang céc tai 1iéu phu hop véi thong tin & budc 5.

4. KET LUAN

Nhu cdu vé thong tin thudc ngay mot cip thiét va da dang. Trong linh vyc nay
ngudi duoc sT dong vai tro rat quan trong, 13 ngudi cung cép thong tin thude cho bac
s1, nhan vién y té va ca nguoi bénh.

Bing viéc str dung hiéu qua cac ngudn thong tin thude, duoc si s& phai chon cho
duoc ngubn thong tin phu hop va dua ra cau tra 1oi sau khi dé phan tich danh gia.

Dé dat dugc muc tiéu nay, viéc trau d01 ca vé chuyén mon va ky nang thong tin
dugc hinh thanh ngay tir khi con dang ngdi trén ghé nha trudng va can lién tuc duge
d6i moi va phat trién trong sudt qua trinh hoat dong chuyén mén sau nay, c6 nhu vay
dugce si méi dam nhan duge vai tro ma xa hoi da phan cong, do la "chuyén gia vé
thudc".

Danh muc tai liéu tham khio

1. Bd mon Duogc 1am sang — PH Dugc HN (2005), Bai giang bénh hoc,
NXB 'Y hoc.

2. B mon Dugc 1am sang — PHYHN (1996), Giao trinh Duoc Lam sang va
diéu tri, NXB Y hoc.

3. B6 moén Dugc ly truong Pai hoc Dugc Ha ndi 2005, Duoc ly (1+2), NXB
Y hoc.

4. BOY té (2002), Duoc thi Quoc gia, Hoi dong Dugce thu xuét ban
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Bai 7
CAC PUONG PUA THUOC VA CACH SU DUNG

Trong diéu tri, mdt khau quan trong 1 phai lam cho thudc dén dugc vi tri tac
dung. Tt nhiing thap ky 60 tro lai day, dudi sy tac dong cua sinh dugc hoc, nganh bao
ché di dat duoc nhing tién bo vé chit, bién bao ché quy udc (conventional
pharmaceutics) thanh bao ché hién dai (modern pharmaceutics). Bén canh cac dang
thudc quy udc 1a cac hé diéu tri (therapeutic systems) giai phong duoc chat mot cach
c6 kiém soat (controlled release), thdm chi giai phong tai dich (targetting
medication)...Nhimng tién bo nay da gop phan dang ké vao viéc nang cao hiéu qua diéu
tri cua thuoc Tuy nhién, du la dang bao che nao thi muc tiéu cudi cung nay cling phai
dat dugc nong do tbi wu trong mau néu mudn sir dung tac dung toan than.

Chuyén luan nay nham cung cip nhimg thong tin lién quan dén dic diém cua mdi
duong dua thudc va cac yéu t6 anh huong dén hiéu qua cua thude theo cac duong dua
thudc chinh sau:

1. Qua duodng tiéu hoa: Phd bién nhit 1a duong udng (qua miéng) ngoai ra con
duong dat dudi ludi, duong truc trang (qua hdu mon)...

2. Ngoai duong tiéu hoa, phd bién nhét 1a duong tiém (ti€m bép, tiém tinh
mach, tiém dudi da...) ngoai ra con dudng qua mii (thuoc x0ng, hit)...

Mbi duong dua thudc déu cé nhitng wu nhuoc diém riéng. Viéc dua thudc dung
duong, ding cach s& gop phan quan trong vao hiéu qua va do an toan trong diéu tri.
1. PUA THUOC QUA PUONG TIEM

DPuong tiéu hoa hay con goi 1a dng tiéu hoa bao gdm miéng, thuc quan, da day,
rudt non, rudt gia, tryc trang.
1.1. Dat dwdi ludi

Miéng khong phai 1a noi hip thu thirc dn nhung tai ddy c6 mot mang ludi mao
mach kha phong phu, dac biét 1a 2 bén ma va duoi ludi, rat thuan tién cho viéc hip thu
thudc. Thube dit dudi ludi véi tac dung toan than phai "mon dan" va giai phong duogc
chat tir tir (1-4 gid). Duogc chit sau khi hoa tan trong nudc bot (co6 pH khoang 6,5)
dugc hap thu qua mang niém mac mong ¢ dudi ludi va di Ve tinh mach canh nghia la
dugc dua thing vao vong tuan hoan (vao tinh mach canh réi vé tim), tic dung do d6
xuét hién nhanh, lai khéng qua gan nén tranh dugc sy pha huy cua men chuyén hoa
thudc & gan. pH clia nude bot 13 6,5 1a mot loi thé vi it anh hudng dén d6 bén virng cia
cac thude nhay cam v6i moi truong kiém hodc acid. Pay 1a mot duong dua thube
thuan tién, d& thuc hién, lai an toan vi néu c6 hién tuong qua lidu thi 1ap tirc co thé loai
trir thude ngay.

Vién dat dudi ludi (sublingual tablet) dugc dung véi muc dich gay tdc dung
toan than, trong d6 dugc chat hap thu nhanh va chuyén thang vé tim khong qua dai
tuan hoan do d6 thubc phat huy tac dung nhanh va tranh duoc tic dong phia dudi
duong ti€u hoa.

Pé dat dudi ludi, vién phai mong (tranh gay com), gidi phong duge chat nhanh
(rd trong vong 1-2 phat). Dang dat dudi ludi thuong ap dung cho nhom thudc tinh
mach va hormon.

Nhuoc diém cua duong dua thudc nay 1a khi dat thude thuong gdy phan xa tiét
nude bot kém theo phan xa nuét, 1am cho mot luong thudc bi mat di do tréi xudng da
day va ruot; vi vay khi ding vién ngdm phai han ché phan xa nudt.
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Puong dua thude ndy chi ding véi nhitng thude khong giy loét niém mac
miéng, d& dang hap thu tai day va dung véi lidu nho. Cac dang bao ché theo dudng nay
thuong dit.

Mot s6 thude dua dudi ludi:

- Cac thudc gidn mach vanh dung trong ching dau thit nguc nhu nitroglycerin
(glyceryl trinitrat, vién nén 0,5mg), isosorbid dinitrat (vién nén 5mg, 10mg, 20mg),
nifedipin (adalat dang nang 10mg).

- Mot s6 thude bd (nhu sita ong chiia), mot sé hormon sinh duc (estrogen,
progesteron).

1.2. Dat truc trang

Tryc trang (con goi 13 rudt thang) 1a doan cudi cing cua dng tiéu hoa, théng ra
ngoai. H¢ théng tinh mach tryc trang kha phong phu la diéu kién thuan loi cho viéc
hap thu thude.

Thudc dua vao truc trang c6 & dang vién dan. T4 dugc béo giai phong duge
chat theo co ché tan chay ¢ than nhiét, con ta duoc than nudc giai phong theo co ché
hoa tan trong dich co thé. Thudc dan giai phong duoc rat nhanh, sau khi hoa tan duoc
hap thu vao tinh mach tryc trang di vé tinh mach chii, phan 16n (50-70%) thudc khong
qua tinh mach ctra gan sau khi hap thu nén tranh duoc sy phan huy tai gan (hinh 8.1),
ngoai ra con tranh dugc tdc dong cua dich vi va hé men ctia duong ti€u hda so véi
dung duéi dang udng.

Thudc dan rat thich hop cho nguoi kho udng (st cao, tré nhé...) hodc khong
uéng duoc (téc rudt, non nhiéu, hon mé); thuan ti€n véi nhiing thude c6 mui vi kho
chiu d& gay budn ndn, nén, nhirng chat kich img dudng tiéu hoa manh (cloralhydrat).

Tuy nhién, nhuoc diém cua thudc dan 13 sinh kha dung thit thuong vi qua
trinh hap thu phy thudc nhiéu yéu t6 nhu ban chit cua duoc chit va ta duoc, ki thuat
bao ché, sinh 1y truc trang trong thoi gian bi bénh.

Dang bao ché thuong 1a vién dan d& chay ¢ nhiét d6 cao nén khé bao quan,
dac biét ¢ khi hau nong nhu & nudce ta trong diéu kién khong c¢6 tu lanh. Gia thanh dat.
1.2.1. Mt sé thudc thuwong dwoc dit true trang

- Thudc ha sét: paracetamol.

- Thubc chdng co giat, an than: diazepam, cloralhydrat.
1.2.2. Nhitng dgng thuéc dit khdc

- Thubc trang duoc tao khuon c6 hinh tring, dung dé dat 4m dao. Thudc trimg
cling dugc diéu ché tir cac ta duoc than nude (ta duoc gelatin) hoac ta duge beo (bo ca
cao), co ché giai phong duge chat gan glong thude dan. Thudc trimg chu yéu dé diéu
tri cac chiing viém nhiém tai chd, diéu tri nAm hodc cam mau.

- Ngoai thudc trimg ra, dé dit vao am dao con cé dang vién nén va nang mém

- Trong phu khoa, ngudi ta con ché ra dang thudc chéng thu thai giai phong dugc
chat lién tuc trong 1 nam (Progestasert chtra progesteron) dudi dang dung cu dit tir cung.
1.3. Puong udng

Puong udng 1a duong dua thudc pho bién nhét, chinh vi vay trong diéu tri co
t6i 80% thude duge dua qua duong nay. Hau hét cac thubc déu c6 thé dua qua dudng
nay trir nhitng trudng hop hoat chat khong hap thu 6 rudt, bi phan huy boi men ti€u
héa hodc bi pha huy qua nhleu khi qua gan & vong tuan hoan dau.

Thubc udng 1 dang uéng ding qua dudng tiéu hoa. Vé mit dung thudc, dudong
udng con c6 mot sd dic diém chung sau day:
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- La con duong dung thubc don gian, thuan tién nhét, nguoi bénh co thé tu
ding thudc, do d6 day la duong dung pho bién nhat. Theo mt s6 tai lidu, trén thuc
c¢6 khoang 70-80% thudc duoc dung qua dudng uong

- Thude dung qua dudng udng chiu mét sd tac dong bat lgi t6i sinh kha dung nhu:

+ Phai trai qua mot bac thang pH thay ddi qua nhiéu (tur khoang pH 1a 1 ¢ da
day cho dén pH 1a 8 & dai trang), trogn d6 nhiéu duoc chit chi bén hay chi dugc hip
thu & mot khoang pH nhéat dinh.

+ Bi tac dong ctia hé men, hé vi khuén trong duong teu

+ Bi chuyén héa qua gan 1an dau

+ Bi1 anh hudng boi thirc an

Kho kiém soat dugc thoi gian van chuyén cua dang thudc trong duong tiéu
hoa.

Do vay, khi lga chon dang thude dung dé uéng, can phai cha ¥ han ché dén
mirc ti da tac dong cua cac diéu kién bat loi noi trén.

Trong s6 cac dang thudc dung theo dudng udng, vién nén dugce diung phd bién
nhat nhung lai 1 dang udng c6 sinh kha dung giao dong nhat.

Nhin chung, néu thubc dung ¢ dang vién thi sinh kha dung déu phu thudc rat
nhiéu vao thoi gian luu lai cua thude trong da day. Thudc ra khoi da day dé dén ving
hép thu nhanh cham phu thudc vao nhiéu yéu td: thoi diém dung thude, ché do an
uéng, trang thai cua nguoi bénh, vi tri cia vién thube trong da day... Thoi gian vién
thudc luu lai ¢ da day bién dong nhu vay 1am cho qua trinh hap thu duogc chit vé sau
cling thay ddi rat nhiéu; dic biét 12 v6i vién bao tan ¢ rudt: néu nam lai da day lau qua
thi vo bao c6 thé bi rd ngay trong da day, 1am hong hoat chét, con néu vién di ra khoi
da day nhanh qué thi chua chic da kip tan rd dé giai phong duoc chit ¢ vang hap thu
toi wu & rudt.

Néu thudc duoc uéng luc doi, lai uéng v6i nhiéu nudc, ngudi bénh van dong
thi vién ra khoi da day nhanh (khoang 10-30 phut). Nguoc lai néu udng khi no, thirc an
co nhleu chat béo, nhiéu duong, vién roi vao hang vi va bi thie an che lap & trén, lai
chi udng véi mét ngum nho nudce, nguoi bénh nam yén khong van dong thi vién niam
lai ¢ da day rét lau (khoang 4-8 gio).

Vi vdy, dé dam bao phat huy dugc day du tac dung cta thudc dang udng, cin
hudng dan nguoi dung tuan thu ding ché d6 dung thudc sau:

- Néu dung dang vién, ca dang vién nén 1an vién nang, luong nuée dua thudc
déu phai nhiéu (mot cdc nudce to khoang 150-200ml).

- Vi tré em va ngudi cao tudi, nén dung vién pha thanh dung dich, hdn dich
vién sti bot... dé tranh nghen, sac hodc dinh thuc quan.

1.3.1. Uu diém dwa thuéc theo dwong uong

D& sir dung, an toan hon so voi dudng tiém; dang bao ché sin c6 va thuong 1a ré
hon cac dang thude khac (trir mot sb dang bao ché dic biét).
1.3.2. Nhuoc diém dwa thuéc theo dwong uong

- Sinh kha dung rat dao dong vi su hap thu thudc phu thudc nhiéu yéu t:

+ Yéu t6 sinh 1y: pH dich vi, thoi gian rong ctia da day, men tiéu hoa tai rudt
tac dong cta vong tuan hoan dau (1% pass) trong qua trinh thuéc van chuyén tao vong
tuan hoan chung qua dudng tinh mach ctra gan.

+ Yéu t6 do con ngudi tao ra: nuéc dung dé udng thude, thirc an, thude phdi
hop.

- Thoi gian xuét hién tic dung ctia thudc udng cham hon so véi cac duong
dua thude khac (vi vi tri hép thu chinh cua thudc 12 tai rudt non).
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1.3.3. Mt sé dang thudc uéng

Pho bién nhét 1 dang vién: vién nén hodc vién nang. Thudc dang long (siro
potio) hoic cac loai cdm pha thanh dang long khi sir dung; day la dang thich hop nhat
cho tré nho va nguoi gia vi dé udng, sinh kha dung tuong d6i on dinh, it phu thudc vao
blta an hodc nudc udng; tuy nhién dang nay thuong dat.

2. PUA THUOC THEO PUONG TIEM
2.1. Tom tit mot s6 dic diém ciia thude tiém

bay la duong dua thudc c¢6 sinh kha dung bao dam nhat va c6 thoi gian xuat
hién tac dung ngan. Puong tiém duogc dung nhiéu trong bénh vién, nhat 13 nhing
truong hop bénh ning hodc cip ciru.

Vé mit bao ché, thudc tiém c6 thé 1a dang dung dich, hon dich hay nhii tuong.
Vi dugc dua thang vao co the vuot qua cac hang rao bao vé nhu da, niém mac dé di
vao méau nén thudc tiém can phai vo khuan va dat do tinh khiét cao so véi cic dang
thude khac, dic biét 1a thude tiém - truyen tinh mach.

Yéu cau chung cua thude tiém la phai vo khuan; mot sb thudc tiém dic biét
hodc véi thude tiém dung mot 1an tir 15ml tré 1én phai khong duoc co chat gay sbt.

Thudc tiém dung dich phai dat do trong quy dinh, thudc tiém hdn dich hay nhil
tuong khi lic k¥ phai tao dugc hé phan tan dong nhit.

Thubc tiém phai ¢6 pH thich hgp dé dam bao d6 bén cta duge chat va khi tiém
it gay dau.

Thudc tiém truyén voi khdi lwong 16n, thudng phai dang truong véi mau

Dung méi dé hoa tan thudc tiém phai dat yéu cau "dung pha tiém" theo quy
dinh.

2.1.1. Céc dung méi thuwong ding trong thudc tiém

- Nudc cat: Phai dat tiéu chuin "Nudc cét pha tiém" duoc quy dinh trong dugc
dién. Pay 1a dung méi phd bién nhat cho thudc tiém.

- Dau: Dung dau thao moc dé co thé d& hap thu, khong dung dau khoang. Céc
loai dau hay duogc sir dung 1a dau lac, dau vimg, ddu hudng duong, dau hat bong. ..

- ethanol: Dung phéi hop véi cac dung méi khac (nhu nudce cat, glycerin..) dé
hoa tan dugc chat.

- Propylen glycol va PEG 300 - 600: Do c6 khd ndng hoa tan rong nén duoc
dung de hoa tan mot s6 duge chét khé tan trong nudce va dé han ché sy thuy phén cua
mot sd6 dugc chat d& bi thuy phan (nhu thuéc tiém barbituric, thubc tiém
oxytetracyclin...)

Ngoai duoc chat va dung méi, thude tiém con ¢ chira cac chat phu (dé 1am ting do
tan, sat khuan, chéng oxy hoa...) trong d6 c6 nhiing chit phu dang luu ¥ khi st dung:

- Natri sulfit, natri metabisulfit: La nhitg chat phu chong oxy héa nhung dé
giy soc khi tiém.

- Lidocain: La chat phy dé giam dau khi tiém bap, rat nguy hiém néu dua vao
tinh mach.

- Thudc tiém bap co chat phu sat khuan (phenol, clocresol, clobutol, thuy ngan
phenyl borat, thiomersal, benzalkonium clorid...) khong dugc dua vao tinh mach hoac
tuy song.

2.1.2. Uu diém ciia thuéc tiém
- Tranh dugc sy pha huy thudc do cac yéu t6 & duodng tiéu hoa: dich vi, men ti€u hoa.
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- Tranh duoc tac dong cua vong tuan hoan dau (véi nhimg thube bi phan huy
manh bdi men gan).

- Tranh duoc sy hao hut khi phai van chuyén trong ong ti€u hoa.

- Tranh dgc tinh Ién niém mac tiéu hoa (mot s6 thudc chong ung thu tic ché sy
phat trién cta niém mac 6ng tiéu hoa).

Chinh vi vay, day 1a dudng dwa thude t6i wu véi nhirng thude khong hap thu khi
udng (aminosid, heparin), bi phan huy boi men ti€u hoa (insulin) hoac bi pha huy gin
100% boi vong tuan hoan dau (estrogen).

2.1.3. Nhuwoc diém ciia thuéc tiém

- Poi hoi diéu kién vo trung nghiém ngit va sy gitp dd cua can bd chuyén
mén nén bénh nhan kho c6 thé tu su dung.

- Chi phi cao nén thém tién bom, kim tiém: hon nita thudc tiém thuong dat
hon thudc udng.

- D6 an toan thap hon so vdi cac dudng dua thude khac vi dé gay sdc (tiém
tinh mach) gay dau, tham chi ap xe (tiém bép) d& bi nhiém trung.

2.1.4. Nhitng leu ¥ khi siv dung thuéc tiém

- Dang bao ché: Thudc tiém dung dich duoc hip thu nhanh hon thudc tiém hdn
dich hay nhii tuong. Tdc do hép thu cta thude tiém hdn dich phu thudc vao kich thudc
tiéu phan, d6 nhdt moi trudng phan tan. Dua vao kich thude tiéu phan phan tan, ngudi
ta dd ché cac thude tiém hdn dich co tac dung kéo dai (nhu thude tiém insulin) nhat 1a
khi dung dau lam chat dan.

- Noi tiém thudc: Tiém dudi da thude hdp thu cham hon tiém bép sdu, vi dudi
da hé mach va luu luong méau it hon & mé bip. Thude tiém dau hay thude tiém nude
c6 do nhét cao, thudng duoc tiém bip sau dé dd dau cho ngudi bénh.

- Néu c6 nham 1n thi giy tac hai manh hon thubc udng, do d6 phai duoc dung
than trong.

2.2. Mot s6 cach dwa thudc theo duong tiém
2.2.1. Duong tinh mgch (IV)

Thudc tiém hodc truyén tinh mach c6 uu dlem ndi bat 1 sinh kha dung bao
dam (100%), tic dung nhanh (gn nhu tirc thi) rat can cho cac truong hop cép ciru.
Puong tinh mach 1a duong duoc lya chon néu thudc tiém can dua liéu 16m vi lac nay
c6 thé truyén thube vao mach (c6 thé dua vao tinh mach ngudi 16m toi 3 lit dung dich
moi ngay). Nhugc diém cua duong dua thudc nay la phure tap, dé gy tai bién nhu
viém tic tinh mach (véi cac dung dich uu truong). Tai bién thuong gép la tut huyet ap
(thuong do ti€ém qua nhanh), tran dich ra ngoai mach (nguy hiém véi cac thube c6 thé
gdy hoai tir mo), nhiém khuan huyét, tu mau chd tiém.

. Nhitng thudc hay ding qua dudng tinh mach:

Céc hoat chit c6 d6 kich tung cao, gy dau hodc hoai tir co khi tiém bap nhu
penicilin G, dung dich calci clorid, cac dung dich uu truong (nhu glucose 30%, truong
hop t6t nhét 1a dua qua tinh mach trung tdm), cac chat dé bu thé tich dich luu hanh
(cac loai dich truyén tinh thé, dung dich getalin, amidon, dextran, albumin), nhii dich
lipid.

. Nhitng truong hop khong duoce dua qua duong tinh mach:

Céac dung dich dau, hdn dich

. Cac céach dua thudc vao tinh mach:

- Tiém tinh mach tryc tiép: Thubc duoc ding vi mot lwong nhoé dung méi (5-
10ml) va dugce bom thang véao tinh mach trong khoang thoi gian 3-7 phut. Day 1a cach
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dung phd bién ctia duong dua thude nay. Nhuoc diém thuong méc phai la nguoi tiém
it chil y dén toc do tiém, thuong tiém qua nhanh (<1 phuat) nén dé& dan dén séc.

- Truyen tinh mach quang ngan: Thubc duge pha lodng trong khoang 50-
200ml truyén roi truyén trong khoang 30-60 phut. Myc dich cua cach dung nay nhim
tac dung qua kich tmg 1én thanh mach ctia mot s6 thude (lincomycin, gentamicin) dan
dén tut huyét ap.

- Truyén tinh mach kéo dai: Muc dich la dé duy tri nong d6 thudc trong mau
trong thoi gian dai. Luong dich truyen ding dé pha thudc c6 thé nhiéu it, tuy thudc
quing truyén va ndng d6 thudc can duy tri. Cac thudc khang sinh hay truyén theo kiéu
nay la ampicilin, penicilin G.

2.2.2. Tiém bdp

Tiém bép 13 cach dung phd bién nhét so v6i cac thube dua ngoai duong tiéu
hoa vi dé thuc hién hon so véi cac phuong phép tiém khac. Hau hét cac thude ¢ dang
tiém déu c6 thé dua qua duong ndy, dic biét day 1a dudng wu tién cho cac loai dung
dich dau, hdn dich, cac dang thudc tiém tac dung kéo dai (thuong la cac dang mudi
khong tan).

. Nhitng diém can luu y:

- Khéng dugce tiém bép:

+ Nhing chit c6 tac dung kich tmg manh t6 chirc hodc gy hoai tir, dung dich
uu truong, dung dich c6 pH qua acid hodc qua kiém.

+ Néu ngudi bénh dang sir dung thude chéng dong mau hodc cac thude tiéu
fibirin.

+ Nhirng bénh nhan dang ¢ trang thai sbc, c6 hién twong giam tudi mau ngoai
VI.

- Trong dung méi tiém bip: ngudi ta thuong cho thém lidocain (0,5 - 0,8%)
hoidc alcol benzylic (3%) trong trudng hop tiém cac thude cé do kich ing manh, gay
dau (thi du: khang sinh nhém cephalosporin, amoxicilin), nhitng truong hop nay tuyét
dbi khong duge dua vao tinh mach vi c6 thé dan dén ngimg tim.

- Khong nén tiém > 10ml (v6i nguoi 1on) vao mét chd vi dé gay 4p - xe.

- Khong nén str dung duong dua thudc nay cho tré so sinh vi co bap cua tré
nho chua phat trién day du nén sy hap thu thudc s& thit thuong, lai hay gy ton thuong
co. Véi dbi tuong nay, duong dua thudc wu tién 1a tiém tinh mach.

- Néu thude tiém c6 dung moi khong phai 1a nude thi khong dugc dé 1au trong
bom tiém nhua (plastic), trudng hop ndy tot nhat nén ding bom tiém thuy tinh.

2.2.3. Tiém dwdi da

Kha ning hap thu thudc ciia duong tiém dudi da cham hon so véi tiém bap va
noéng do thude trong mau ciing gitt dugc 1au hon, do d6 ngudi ta thuong lgi dung voi
nhiing trudng hop can kéo dai tic dung cua thudc, thi du tiém morphin dé giam dau
trong dau do ung thu, tiém insulin, glucagon.

K¥ thuat tiém dudi da kho hon so véi tiém bap, vi vay véi mot sd thude tiém
dudi da thuong xuyén nhu insulin, ngudi ta thuong ché ra cac loai bom tiém dic biét
(dang ngoi but) dé dé thuc hién.

. Nhitng diém can luu ¥:

- Khong nen ti€ém > 1ml vao dudi da

- Khong dung cho bénh nhan dang ¢ trang thai sbc, c6 ton thuong mo dudi da,
c6 hién tugng kém tudi mau va td churc da.

- Nén thuong xuyén thay doi vi tri tiém: thi du tiém insulin dé tranh tiéu t6
chuc md& dudi da.

82



2.2.4. Tiém trong da
Pay 1a cach tiém dé thir cac phan Gng di tmg thudc (test penicilin), phan Gng di
tmg lao (tuberculin), tiém chung ngtra lao (BCG). Thudc hap thu theo dudng nay
thuong cham, vi tri dugce chon dé tiém thuong 1a mat trude canh tay, lung.
. Chéng chi dinh nhu ddi véi tiém dudi da va tiém bap
2.2.5. Cac dwong tiém khac
Céc cach tiém khac it phd bién hon va chi dung chuyén biét cho mot sb loai thude.
a. Tiém ngoai mang cting (epidural):
- Thudng ding trong gy té ving, giam dau sau phiu thuat hodc diéu tri dau kéo
dai.
- Thudc thudng dung 13 lidocain 0,5-2%, bupivacain 0,25-0,5%, adrenalin 1p.
100.000, 1p. 200.000.
Chéng chi dinh: nhiém khuan toan than hoic tai ving tiém, réi loan thé dich,
giam thé tich méu, c6 rdi loan dan truyén hodc nhi - that.
Tai bién co thé gip: Tut huyét ap, nhiém khuan, bi tiéu tién.
b. Tiém vao khép (intrag-articulaire)
- Thuong dung dé giam dau, chong viém khop
- Thubc thuong ding 1a cac corticoid nhu triamcinolon acetonid (Kenacort
retard 80), betamethason phosphat (Betnesol), hydrocortison acetat (Hydrocortisone
Roussel).
c. Chéng chi dinh
C6 nhiém khuan & ving tiém hodc gan chd tiém, viém khép do nhiém khuan.
d. Luu y: Phai tiém trong diéu kién tuyét d6i vo khuan.
3. PUA THUOC QUA PUONG HO HAP

Céc thubc dua qua dudng ho hip véi tac dung toan than khong nhiéu va néu
c6 ciing rat dat. Dién hinh dua thudc qua duong nay 1a ADH (hormon chéng dai thao
nhat) hodc calcitonin (biét dugc: miacalcic) dé diéu tri lodng xuong.

Dang bao ché phd bién 1a dang phun mu (aerosol), chu yéu duoc dung qua
duong ho hip dé phong ngira va diéu tri bénh duong hé hip: viém mii, viém hong,
viém phé quan, hen..

Khi ding qua duong ho hip, sinh kha dung cta thudc phun mu phong trao
phu thudc rat nhidu vao thiét bj phun mu va cach dung.

Khi dung tai khoang miii, do dugc chat dat duoc do phan tan cao nén thube
phun mu dé phan bd déu trén niém mac, phat huy tic dung nhanh va bi thanh thai
cham hon dang thubc nho giot.

Khi dung trén dudng khi, phé quan, sy phan bd cta thudc phun mu phu thude
chu yéu vao kich thude tiéu phﬁn giot phén tan: Céc tiéu phan co kich thuéc > 10pm
thuong lang dong ¢ duong ho hap, cac tiéu phan tir 0,5-5um co thé xam nhap dugc
vao phe quan va phe nang. Céc tiéu phan dugc chat ran khong tan s€ bi thanh thai do
co ché "loc" cia phoi. Thé cham va sau 1am cho céc tiéu phan thim sau hon vao phoi.

Ngoai duong ho hép, thuéc phun mu con duoc dung tai chd trén da véi tac
dung géy t€, giam dau, che phu vét thu’ong

Néu thudc phun mu 1a dang hdn dich hay nhii twong thi phai lic k¥ trudc khi
dung.

4. KET LUAN

Dang ubng du chat lugng tét dén dau nhung néu duoc su dung khong ding
ciing khong phat huy dugc tac dung diéu tri. Cac kién thic lién quan dén cau tao cla
moi dang bao ché 13 co so dé dua ra nhitng chi dinh trong lya chon va st dung thudc.
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Nhitng hiéu biét vé linh vuc nay rat han ché ddi véi bac si vi khong co trong chuong
trinh dao tao bac si; do d6 vai trd tu van cia DSLS lac nay 14 rat quan trong va day
chinh 12 mét trong nhing thé manh cta dugc si v6i vai trd 1a chuyén gia vé thude.

Danh muc tai liéu tham khio

1. B6 mén Dugc 1am sang — DH Dugc HN (2005), Bai giang bénh hoc, NXB
Y hoc.

2. B6 mon Dugc 1am sang — PHYHN (1996), Gido trinh Dwoc Ldam sang va
dieu tri, NXB Y hoc.

3. B0 mon Dugc ly truong DPai hoc Dugc Ha ndi 2005, Duoc Iy (1+2), NXB
Y hoc.

4. BOY té (2002), Duoc thi Quoc gia, Hoi dong Dugce thu xuét ban
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Bai 8
NGUYEN TAC SU DUNG THUOC KHANG SINH VA KHANG KHUAN

Céc thudc khang sinh va khang khuén 12 mot nhom thube dé diéu trj khi nhiém vi
khudn, dat dugc tic dung ¢ nong do rat thap, it anh huong dén co thé nguoi bénh.
Chung ta d3 biét khang sinh la nhiing chat kim him hoac diét vi khuan c6 ngudn gbc
vi sinh vat (xa khuan, ndim, mdc...) ngdy nay nhiéu chit tong hop toan phan ctng dugc
dung voi myc dich nay va hiéu qua diét khuan ciing dat dugc & nong do thap hon
nhiéu so véi cac chét hoa trj liéu trude kia.

Bén canh d6 c6 nhitng nhom chét trudc kia khong duoc dung dé diét vi khuan
nhung ngdy nay dugc phat hién ra tic dung diét vi khuan nhu cac dan chat nitro
imidazol. Nhu viy danh muc cac thudc diéu tri nhiém khuin ngiy nay dugc mo rong.
Do d6, viéc trang bi cho sinh vién Dugc nhitng nguyén tdc co ban khi st dung khang
sinh va cac thudc khéng khuén 1a viéc lam khong thé thiéu dugc dé tao cho cac duoc si
tuong lai nhiing thoi quen t6t trong nghé nghiép sau nay.

Nhitng kién thirc nay ciing s& giup cac dugce si co du trinh do c¢b van cho cic béc
st diéu tri trong vi¢c lya chon va ph01 hop thude khi ké don.

Trong thuc hanh tai bénh vién, sé luong khang sinh dung dé du phong cho phiu
thuat cling chiém mot ty 1€ cao va viéc chan chinh lai nhiing phﬁn lam chua dung hién
nay tai bénh vién s& gop phan khong nho vao viéc nang cao hiéu qua sir dung va tiét
kiém thude.

Do thoéi quen, ching ta thuong goi nhom nay chi véi mdt danh tir: khang sinh.
Trong bai nay dé d& goi, chung t6i ciing dung tir khang sinh dé chi nhom thudc nay.

Can ctr vao muc tiéu trén, trong bai ndy chung t6i dé cap dén 2 van dé:

- Nhitng nguyén tic co ban str dung khang sinh trong diéu tri

- Nhitng nguyén tic co ban st dung khang sinh trong du phong nhiém khuan sau
phau thuat.

1. NHUNG NGUYEN TAC SU DUNG KHANG SINH TRONG PIEU TRI

C6 4 nguyén tic str dung khang sinh trong diéu tri:

(1). Chi st dung khang sinh khi c6 nhiém khuin

(2). Phai biét lua chon khang sinh hop 1y

(3). Phai biét nguyén tic phdi hop khang sinh

(4). Phai st dung khang sinh dung thoi glan quy dinh
1.1. Chi sir dung khang sinh khi ¢6 nhiém khuan

Céc tac nhan gy bénh cho nguoi ¢ thé 1a virus, vi khuan, ndm, sinh vat don bao
hodc ky sinh vat (giun, san...). Cac khang sinh théng dung chi c6 tac dung véi vi
khuén, rét it khang sinh c6 tac dung véi virus, nam gy bénh, sinh vat don bao. Mdi
nhom khang sinh lai chi ¢6 tic dung v&i mot sb loai vi khuan nhat dinh; do do, trudc
khi quyét dinh sir dung mot loai khang sinh nao d6 can phai 1am qua cac budc sau day:
1.1.1. Tham kham ldm sang

Bao gém viéc do nhiét d0 bénh nhan, phong van va kham bénh. bay la budc
quan trong nhat va phai lam trong moi trudng hop.

Vi s6t 1a ddu hiéu dién hinh khi c6 nhiém khudn nén viéc do nhiét do gép phan
quan trong dé khang dinh nhiém khuan. S6t do vi khuan thuong giy ting than nhiét
trén 39°C trong khi st do virus chi c6 nhiét d¢ khoang 38-38,5°C.

Nhimg truong hop ngoai 1€:

- Nhiém khuan & bénh nhén suy giam mién dich, bénh nhan qua gia yéu... c6 thé
chi s6t nhe.
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- Trai lai, nhiém virus nhu bénh quai bi, thuy dau, sOt xuét huyét, bai liét... co
thé tang than nhiét t6i trén 39°C.

Tham kham 1am sang va phong van bénh nhan giup thay thudc du doan tac nhan
giy bénh qua duong tham nhép cua vi khudn, qua cac ddu hiéu dic trung.

1.1.2. Cac xét nghiém lam sang thwong quy

Bao gdom cong thirc mau, X quang va céac chi s6 sinh hoa s& gop phan khang dinh
chan doan cua thay thudc.
1.1.3. Tim vi khudn gdy bénh

Day la bién phap chinh xac nhat dé tim ra tic nhan gay bénh nhung khong phai
moi trudng hop déu can. Chi trong truong hop nhiém khuan rat ning nhu nhiém khuan
mau, viém mang ndo, thuong han.. khi ma tham kham lam sang khong tim thy dau
hi¢u dac trung hoac nhlem khuan mic phai & bénh vién, bénh nhan suy giam mién
dich khong c6 sbt hay chi sbt nhe.

Viéc phéan 1ap vi khuan gay bénh khong phai ¢ dau ciing 1am dugc, lai phai mat
thoi gian va tén kém nén mic dau chinh x4c nhung chi xép hang thir 2, sau thaim kham
1am sang. Néu bénh nhén tir tuyén dudi chuyén 1én, da phan da sir dung khang sinh thi
tham kham lam sang va lam cac xét ngiém thuong quy 1a co ban. Trong trudng hop
nay, viéc str dung khang sinh phd rong va phédi hop khang sinh dé diéu tri 1 hop 1y va
can thiét.

1.2. Phai biét lya chon khang sinh hop ly
Lwra chon khang sinh phu thudc 3 yéu tb:
- Vi khuan gy bénh
- Vi tri nhiém khuén
- Co dia bénh nhan
1.2.1. Lwa chon khdng sinh phai phu hop voi vi khudn gdy bénh
Bing 8.1. Mt sé vi du vé dinh huwéng mam bénh theo vi tri nhiém khudn

Vi tri nhiém Khuan

Loai vi khuin gay bénh thuwong gap

Viém hong do

Streptococcus pyogenes (Nhodm A)

Viém amydal

Staphylococcus, streptococcus, ky khi

Viém tai gitta cap c6 chay
mu O tré em

H.influenza(+++), S.pneumonie  (++),
Enterobacteries

S.aureus,

Nhiém khuén rang mi¢ng

Streptococcus, Actinomyces, ky khi

Nhiém khuan ho hap dudi
mac phai & cong dong

S.pneumorie (50%), H.influenzae, S.aureus, Klebsiella
pnemonie, Mycoplasma, Legionella pneumophyla,
Clamydia pneumonie, Moxarella cataralis.

Nhiém khuan ho hap dudi

Vi khuan G (-) 60-80%, chii yéu: Klebsiella, Serratia...

mic phai ¢ bénh vién Néu c6 dat ndi khi quan: Pseudomonas,
Acinetobacter, Staphylococcus.

Viém bang quang chua co6 | E.coli (80%), Proteus mirabilis

bién chiing Klebsiella

Nhiém khuan tiét niéu co | Klebsiella, Enterobacter, Serratia, Pseudomonas,

bién chung mac phai ¢ bénh
vién

Proteus indol (+), Citrobacter, Providencia.

Trang cé4, choc 16, mun

mu...

Staphylococcus (++) Streptococcus pyogenes
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Tir bang 8.1 chiing ta thiy, tuy theo vi tri nhiém khuan, nguoi thay thube c6 thé
du doan kha nang nhiém loai vi khuan nio va can ¢t vao pho khang sinh ma lya chon
cho thich hop. Can nhé rang pho khang sinh trong cac tai ligu chi dé tham khao vi do
nhay cam ctia vi khudn tuy thudc timg ving; dé str dung khang sinh hop 1y phai biét do
nhay cam cua khang sinh tai dia phuong cu tru.

Panh gia d6 nhay cam cua vi khuan véi khang sinh t6t nhat 13 dua vao khang
sinh do tuy nhién, viéc nay khong phai co s& diéu tri nao ciing ¢ thé 1am duogc, hon
nira néu lam duoc thi két qua phanlap vi khuan va lam khang sinh d6 thuong phai cho
nhiéu ngay. Nhu vay tham kham lam sang dé dinh huéng mam bénh va can cu vao do
nhay cam ctia vi khudn do cac chuong trinh giam sat tinh khang thudc quéc gia (¢ Viét
Nam la ASTS) hodc do chinh phong x¢t nghiém vi sinh ctia bénh vién cong bi6 1a viéc
lam kha thi hon ca trong diéu tri khoi dau, sau do néu c6 két qua thi s& diéu chinh lai
néu qua trinh diéu tri khong dat nhu mong mudn.

1.2.2. Lwa chon khdng sinh theo vi tri nhiém khudn

Mudn diéu tri thanh cong, khang sinh phai thdm duoc vao 6 nhiém khuan, nhu
vy nguoi thay thude phai ndm viing cac dic tinh dugce dong hoc cta thuée méi co thé
chon duoc khang sinh thich hop. Bang 8.2. Trinh bay kha ning thim vao mot s co
quan va to chirc cia khang sinh:

Bing 8.2. Khd ning thim wu tién ciia mét sé khdng sinh véo cdc co quan va to

chirc
Co quan, to chirc Khang sinh
Mat Ampicillin, tetracyclin, rifampicin, cefoperazon, ceftriaxon,
nafcillin, erythromycin...
Tuyén tién liét Erythromycin, cloramphenicol
co-trimoxazol, fluoroqunolon, C3G...
Xuong -khop Lincomycin, clindamycin, rifampicin, fluoroguinolon, C1G,
C2G, C3G...
Tiét niéu Thiamphenicol, spectinomycin, tobramycin, fluoroquinolon...
Dich néo tuy Penicilin G, cloramphenitol, rifampicin.
co-trimoxazol, C3G...

Ghi chu: C1G, C2G, C3G la cephalosporin thé hé 1, 2 va 3
Trong céc to chirc khé thim, dang luu ¥ nhat 1a dich ndo tuy do sy can try cia
hang rao mau - ndo. Hang rao nay binh thudng rat khé tham thudc, kha ning tham s&
duoc cai thién hon khi bi viém. Bang 8.3 cho biét cu thé hon vé kha nang tham cua
khang sinh va dich nio tuy.
Bing 8.3. Khd nang thdm ciia khdng sinh vao dich néo tuy

* Pat nong d9 diéu tri trong dich nio tuy ca khi mang nio khong viém:
Co-trimoxazol, cloramphenicol, rifampicin, metronidazol.

* Pat néng d6 diéu tri trong dich nao tuy chi khi mang nao bi viém:

Penicilin G, nafcilin, piperacilin, ampicilin + acid clavulanic, cefotaxim, ceftriaxon,
ceftazidim, imipenem, meropenem, vancomycin, mezlocilin, aztreonam, ofloxacin,
ciprofloxacin.

* Khong dat nong dd diéu tri trong dich nio tuy ké ca khi mang nio bi viém:
Aminoglycozid, cefoperazon, clindamycin, C1G, C2G
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Ghi chi: + nghia 1a ca khi ding don doc (-) hoidc khi ding dang phdi hop (+) véi
cac chat khang beta-lactamase.

Mudn dat dugc hiéu qua diéu tri thi khang sinh phai c6 2 dic tinh:

- C6 hoat lyc cao vai vi khuan gay bénh

- Tham t6t vao td chire nhidm bénh

Tuy nhién, khong phai truong hop nao ciing chon dugc khang sinh dat dugce ca 2
dac tinh trén.

Vi du:

Trong diéu tri viém mang ndo do P. aeruginosa, cac khang sinh c6 tac dung t6t
1én vi khudn ndy nhu gentamicin, amikacin, colistin. .. lai khong c6 kha nang thAm qua
hang rao mau - nao, nhung truong hop nhu vay phai phdi hop thém voi khang sinh
tham tSt qua hang rao Mau - ndo hodc tiém khang sinh vira néu thang vao 6ng séng
(lidu Iwong nhé hon rat nhiéu so véi tiém bap).

- Nhimng truong hop nhiém khuan tiéu hoa ndng, dac biét 6 nguoi gia yéu, tré
nho co nguy co mat nudc cao hodc nguoi suy giam mién dich c6 thé st dung khang
sinh duong udng loai it hip thu qua rudt. Nhuoc diém cia khang sinh loai nay 1a dé
gay loan khuan rudt, ning hon co thé gay viém rudt két mang gia (nguy hiém nhat khi
dung nhom lincosamid) do d6 khong nén dung kéo dai.

- Nhiém khuan da va mé mém nén tan dung thudc sat khuan sau khi da lam sach
vét thuong bang phau thuét loai bo té chirc hoai tr hoic md din luu mu va boi cac
khang sinh tai chd. Cac dung dich sat khuan da thuong dung diu tranh chlorohexidin,
iod hitu co, bac sulfadiazin... Cac khang sinh boi tai chd thuong gip la colistin,
framycetin, neomycin, polymycin - B...

- V6i nhiém khudn tai - miii - hong, c6 thé dung cac khang sinh phun tai chd
(aerosol) hoac cac thudc sat khuan & dang suc miéng, dang vién ngadm hodc céac loai
dung dich khang sinh dé nho truc tiép vao tai, mili. ..

Vi du:

- Amphotericin, vién 10mg dang ngadm dé diéu trj viém miéng do nam candida.

- Dactarin (miconazol) dang gel nho vao chd loét & miéng do nim.

- Betadin 1% pha lodng gip d6i vdi nude dé stic miéng.

- Dung dich chlorhexidin 0,1%, neomycin 0,5% dé sat khuan tai chd.

Chuy:

- Céac khang sinh nhd tai thuong c6 doc tinh cao, do do trudc khi nho phai kham
tai k¥ vi néu thung mang nhi thi c¢6 thé gay diéc.

- Khong nén ngém cac dang vién nén dung cho duong ubng vi ta duoc khong
thich hop dé dan thudc sau xudng cac 16p niém mac dudi; hon nita mot s6 khang sinh
kich tmg manh c6 kha niing giy loét tai chd.

- V6i nhiém khuan am dao, ngoai viéc sir dung cac khang sinh toan than, dang
dit tai chd ¢ vai tro rat quan trong vi v&i nhitng nhiém khuan nhe c6 thé chi can dung
cac dang nay 1a du. Trong truong hop nay ciing phai sir dung cac dang bao ché dung
dé dat hodc bom, nho... khong nén tuy tién dua vao &m dao cac dang thudc khong san
xuat vi muc dich nay kém hiéu qua va dé giy loét.

- V6i nhiém khudn mat, nén tan dung khang sinh nho hoic tra mat, boi vao mi
mrat (chu:a viém mi mat) va cling chi dugc phép dung cac san xuat vi muc dich nay.
Ciing c6 thé dua vao mét qua duo’ng tiém dudi két mac (subconjonctival) nhung phai
thuc hién tai bénh vién vdi sy gitp do cua nhan vién y té.
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1.2.3. Lwa chon khang sinh theo co dia bénh nhéin

Nhitng kkhac iét vé sinh 1y ¢ tré nho, ngudi cao tudi hodc ¢ phu nwr ¢6 thai..
déu c6 anh hudng dén dugc dong hoc cta khang sinh. Nhing thay doi bénh ly nhu
suy giam mién dich, bénh gan, than ndng lam giam ro rét chuyen hoa va bai xuat thudc
gdy ting mot cach bat thuong ndong do khang sinh c6 thé dan tdi ngd doc va ting tic
dung phu.

Céc trang thai bénh 1y khac nhu bénh nhan bi bénh nhuoc co, thiéu men G6Pd...
déu c6 thé 1am ning thém cac tai bién va tac dung phu cta thudc. Néu bénh nhan 1a
phu nit c6 thai hoac dang cho con bu thi hau qua cua cac tdc dung phu c6 thé anh
hudng ca dén thai nhi hoic dta con.

Khang sinh 12 mot trong nhitng nhém thude ¢é nguy co di ing rat cao, do dé cac
bénh nhan cé co dia di tng 13 nhitng ngudi can dic biét luu ¥.

Vinhig ly do vira néu, viéc lya chon khang sinh theo ca thé nguoi bénh ciing 1a
mot van dé quan trong cta nguyén tac st dung khang sinh.Sau day ching t61 s€ trinh
bay Ve st dung khang sinh cho mot s6 ddi tuong dac biét.

Khang sinh vdi tré em

Cac khang sinh phai chéng chi dinh véi tré em khong nhiéu nhung hau hét déu
phai hiéu chinh lai liéu theo Itra tudi.

Nhom khang sinh can luu y nhat khi sir dung cho tré em dé non va tré so sinh la
aminosid (gentamicin, amikacin), glycopeptid (vancomycin), polypeptid (colistin) vi
day 1a nhimg khang sinh c6 kha ning phan bd nhiéu trong nudc nén khuyéch tan rat
rong & cac lira tudi nay.

Bang 8.4. Trinh bay vé chi dinh va chéng chi dinh ctia mét sé khang sinh thong
dung cho nhi khoa.

Khdng sinh véi nguwoi cao tudi

N6i chung, viéc sir dung khang sinh cho ngudi cao tudi khong khac nhiéu véi dbi
tuong binh thudng, trir mot s6 diém can luu ¥ sau:

- Do su suy giam churc nang gan, thdn nén su chuyen hoa va bai xuat thube déu
yéu hon binh thuong, do do can phai hiu chinh lai lidu cua nhitng khang sinh bi
chuyén hoa nhiéu qua gan hodc bai xuit chil yéu qua than ¢ dang con hoat tinh.

- Do ty 1¢ di tmg véi khang sinh cao hon binh thuong (ngudi trén 65 tudi co ty 16
di tng v6i khang sinh nhom beta- lactamin t&i 20%) do d6 can hét sirc than trong khi
st dung khang sinh, nhit 1a dung qua dudng tiém.

- Do bi nhiém bénh nén thudng phai ding cing mot luc nhiéu thude, do d6 kha
ning gip tuong tac thudc cao hon binh thudng, vi viy phai than trong dé tranh cac
tuong tac gay tang ddc tinh hodc tac dung phu.

Bing 8.4. Str dung khdng sinh cho tré em ¢ cdc liva tuji

Khang sinh Tré dénon | So sinh 1thang-3 | Trén 3 tudi
tudi

Aminosid + + + +
Beta-lactamin + + + +
Oxacilin va dan chat 0 0 + +
Colistin + + + +
Co-trimoxazol 0 0 0 cho > 8 tudi
Cyclin 0 0 + +
Lincosamid 0 0 + +
Macrolid + + +
Phenicol 0 - - cho > 15 tudi
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Quinolon 0 0 0 +
Rifampicin + + + +
INH + + + +
Vancomycin + + +

Ghi cht: + dugce dung 0: khong duogc dung

Vi du:

Furosemid dung dong thdi voi cac khang sinh nhém aminosid sé ting nguy co
gdy suy than hoic diéc.

- Cac khang sinh nhom macrolid lam ting ndong d6 ciia nifedipin trong mau, dan
dén nguy co qua lidu thude chong ting huyét ap.

Khang sinh voi phu nir co thai

N6i chung khong cé chdng chi dinh tuyét d6i v6i phu nit c6 thai. Trong trudng
hop nhiém khuan niang de doa dén tinh mang thi viéc can nhic ludn uu tién cho ngudi
me. Vi du: Trong diéu tri lao, rifampicin van co thé st dung v&i su gidm sat chat ché
chirc ning gan khi can thiét.

Tuy nhién, cac khang sinh c6 doc tinh cao nhung cé thé dé dang thay thé bang
khang sinh khac thi nén tranh tuyét ddi; thi du cloramphenicol, tetracyclin,
cotrimoxazol...

Khang sinh voi bénh nhan suy than

Nhimng khang sinh c6 doc tinh cao v&i than 1a nhimg khéng sinh chua bi chuyén
hoa khi qua gan hoic chi bi chuyén héa véi ty 18 nho.

Kha ning giy doc voi than cua mot sé khang sinh duoc trinh bay & bang 8.5.
Bang 8.5. sir dung khang sinh ¢ phu nit co thai

Khéang sinh 3 thang dau 3 thang giira 3 thang cudi
Aminosid 0 0 0
Penicilin G + + +
Pen.M + + 0
Pen.A + + +
Cephalosporin + + +
Co-trimoxazol 0 0 0
Cyclin 0 0 0
Phenicol 0 0 0
Lincosamid 0 0 0
Macrolid + + +
Quinolon 0 0 0
Vancomycin + + +
Rifampicin 0 0 0
Ethambutol + + +
Isoniazid + + +
Pyrazinamid 0 0 0
Colistin + + +

Ghi chu: (0) khong duoc dung (+)duoc dung

(Theo Mouton Y.1994)
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Bing 8.6. Mirc dp djc véi than ciia mét sé khdng sinh

Khang sinh Mikc d§ doc véi thin
Aminosid ++
Betac-lactamin 0
Cyclin thé hé 1 +
Cyclin thé hé 2 0
Phenicol 0
Sulfamid ¥
Colistin +
Acid fusidic 0
Fosfomycin 0
Vancomycin ++
5-nitro imidazol 0
Cephaloridin* ++

Ghi chu: (0) khong gap hodc chua c6 bao céo

(+) Boc (++) rat doc

(*) chét nay hi¢én nay da rat khoi thi truong vi doc tinh qua cao trén than, dic bi¢t
khi phéi hop vé6i cac aminosid.

bé giam doc tinh ctua khang sinh voi truong hop bénh nhan suy than, nén chon
cac khang sinh chuyén hoéa chu yéu qua gan; néu khong thyc hién duoc ma phai st
dung khang sinh doc v6i than thi phai hiéu chinh lai lidu khang sinh

Mot diéu can luu y ntra khi cho bénh nhén suy than dung khang sinh c6 natri
trong thanh phan thi can tinh luong ion natri c6 trong ché phim dé han ché luong natri
dua vao hang ngay.

Vi du: Trong 1.000.000 UI benzylpenicilin Na c¢é chira 48mg natri ~ 2,1 mEq
Na*, can phai tinh dén lwong Na* nay dé giam luong dua vao hang ngay.

Khdng sinh voi bénh nhén suy giam chirc nang gan
Nhiing khang sinh chuyén hoa qua gan > 70% la nhiing khang sinh c6 doc tinh

cao vOi co quan

nay (bang 8.7).

Bing 8.7. Nhitng khdng sinh bi chuyén héa 6 gan > 70%

Fusidic acid Clindamycin Rifampicin
Amphotericin Pefloxacin Synergistin
Griseufulvin Acid nalidixic Clortetracyclin
Ketoconazol Acid oxolanic Metronidazol

Cloramphenicol

Rosoxacin

Bing 8.8. Nhitng khdng sinh it bi chuyén héa é gan

Céac aminosid Cac cephalosporin, trir:
Caéc tetracyclin Cephalothin, cefotaxim
Cac penicilin Mot s6 quinolon:
Thiamphenicol Acid pipemidic
Fosfomycin Ofloxacin

Vancomycin Norfloxacin
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Gan 14 co quan chuyén héa thudc quan trong nhat cia co thé. Sy suy giam chtc
ning gan kéo theo nhimng thay doi cac  thong s6 duoc dong hoc cua khang sinh nhu:

- Tang sinh kha dung ctia mot sé khang sinh dung theo dudng uéng dan dén ting
noéng d6 khang sinh trong mau. Diéu nay thé hién rd ¢ nhiing khang sinh chiu anh
huong manh cia vong tudn hoan dau (Ist - pass) nhu cac penicilin nhém A, céc
fluoroquinolon, ketoconazol... va cac khang sinh bi chuyén héa qua gan manh (>
70%) (Bang 8.7).

- K¢o dai thoi gian ban thai (t12) cua thudc: Toc dd chuyén hoa thude & gan giam
do hé enzym chuyen hoa thude 0 gan bi t6n thuong; dong thoi do chirc nang gan giam
nén qué trinh san xudt va bai tiét mat ciing bj cham lai dan t6i thoi gian tuan hoan cta
dang thudc con hoat tinh trong mau kéo dai hon binh thudng. Hau qua cta qué trinh
nay lam cho thoi gian tac dung ctiia khang sinh kéo dai hon va ddc tinh ciing tdng theo.
Trong truong hop nay dé dam bao an toan cho diéu tri, nén thay bang cac khang sinh
cung nhém nhung it chiu anh hudng cua sy thay d6i chirc ning gan tirc 13 cac chat it bi
chuyén hoa ¢ gan (bang 8.8).

Vi du:

Trong sb cac fluoroquinolon thi pefloxacin bi chuyén hoa manh khi qua gan con
ofloxacin lai chi b1 chuyén hoa khoang 5-10%; & bénh nhan xo gan, ti2 cia pefloxacin
tang hon binh thudng 3-5 1an trong khi d6 chi sé nay khong thay ddi ¢ ofloxacin.

Trong truong hop khong ¢ khang sinh cung nhom dap tmg diéu kién nay thic co
thé chon mot khang sinh c6 phd tuong duong nhung it bi chuyén héa khi qua gan
(bang 8.8).

Khang sinh véi ngwoi co co dia di ieng

Dj ung voi khang sinh rat da dang. Bang 8.9 trinh bay mét s6 biéu hién di ung
thuong gap véi khang sinh.

Bing 8.9. Mt sé biéu hién di irng vdi khdng sinh

Biéu hién 1 2 |3 4 |5 6 7 |18/ 9]10 |11
S6c qua man H+ |+ |+ | 4+ + + +
Ban do, phu Quinck | +++ | + | + | + | + + + |+ | +
Man cidm véi anh +++ + +H+ |+
sang
Di ung, mién dich TB | +++ | +++ +++ | +++ + +
Sot TR i e T + +
Bénh than + + +
Ghi chu: + it gap +++ thuong gap
1. Céc penicilin 4. Cyclin 7. Rifampicin 10. Quinolon
2. Céac cephalosporin 5. Macrolid 8. Lincosamid 11. Sulfamid
3. Aminosid 6.Phenicol 9. Vancomycin

Dj tmg thuc sy v6i khang sinh rat it. ba phén di ing lién quan dén d6 tinh khiét
cua khang sinh, vi vay cac khang sinh c6 ngudn goc tong hop va ban tong hop it gap di
mg hon céc san pham chiét xuét tr moi truong nudi cay vi sinh vat.

C6 nhiéu kha nang gip di ung chéo giita cic nhém khang sinh c6 cau trac hoa
hoc twong tu. Vi du: ty 1& di tng chéo giua penicilin va cephalosporin tir 5 dén 15%;
do d6 néu da gip di mg v6i mot khang sinh nao d6 thi t6t nhat nén thay bang mot
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khang sinh khac ho, con néu van phai dung thi phai c6 bién phap giam sat chit ché dé
xur 1y tai bién kip thoi néu xay ra.
1.3. Phéi hop khang sinh phai hop ly
Muc dich phéi hop khang sinh 1a:
1.3.1. Téiing tdc dung lén cdc chiing dé khdng sinh

Tuh nay duogc st dung cho diéu tri nhiém khuin mic phai & bénh vién hoac
nhimg trudng hop bénh di chuyén thanh man tinh do diéu tri nhiéu lan khong khoi.

Vi du:

- Phéi hop oxaciliin véi gentamicin trong diéu tri S. aureus dd giam nhay cam
gentamicin.

- Phéi hop Pen.A véi cac chat tc ché men beta-lactamse (acid clavulanic,
sulbactam, tazobactam...) dé khoi phuc lai phd cta cac khang sinh 1én cac chung vi
khudn dé khang tiét beta - lactamase.

1.3.2. Gidm kha néng khdng thudc hodc tranh tao nhitng chiing vi khudn dé khing

Phéi hop khang sinh v&i muc dich nay thudng duoc ap dung khi diéu tri cac
nhiém khuén kéo dai.

Vi du:

Phéi hop khang sinh trong diéu tri lao, viém mang trong tim, viém xuong. ..

1.3.3. Néi rong phé tic dung ciia khdng sinh

- N61 rong 1én vi khudn ky khi: da sb cac khang sinh théng dung khong cé tac
dung hoic tac dung yéu 1én cac vi khuan ky khi, dac biét la cac chung ky khi G (-) nhu
B.fragilis, do d6 viéc phdi hop khang sinh chu yéu dé diét vi khuan metronidazol vi
cac khang sinh khac trong cac nhidm khuin ving bung, ving chau vi metronidazol 1a
thude diét vi khuan ky khi manh thudc nhém 5 nitro-imidazol.

- Ngoai muyc dich trén, viéc noi rong phd thuong khong can thiét vi:

+ D3 ¢ nhiéu loai khang sinh phé rong va cac dang ché pham ph01 hop sin

+ Néu tu ¥y phdi hop c6 thé gip nhitng trong tac bét loi do khong nam vitng co ché tac
dung. Vi du: Phdi hop erythromycin voi lincomycin, erythromycin voi cloramphenicol hodc
streptomycin véi tetracyclin déu dan téi giam tac dung khang khuan.

+ Khi phdi hop cac khang sinh tiém, xu huéng chung hay trén 1an thube trong
cung mot bom tiém, dé dan téi twong ky. Vi du: Tron 1an Penicilin G hodc ampicilin
v6i gentamicin; tron 13n lincomycin véi gentamicin déu gy tuong ky.

1.3.4. Nhitng truwong hop phoi hop can trdnh

Phoi hop can tranh dugc coi 1a chéng chi dinh. Trong trudng hop bat budc phai

phéi hop thi phai ¢ cac bién phéap theo ddi chit ché dé xu 1y tai bién kip thoi
Bing 8.10. Nhitng twong tdc bit lgi khi phéi hop khéing sinh

Khang sinh (A) Thudc Phdi hop (B) HAu qua
Amphotericin B Tang doc tinh trén than
Cephalothin "
Cephaloridin "
Cyclosporin "
Vancomycin "

Aminosid Thudc chéng dong mau Tang thoi gian prothrombin

](;:S}rl:r & thuoc mém co Ngat hodc liét ho hép
Cac NSAID Tang ddc tinh trén than
Furosemid, etacrinic acid Tang doc tinh trén tai
Céc aminosid khac Tang ddc tinh trén tai va than
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Cephaloridin Furosemid Tang ddc tinh trén than

Cac penicilin Céc chét chen beta Tang nguy co choang phan vé
Pen.A Allopurinol Tang ty 1¢ di Gtng da
Macrolid Ergotamin va dan chét Hoai tu ghi . .
(Trir spirampycin) Astemlsol, terfe_nadln L(_>an nhip that, xoan dinh
Thuoc tranh thai Viém gan, &t mat
Theophylin Co giat, ngat (qua liéu B)
2\1}120 chong dong mau | .o an (qué Tidu B)
Erythromycin Thudc chéng dong kinh Co giat (qua liéu B)
Lactobionat (1.V) | Thudc chéng loan nhip Loan nhip — tir vong
Mudi, sat, Vitamin B12
Cloramphenicol Paracetamol
Sulfonamid
Lincosamid Thudc mé_m co cura Dé ngat hoac li¢t ho hép
Theophylin Ngat, co giat (T B_
Fluoroguinolon: | . B lam tang nc‘;mg do A
(trr ofloxacin va heophvlin A lam tdng nong d6 B
cac chat it chuyén Theop Y A lam tdng nong do B
Warfarin

hoa qua gan)

Retinoid (tdc dung toan

Tetracyclin Nguy co tdng ap luc so ndo

e than) 5 X A
Doxyciclin Digoxin Tang nong dJ digoxin
Cac chat chen beta ’ A lam gidm tac dung cua B
Rifampicin Thuoc tranh thai dang uong | A lam giam tac dung ctia B
Warfarin A lam giam tac dung ctia B
Khang sinh  noi I,f/ll;“) loai da hoa tri (Al |54 oidm hép thu A

chung Glucocorticoid B6i nhiém nam khi dung kéo dai

1.4. Phai sir dung khang sinh dung thoi gian quy dinh

Khéng c6 quy dinh cu thé vé do dai cua dot diéu tri voi moi loai nhiém khuan
nhung nguyén tic chung la:

Sur dung khang sinh dén khi hét vi khuén trong co thé +2-3 ngdy & ngudi binh
thuong va +5-7 ngay ¢ bénh nhan suy giam mién dich.

Thuec té it khi co diéu kién cdy vi khuan sau khi diéu tri, do d6 coi la hét vi khuan
khi bénh nhan giam sét, trang thai co thé cai thién: an ngu tt hon, tinh tdo...

Vi nhiém khuan nhe, dot diéu tri thuong kéo dai khoang 7 dén 10 ngay, nhung
v6i nhiém khuan ning, nhiém khuan & nhing t6 chirc ma khang sinh khé thim nhap
(mang tim, mang néo, xuong...) thi dot diéu tri kéo dai hon; riéng voi bénh lao, phac
d6 ngan ngay ciing phai kéo dai to1 8 thang.

Ngay nay, v6i su xuat hién nhiéu khang sinh hodc cac dang ché pham co thoi
gian ban thai kéo dai da cho phép giam duoc dang ké s6 1an dung thudc trong dot diéu
tri, lam dé dang hon cho viéc tudn thu diéu tri ciia bénh nhén.

Vi du:

- Dung doxycyclin trong diéu tri nhiém khuén duong ho hap do Rickettsia,
Mycoplasma va cac vi khuan noi bao khac chi can mot dot didu tri kéo dai 3 ngay
trong khi néu dung céc tetracyclin c¢6 dién phai mat it nhat 7 - 10 ngay.
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- Dung ceftriaxon dé diéu tri bénh thuong han, liéu 1-2g/1an, dot 5 ngay thay cho
dung cloramphenicol 30-50mg/kg mdi ngay, kéo dai 14 ngay.

Diéu tri "chép nhodng"

Pé diéu tri mot sd dang nhiém khuan tiét niéu, sinh duc chua co bién ching
nhung viém bang quang, ni¢u dao, 1au... co thé st dung cac khang sinh thai manh qua
nuée tiéu & dang con hoat tinh nhu pefloxacin, spectinomycin (trobicin) mot lidu duy
nhét 13 da lam sach 6 nhiém khuan.

Can phan biét "diéu tri chép nhoang" (traitements - minute) v6i kiéu diéu tri mot
lidu duy nhét (administations - minute) loai thir nhat chi can st dung khang sinh c6
thoi gian tac dung ngan nhung cé hoat tinh cao khi thai trir qua dudng tiét niéu, con
loai thtr hai dung cac khang sinh c6 thoi gian ban thai dai, c6 kha nang tap trung voi
nong do cao tai noi nhlem khuén. Truong hop thir 2 thuce chat tuy thudc chi diung mot
lidu duy nhat nhung ndng do thude gitr dugc rat lau trong co thé, c6 khi t6i vai ngay
hodc nhiéu tuan 18.

Vi Du:

- Piéu tri "chép nhoang": diéu tri 1au voi 1 lidu duy nhit 2g spectinomycin
(trobicin).

- Piéu tri mot liéu duy nhat: dung benzathin - Pen.G (penicilin "cham), 1 miii
duy nhét 1.200.000 UI trong dot thip khép cap dé ngin ngira viém mang trong tim.

2. NHUNG NGUYEN TAC SU DUNG KHANG SINH DU PHONG NHIEM
KHUAN TRONG PHAU THUAT

Sir dung khang sinh trong truong hop nay nhim ngin chin qua trinh nhiém
khudn c6 thé xdy ra cho ngudi bénh sau phau thuit. Trong diéu kién cua nudc ta hién
nay, viéc str dung khang sinh dy phong, khi phau thuat 1a bét bude vi diéu kién vé sinh
mdi trudng kém, kha ning vo tring cua phong md va tiét trung dung cu, bong, _gac, ao
quan... khong phai lic nao ciing bao dam; vi ly do d6 ngay ca voi cac loai phau thuat
duogc x€p vao loai ' phau thuat sach" nhu phau thuat tim, phau thuat than kinh, phau
thuat chinh hinh, md dé qua dudng bung... thi nguy co nhidm khuin van rit cao va
khong dung, lya chon khang sinh khéng thich hop nén cac thay thudc st dung khang
sinh hién nay theo phac do dleu tri chir khong phai dy phong:

- Pua khang sinh sau md, khi qu4 trinh nhiém khuan da xdy ra

- Chua coi trong viéc lya chon khang sinh theo loai phau thuat nén hau qua that
thuong.

- Dung khang sinh kéo dai theo nguyén tac diéu tri (7-10 ngay).

Vi nhiing 1y do trén, phan hudng dan sir dung khang sinh dy phong nhiém khuan
sau phau thuat 1a mot phan khong thé thiéu duoc trong cic nguyén tic sir dung khang
sinh hop 1y, gop phan nang cao hiéu qua diéu tri va giam chi phi khong can thiét vé
khang sinh trong cac bénh vién hién nay.

C6 3 nguyén tac can nam viing khi sir dung khang sinh du phong nhiém khuin
trong phau thuat:

(1) Thoi diém dua thudc phai diing

- Nhét thiét phai dua khang sinh truéc luc rach dao nhung khong tiém sém hon 2
gio so voi thoi diém do.

(2). Chon khang sinh phai diing

- Nén chon loai phé da rong, cé tac dung duoc 1én hau hét tdc nhan gay bénh hay
gip nhat trong loai phau thuat dé.

- Thoi gian ban thai khong qua ngan dé co thé giam duoc s lan dua thude.

- Phai thdm 6t vao to chirc can phau thuat.
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(3). Bo dai cua dot diéu tri phai ding

- Khong kéo dai qua 24 gid sau mo

- Trong da s truong hop, chi can 1 dén 2 licu 1a du
2.1. Thoi diém dwa thudc phai ding

Thoi diém dua thude lién quan chit ché dén duong dua thude: co thé dua thude theo
duong tiém bép, tiém tinh mach, dat tryc trang hodc uéng nhung duong tinh mach dugc
khuyén khich hon ca. Tuy nhién du chwa bang duong nao ciing "Nhat thiét phai dua
khang sinh trude lac rach dao nhung khong tiém sém hon 2 gid so v6i thoi diém mo".

Pé dat dugc diéu nay, thoi diém dua thude tuy thude duong dung.
2.1.1. Tiém tinh mach

T6t nhat 1a dua thude sau khai mé, dic biét trong phﬁu thuat tim - mach; tuy
nhién cling ¢ thé dua trudc thoi diém mo khoang 1/2 gid dén 1 gio néu 1a loai khang
sinh phai truyén tinh mach quang ngin (metronidazol, aminozid...).
2.1.2. Tiém bip

Dé thuc hién, tuong ddi an toan nhung c6 nhugc diém 13 muc thudc trong mau
sau khi tiém bap thuong chi bang 1/3 dén 1/2 so voi tiém tinh mach va thoi diém thude
c6 tac dung chdm hon (bang 8.11). Néu dua bang dudng nay, nén tiém trudc khi phiu
thuat tir 1/2 gio dén 1 gio.

Bing 8.11. Sw giao dpng néong dé cefazolin trong huyét thanh theo dwong dwa

thuoc.
C (ng/ml) 5min 15min | 30min 1h 2h 4h
Tiém bap (1g) - - 60,1 63,8 54,3 29,3
Tiém tinh mach (1g) 188,4 135,8 106,8 73,7 45,6 16,5

Chu ¥: Vé6i phau thuat mé dé, khang sinh chi nén tiém sau khi d3 cip day rén.
2.1.3. Duong truc trang

C6 thé str dung dit truc trang metronidazol cho cac phiu thuat ving chdy va
vung bung (dai trang, tryc trang, tir cung...) Trong diéu kién nudc ta, dang thude dan
(suppsitorium) khong phé bién, lai bao quan kho nén duong nay it sir dung.

Néu dat tryc trang thoi diém dat thude phai trude lic md 2 gio.

2.1.4. Puwong uong

Chi nén dung khang sinh duong ubng trong cac trudng hop md phién dé sat
khuan rudt chuan bi cho phiu thuat duong tiéu hoa. Khang sinh duoc udng vao ngay
hoém trude. Trong trudng hop ndy, nén chon cac khang sinh it hip thu nhu neomycin.
Chi nén coi liéu phap khang sinh nay 13 hd trg va van nén dung khang sinh tiém ngay
trude khi mé dé bao dam nong do khang sinh trong mau cao nhét ltic rach dao.

Céc khang sinh nhom fluoroquinolon ¢6 sinh kha dung tét (F < 80%) c6 thé thich
hop cho viéc thay thé khang sinh tiém trong phiu thuat tiét niéu nhung cho dén thoi
diém hién nay van chua c6 ¥ kién thong nhat vé van dé nay vi cac nha diéu tri lo ngai
kha nang dung lan tran c6 thé din dén nguy co khang thudc.

Toém lai: Pua khang sinh trude khi mé 13 bat budce

Du chon dudng dwa thudc nao thi nguyén tac chung van la bao dam khang sinh
co nong d6 cao nhat luc rach dao. Néu lam duoc nhu vay, hiéu qua khang sinh s& phat
huy t6i da vao liic kha nang thdm nhép vao co thé ctia vi khuan cao nhat, ngan chan
kip thoi khong cho vi khuan kip dén nhimg t6 chirc xa vét mo (ty 1¢ nhiém khuan céac
ving xa vét mo cao gap 4 - 5 1an tai vét mo, hay gip nhét 1a nhiém khuan than, phoi).
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Nén nhé rang, néu dwa khang sinh cham hon 3 gio sau khi mé thi hiéu qua du
phong khong con nita, luc nay viéc st dung khang sinh phai theo nguyén tac diéu tri
nghia 1a phai dung liéu cao, kéo dai, gay ton kém va hai cho strc khoe bénh nhan.

chdy:

- Khéng dugc do khang sinh tryc tiép vao vét mo; lam nhu vay ¢0 thé gy loét do

tac dung kich tng cta thudc va lam cham qua trinh 1én seo cta Vet mop.
- Uu tién dung khang sinh tai chd chi trong phiu thuit mat vi khang sinh toan
than rat it thim qua dich nhén cau. Trong trudng hop nay, phai sir dung cac dang bao

ché danh dé nho mat.

2.2. Chon khang sinh phai dung
- Nén chon loai phé du rong, co tdc dung duoc lén hau hét tdc nhan gay bénh hay
gip nhit trong loai phau thuat do.
- Thoi gian ban thai khong qua ngan dé co thé giam duoc s6 1an dua thudc.
- Phai thdm t6t vao to chirc can phau thuat.
2.2.1. Vé tic dung ciia khdng sinh
M&i loai phau thudt c6 mot hinh anh vi khuan khac nhau. Nén chon loai phd du
rong, co tac dung duoc 1én hau hét tac nhan gy bénh hay gip nhét trong loai phiu

thuat do (bang 8.12).

Bing 8.12. Mét s6 vi du dé lwa chon khdng sinh dw phong nhiém khudn trong phiu

thudt

Loai phiu thujt

Vi khuén c6 thé gip

Khang sinh c6 thé chon
(Li€u 1 lan)

Tai -miii - hong

S.aureus, S.epidermidis
Ky khi & miéng

+ C1G hoac C2G 1g

Tim - mach S. aureus, S.epidermidis + C1G hodc C2G 1g hoac:
E.coli va truc khudn rudt + Vancomycin 1g
G (-)khac, Corynebacterium

Chinh hinh S.aureus + C1G, C2G 1g hoac:
S.epidermidis + Vancomycin 1g

Tui mat, 6ng mat - S.aureus, E.coli va tryc khuan | + C1G hoac C2G 1g

rudt G (-)khac, Cau khuan rudt,
Clostridia.
- Ky khi (néu c6 tac mat)

Dai trang - Truc trang

E.coli va tryc khuan rudt G(-)
khac

Cau khuan ruét

Ky khi, dac biét 1a B.fragilis

+ Ubng vao ngdy hom
trudce:

Neomycin +
erythromycin*

+ Tiém truéc khi phau
thuat

Cefoxitin (1g) hodc
cefotetan 1g hodc phdi
hop.
C1G 1g + metronidazol
0,59

Ruét thira chua v& E.coli va truc khuan rudt + Metronidazol 500mg

G(-) ky khi, cau khuan rudt hodc:

+ Cefoxitin (1-29)
Mot lidu duy nhat
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San -phu khoa E.coli va truc khuan G (-) khac + C1G hodac C2G 1g hodc:
cau khuan rudt, ky khi, lién cau | Metronidazol 500mg
nhom B.

Ghi cha:

-C1G, C2G, C3G: Ky hi¢u cua cephalosporin thé hé 1,2,3

(*) Trong phiu thuat dai trang -tryc trang, néu duy kién mo vao lac 8 gio sang thi
chiéu ngay hom trudc, sau khi rua rudt, khang sinh s& dugc ubng vao luc 1 gio, 2 gio
va 11 gio dém, mdi loai trong bang udng 1 gam.

Ttir bang 8.12 chiing ta nhan thay:

- Uu tién trong du phong phau thuat 1a cac cephalosporin thé hé mot hodc hai
(C1G, C2G). Cac cephalosporin thudng dung nhit 13 cefazolin, cefotetan, cefoxitin.
Hai chat sau tac dong tot voi vi khuan ky khi.

- Khong thiy khuyén co dung cephalosporin thé hé ba (C3G), ly do la:

+ Tac nhan gay bénh phé bién trong moi loai phﬁu thuat 13 tu cau (S. aureus)
va/hoidc E,coli. V&i cac loai vi khuan nay, chi cdn C1G hoic C2G 1a du. C3G c6 phd
rat rong trén vi khuan G(-), khong chi 1én E.coli ma con nhiéu vi khuan G(-)khac nhu
Klebsiella, Proteus indo (+) do d6 khong can thiét.

+ Cephalosporin thé hé ba 1a nhém khang sinh quy dugc ding nhiéu cho nhiém
khuan mic phai & bénh vién, néu st dung cho du phong s& dé tao kha ning khang va
lam mat di "mét vii khi quy bau" cho diéu tri khi méac phai cdc nhiém khuan de doa
tinh mang (nhidm khuan huyét, viém mang nio).

- Khi bénh nhan c6 di irng vé1 khang sinh betalactamin thi khang sinh dugc thay
thé 1a cip gentamicin 1,5mg/kg + clindamycin 600mg. Nhu vay cap phbi ‘hop nay chi
1a lya chon hang 2, khong phai 13 Iyra chon wu tién. Trong bang 14y vi du vé gentamicin
nhung trong nhiing truong hop khac co the dung mét trong nhitng khang sinh khac
thudc nhom aminozid tuy tinh hinh thyc té vé do khang khuan thubc va khang sinh ¢6
san tai co sd. O nuéc ta hay dung lincomycin nhung khang sinh nay yéu hon
clindamycin, dic biét trén vi khuan ky khi, do d6 nén dung clindamycin nhu phac d6 ¢
nhiéu nu6e khuyén céo.

Cac khang sinh trong bang chi 1a nhiing vi du thudng quy. Tuy ting loai phau
thuat, danh muc lga chon khang sinh phong pha hon nhiéu, dic biét con phai can nhéc
dén cac nguy co nhiém khuén cu thé cho timg trudng hop, vi du néu nguy co nhiém ky
khi cao thi b sung metronidazol, nguy co nhiém tryc khuan ma xanh (P. acruginosa)
thi phai thém cac khang sinh ddc hiéu voi vi khuan nay nhu nhém fluoroquinolon,
ceftazidim... V& lya chon khang sinh cho phau thuat c6 thé tham khao cac bai giang
cho mdi chuyén nganh ngoai khoa vé linh vuc nay.

2.2.2. Vé dp dai tic dung ciia khdng sinh

Nén chon loai c6 thoi gian ban thai (ty2) khong qua ngan c6 thé giam duoc s6 1an
dua thubc. Tiéu chuan nay rat quan trong voi cac loai phiu thuat kéo dai.

Vi du:

Trong cac loai cephalosporin thé hé 1 (C1G) thi cefazolin c6 ti2 dai hon hin
cephalothin, do d6 khoang cach dua thudc c6 thé gir 8-12 gio/l1an, tham chi véi cac loai
phau thuat ngan va kha ning nhiém khong cao thi chi can dua mot lidu duy nhat. Néu
dung cephalothin thi phai lap lai sau 6 gio/lan.

Ciing vi ly do nay nén penicilin G hoac ampicilin it dugc dung cho muc dich dy
phong phiu thuat vi thoi gian ban thai qua ngan (< 1 gio).
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2.2.3. Vé kha ning khuyéch tdn vao 10 chirc cdn ph(;u thudt

Khang sinh pha1 tham tot vao t6 chtrc can phau thuat. Dic tinh nay rat quan trong
khi tién hanh phau thuat tai cac to chirc ma khang sinh kho thdm nhu tuyén tién liét,
xuong, mat. .

Vi du:

- Phau thuat tuyén tién liét khong nén chon khéng sinh nhém aminosid ma nén
chon nhom fluroquinolon, macrolid hoac co-trimoxazol.

- Phau thuat xuong - khép hodc lép bo phan gia (chan, tay, khdp...) thi nén chon
C1G, C2G, lincosamid, fluoroquinolon...

- Trong phiu thuat mat, kha nang khuyéch tan cua khang sinh vao dich nhan cau
rat kho khan, do d6 viée dung cac loai khang sinh nho tai chd hodc tiém canh nhin cau
s& cho hiéu qua chic chin hon.

2.3. Do dai ciia dot diéu tri phai diing

- Khong kéo dai qua 24 gid sau mé

- Trong da 5O  truong hop, chi can 1 dén 2 liéu 1a du

Vé nguyén tic, chi str dung khang sinh dén khi hét nguy co tham nhap cua vi
khuan gay bénh. Vi lidu dau tién duoc dung luc khdi mé nén sau khi md xong chi can
dung tiép 1-2 liu nita 13 du. Khong nén dung khang sinh kéo dai sau md vi s& lam
bénh nhan mét moi, kém an, do d6 lau phuc hdi va con gay tdn kém v& tai chinh.

Sb 1an dung thude tuy thudc vao loai phéu thuat, do dai cua cudc mo, ti cla
khéng sinh chon.

- Loai phau thuat:

Céc loai phau thuat thong thuong chi can dung khong qua 24 gio sau md. Riéng ph?lu
thuat tim mach tuy la phau thuat sach nhung néu bi nhiém khuan thi s& gdy hau qua rat
nghiém trong, do do nhleu y kién cho ring nén dung cho t1 khi rat bo hét cac dng thong hoac
kéo dai to1 48 gid sau md (vin de nay con nhiéu quan diém khac nhau). Cac loai phau thust
chi tién hanh trong thoi gian ngin nhu mo dinh san nam - nir, md dé, cit rudt thira chua bién
chiing, cit budu tuyen giap... chi can dung 1 liéu duy nhét.

Can luu ¥ rang viée quyet dinh dung khang sinh kéo dai bao 1au phu thudc nhiéu
vao tay nghé cua bac si phau thuit, vao thuc trang ctia ving phau thuit (d nhiém
khudn chwa?) vao thé trang ciia bénh nhan (gia yéu, suy giam mién dich?).

- Do dai cta cudc mo:

Quy dinh trén chi dé du phong cho cac cudc mé ngin (dudi 2 gid). Néu cude md
kéo dai trén 2 gio thi ngay trong khi m6 di phai dung thém khang sinh va d6 dai cho
du phong bang khang sinh khong phai 1a 24 gio nita ma thuong phai kéo dai nhu mot
liu trinh diéu tri.

- T12 cua khang sinh chon:

Néu c6 duoc nhiing khang sinh c6 ti dai thi s6 lan dua thudc s& giam bot va
diéu nay sé& rat co ich néu dé 1a nhimg cudc mod kéo dai trén 2 gid. Tuy nhién viéc
truyen khang sinh lai khong dugc khuyén khich vi nong d6 dat dugc thip va viéc
truyen s& gy tré ngai cho cudc mo.

3. KET LUAN

Thudc khang sinh va khang khudn 1 mét trong nhitng nhoém thube duogc sir dung
nhiéu nhat trong diéu tri va du phong tai bénh vién. Viéc st dung hop ly nhom thudc
nay khong nhiing gop ph(:in vao viéc nang cao chat luong diéu tri ma con lam giam
dugc dang ke chi phi cho diéu tri. Tuy nhién, can nhé rang khang sinh chi 1a mot trong
nhiéu yéu t6 gop phan lam giam ty 1¢ nhiém khuan chir khong phai 1a bién phap duy
nhat. Cac bién phéap nang cao chat lugng vé sinh bénh vién, ti¢t trung dung cy va bong
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bang, quan 4o, v€ sinh ca nhin cua bénh nhan va dic biét 1a trinh do chuyén mon cua
béc si, tay nghé cia phiu thuét vién dong mot vai tro rat quan trong.

Nhu vay, dé giam chi phi khang thudc, can thyc hién dong bo nhiéu bién phap va
nguoi gop phan thuc hién viéc ndy 1 ca tip thé nhan vién y té trong bénh vién chir
khong thé chi mot ca nhan.

Danh muc tai liéu tham khio
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Bai 9
NGUYEN TAC SU DUNG GLUCOCORTICOID

Glucocorticoid (GC) la mét trong hai nhom hormon dugc tiét ra & vo thuong
than, co vai tro quan trong trong diéu hoa chuyén hoa cac chat. GC dugc coi 1a nhém
hormon ¢6 lién quan truc tiép dén cac hoat dong cé tinh chat sinh mang cua co thé boi
vi su suy giam mirc hormon hodc suy giam hodc cia tuyén s& de doa su séng. Hormon
thién nhién do co thé tiét ra thudc nhom nay 1a hidrocortison (cortisol).

Ngoai va trén chuyén hoa cac chat, hormon nhom nay con co nhiéu tac dung
khac nhu tac dung chéng viém, chong di ing, e ché mién dich... Théng qua co ché
trc ché enzym phospholipase A2 va mot s6 cytokin. Cong ngh¢ téng hop hoa dugc da
tao ra duoc nhitng dan chét loai nay co6 tac dung chéng viém va tc ché mién dich
manh hon ché phim thién nhién va giam hodc 1am mat han tac dung giit mudi - nudc
nén pham vi ap dung cta cac dan chat loai nay tré nén rat rong rii; cic ap dung diéu trj
khong chi bo hep trong pham vi tac dung cua mot chat thay thé hormon ma con duoc
sir dung v&i nhiéu tac dung nhu tac dung chdng viém, chéng di ung, chong thai ghép
co quan... va diéu dang luvu y la khi dung vo6i nhiing muc dich nay thi lidu thuong cao
hon liu thay thé nhiéu lan, do d6 cac nguy co gip tac dung khong mong mudn nhiéu
hon liéu thay thé. Nhiing kién thirc trong phan nay nham giup cho viéc sir dung nhém
thudc nay hop 1y, an toan hon.

1. NHIP SINH LY CUA SU TIET HYDROCORTISON

Hydrocortison (HC) hay con goi la cortisol thuc nhém glucocorticoid (GC) la
hormon dugc tiét ra tir phan vo cua tuyen thuong than. Cortison 13 san phdm chuyén
hoa ctia HC & gan, con tit ca cac chit hién ding 1am thudc trén thi trudng hién nay
nhu prednison (cortancyl), prednisolon (hydrotancyl), dexamethason (pred F)... déu la
ché pham tong hop.

C6 3 yéu t6 anh hudng dén kha ning tiét hormon nay cua tuyén thuong than 1a:
1.1. Nhip ngay - dém

Vao khoang ntra dém, luong HC trong mau giam t61 mirc khong do dugc; muc
nay ting dan tr 3-4h sang va dat cao nhit vao luc thuc diy (~ 20pg/dL tuc 1a ~
540mmol/L). Luong hormon tiét ra tir nira dém cho dén lac nay chiém khoang 1/2
téng s6 hormon tiét trong ngay. Mirc hormon giit cao cho dén giita trwa va giam dan
khi vé chiéu. Mitc hormon trong huyét thanh luc 4h chiéu khoang IOug/dL va thap
nhat vao khoang 3 -4h sau khi ngu (~ 3pg/dL). Nho nhip sinh hoc nay, tuyén thugng
than s& duoc nghi vé dém; néu mirc hormon van tiép tuc cao vao thoi gian nay, thi du
nhu ta dua GC vao cubi budi chiéu thi tuyen thuong than s€ bi urc ché lién tuc va chuc
nang tuyén sé bi giam manh sau khi ngimg thudc. D6 14 co s cho viéc quy dinh udng
GC chi nén udng 1 lan vao budi sang hodc ché do diéu tri cach ngay voi nhiing trudng
hop phai dung kéo dai nhiéu thang,

1.2. Anh huéng ciia cac yéu to bat loi (stress)

Khi gip cac diéu kién bat loi trong cudc song nhu bi déi, sot cao, nhiém khuan, phau
thuat v.v... hodc céc stress tam 1y nhu dau budn, tirc gian... Muc HC co thé tang té1 40-
60pg/dL. Trong nhiing diéu kién nay, néu churc nang tuyén thuong than tot thi s& c6 kha
nang tang hoat dong dé dap ung nhu cau; nguoc lai néu thuong thén bi suy thi khong dap
{mg ndi, thim chi mot stress manh co thé 1a nguyén nhan gay suy thuong than cap néu
chirc nang hoat dong truéc d6 da bi suy giam. Sy thiéu hut hormon d6t ngot cong tic dan
dén tir vong do céc co quan phuc vu cho chirc ning song nhu tim, ndo, than. .. bi nglng
do thiéu nang lugng. Suy thuong than thudng gip sau khi dung GCC liéu cao, kéo dai.
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Chtc ning thuong than chi trd vé binh thuong dugc sau 3-4 thang, tham chi t6i 1
nam sau khi ngimg GC. D06 1a nguyén nhan tai sao phai quy dinh theo doi chat ché
bénh nhan cho t&i 1 ndm ké tir khi ngimg diéu tri. Trong thoi gian nay, néu gap cac
stress thi nhat thiét phai cho dung lai GC véi lidu di dung trudc khi ngimg thude.

1.3. Su tang kéo dai mirc glucocorticoid trong mau

Su ting lwong HC c6 thé xay ra khi gip trang thai cudng thuong thian do u
thuong than, u tuyén yén va gy ra bénh Cushing. Khi dung GC liéu cao kéo dai ciing
giap Cushing do thudc.

Khi diéu tri bang GL liéu cao kéo dai, nhip sinh 1y cta sy tiét hormon bi mét do
truc dudi doi - myén yén bi trc ché trién mién bai liéu cao ciia hormon; d6 1a 1y do bat
budc phai giam lidu tir tir khi mubn ngimg diéu tri dé tao lai mot su thich Gmg dan cua
tuyén sau mot thoi gian nghi dai. Tuy nhién, néu dung mot liéu cao nhung chi trong
thoi gian ngin (1 vai lidu) hodc nhiing lidu khoidng dudi 20mg/ngdy tinh theo
prednisolon trong thoi gian dudi 3 tuan thi it xay ra hién tuong suy thuong than dot
ngodt va do d6 cé thé ngung ngay, khong can giam_ lidu tir tir. V6i nhitng truong hop
phai diéu tri kéo dai nhiéu thang thi du liéu thap van phai giam liéu trudc khi ngimg
diéu tri.

2. TAC DUNG CUA GLUCOCORTICOID POI VOI CO THE
2.1. Tac dung trén chuyén héa cac chat

GC anh huéng nhiéu nhat trén chuyén hoa glucose: tang tao glycogen tai gan,
tang tao glycogen tai gan, ting tong hop glucose tur nhiéu nguon, dac bit la tir cac acid
amin, mat khac ngan can viéc chuyen glucose vao trong té bao va do d6 giam su dung
glucose & cac to chirc ngoai vi; diéu ndy giup cho co thé tiét kiém tiéu thu ning luong
& cic md ngoai vi dé wu tién cho cac co quan sinh mang tai Trung tAm trong trudng
hop phai ting khan cap lugng glucose cho cac t6 chirc nay nhung chinh diéu nay lai
gy hau qua ting duong huyét khi diéu trj bang nhoém thudc nay, gy bénh dai duong
do thubc (diabet steroid). Voi chuyén hoa protein, GC ngin can tong hop protein tir
acid amin, thiic day viéc chuyén cac acid amin vao chu trinh tong hop glucose nhur da
néu trén; hiu qua giy ting di hoa protein, ting ham luong nito thai ra theo nudc tiéu
va dan dén teo co, cham lién seo khi dung GC kéo dai. Véi lipid, GC ting phan huy
lipid tir cac m6 md nén tang giai phong glycerol va acid beo vao mau. Tuy nhién, khi
thira GC thi lai tang ling dong md. Su rdi loan phan bé m& trong bénh Cushing hién
tai van chua giai thich duoc. GC anh huéng 16n cin bang dién giai hodc qua tac dong
1én thu thé mineralocorticoid (c6 tac dung giit Na* va nudc, ting bai xuat K*) hoic qua
tac dong 1én thu thé glucocorticoid (giy ting stc loc cau than, ting cung luong tim).
Véi Ca**, GC ngin can hap thu Ca*™* & rudt, ting sy hoa tan Ca*™ tir xuong, ngin can
su huy dong Ca™ tir mau vao xuong va tang dao thai Ca*™ qua than, do d6 anh huong
dén su tao xuong. Cac GC c¢6 chtra fluor nhu dexamethason khong tac dung 1én thu thé
mineralocorticoid, do d6 khong gay & mudi - nudc.

2.2. T4c dung Ién mé lién két

GC treché hinh thanh té bao soi, giam tao clollagen, giam sy hinh thanh mé lién
két. Tac dung nay ciling 13 hau qua cua sy (e ché tong hop protein. Hau qua cua qua
trinh nay 1a lam cham lién seo va lam mong da va mat collagen trong t6 churc xuong.
Trong diéu tri c6 sir dung tac dung nay trong xt 1y seo 16i hodc ngin can su phat trién
ctia to chirc stng trong mot sd bénh vé da.
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2.3. Tac dung trén su tao mau

GC it anh huéng dén su tao hong ciu va néng do hemoglobin & liéu sinh ly
nhung lai tang hong cau khi ding liéu cao hoic khi bi Cushing va giam hong cau trong
hoi chimg Addison. Nguyén nhan co 1€ do anh huong 1én chuyen hoa androgen.

V6i bach cau: lam ting bach cau da nhan, nhung lai rat ngan doi song cua bach cau
(giam t1 cua bach cau), gidm sy tao lympho va chirc nang hoat dong cua bach cau (giam sy
thoat bach cau khoi long mach, giam sy di chuyén ctia bach cau dén t6 chire viém).

Cac tac dung nay thuong duoc dung trong diéu tri ung thu bach cau hoic lam
ting nhanh luong hong ciu sau xa tri va héa tri liéu diéu tri ung thu.

2.4. Tac dung chéng viém

Pay 14 tac dung duoc luu ¥ nhat lam cho cac ché pham loai nay dugc ap dung rong
rdi vuot ra ngoai khuon khé sir dung hormon. Tac dung chdng viém ctia GC ciing tuong
tir nhu nhom thude chdng viém cdu trac phi steroid nhung vé co ché tac dung c6 khéc
nhau - GC tc ché sy hinh thanh viém & giai doan sém hon nhom chéng viém phi steroid,
ngay tur giai doan giai phong cac acid beo tu cac phospholipid cia mang té bao.

Tac dyng nay con duoc tang cuong nho tac dung giam tinh thAm thanh mach, trc
ché sy di chuyén cta bach cau dén to chirc viém va @c ché cac phan tmg mlen dich - di
tmg, do d6 GC khong chi tac dung chéng viém ma con ngin chin sy xuit hién viém.
Tac dung nay dugc dung trong dleu tri nhiing truong hop viém gay de doa tinh mang
nhu phi ndo, phii phoi cap, viém nap thanh quan & tré em, pht Quinck ¢ thanh quan..
hodc cac trang thai viém c6 lién quan dén co ché mién dich - di tng nhu viém khO’p.
Khi boi ngoai, tac dung chéng viém con duoc hd trg boi tac dung co mach tai chd cua
ché pham loai nay. Cac GC tong hop, dic biét loai co gin gluor nhu dexamethason,
betametason... cé tac dung manh hon HC (bang 9.1).

2.5. Tac dung trén hé mién dich

GC anh huong chu yéu 1én cac dap tmg mién dich kiéu té bao (lympho T) nhiéu
hon kiéu mién dich dich thé (lympho B).

GC con trc ché su san xuit ra cac interferon mién dich - mot san phim cua
lympho T hoat héa. Thuc chét tac dung trén hé mién dich cua GC nham ngan can vi¢c
phan mg qua muc cua co thé trude mot tac dong cua yéu td ngoai lai dé bao vé co thé.
Tac dung nay dugc ap dung trong ghép co quan dé ngin can sy thai ghép hodc diéu tri
cac bénh lién quan dsén co ché mién dich nhu bénh than hu nhiém mg, Lupus ban do,
hen, hoic phéi hop trong xir try sbc qua man do thude.

Mat trai cua tac dung nay la giam strc dé khang cia co thé, do d6 ting kha ning
nhiém trung, nhiém nam.

2.6. Cac tac dung khac

Céc tac dung kich thich than kinh trung wong, ting cuong tiét dich vi, gy ting
huyét ap... chi nguy hiém khi dung liéu cao. cac tic dung nay khong dugc ap dung
trong diéu tri ma tré thanh tac dung khong mong mudn.

Bang 9.1 cho hinh anh so sanh d0 manh cua céc ché phém so vo1 HC va cac mirc
lidu khi chuyén doi tir ché pham nay sang ché pham khac trong diéu tri.

Bing 9.1. So sanh hoat luc ciia mét so glucocorticoid thong dung

X Muc oA X
Tén quic t& | Tup(h) | PDTD | Chong | o Nat | sinhly | Li€u chong
(h) Viém (mg) viém (mg)
Hydrocortison 1,5 8-12 1 1 20 80
Cortison 0,5 8-12 0,8 0,8 25 100
Prednison 1,0 12-36 4 0,8 5 20
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Prednisolon 2,5 12-36 4 0,8 5 20

Metyl- 2,5 12-36 5,0 0,5 4 15

prednisolon

Triamcinolon 3,5 12-36 50 0 4 15

Dexamethason 3,5 36-72 25 0 0,75 3

Betamethason 5,0 36-72 25 0 0,75 3
Ghi cha:

- BPDTD: D¢ dai tac dung (chinh la ti2 sinh hoc) cdn ctr vao PDTD, nguoi ta chia
corticoid lam 3 nhom:

+ Tac dung ngan: 8-12h
+ Tac dung trung binh:  12-36h
+ Tac dung dai: 36-72h

- Mitie sinh 1y: Luong GC can cho 24h

- Chbng viém, giit Na*: Con sb trong cot ndy 1a so sanh cuong do tic dung cia
cac glucocorticoid (GC) véi hydrocortison néu coi cudng d cua hydrocortison 14 1.

3. CHi PINH VA LUA CHON THUOC
3.1. Piéu tri thay thé khi thiéu hormon

Thuong dung khi suy thuong than cip hoic man tinh

Viéc dung hormon trong trudng hop nay ciing chi dé xu 1y triéu chimg, do d6
van dé co ban van phai tim nguyén nhan dé giai quyét thi méi cho phép khong phai
dung kéo dai.

3.1.1. Voi suy thwong thdn man

Liéu dung can ctr vao dap Ung ¢ ting bénh nhan va cd ging dung & muc thap
nhit co tic dung. Thudng thi mirc lidu trong truong hop nay la 20-30mg HC moi ngay
trong ung véi lwong HC tiét trong ngay; phai phéi hop thém mot mineralocorticoid
nhu fludrocortison (0,1 - 0,2mg/ngay).

Nén dung ché d6 diéu tri cach ngay bang cach ting lidu mot ngay 1én gap doi va
ngay tiép theo s& nghi; lam nhu ' vay s@ han ché dugc suy thuong than khi ngimg diéu tri.
3.1.2. Vi suy thwong thin cdp

Liéu dung thuong cao hon, vi du 100mg HC luc dau, sau d6 cach 8h lip lai 1 1an
cho dén khi triéu ching dugc cai thién. Diéu quan trong 1a phai két hop bu dién giai,
nudc va glucose.

Ché pham str dung nén chon chinh dang hormon thién nhién 1a HC va duong dua
thudc 1a tiém tinh mach vi khi suy thuong than cap thi viéc mat nuéc va dién giai [am
mat dich ngoai bao nén néu tiém bap s& it hiéu qua. Truong hop niy nén chon HC
dang succinat hodc phosphat.Can luu ¥ tranh nhimg dang bao ché c¢6 dung ta dugc 1a
sulffit hodc metabisulfit voi thude tiém tinh mach dé tranh sbc phan vé cé thé xay ra
do ta dugc nay, vi du soludecadron la dang ti€ém tinh mach cua dexamethason c6 chira
sulfit khong thich hop cho truong hop nay
3.2. Piéu tri véi muc dich khong phai dé thay thé hormon

Chi dinh theo hudng nay rat rong bao gdbm:

- Cac bénh lién quan dén co ché bénh sinh do mién dich nhu bénh lupus ban do,
than hu nhiém md, viém khép dang thap. ..

- Bénh lién quan dén co dia di ung nhu hen, di ung..

- Chéng viém, ddc biét nhimng truong hop de doa tinh mang nhu viém nap thanh
quan cap & tré so sinh, phu nio, phii Quinck xay ra ¢ hau - hong.

- Dung chong thai ghép trong ghép co quan
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- Trong diéu tri ung thu c6 rat nhiéu chi dinh dung GC, dic biét trong ung thu
bach cau. GC con dé hd trg chdng suy mon cho bénh nhan ung thu nho tac dung kich
thich 4n ngon va tac dung giam viém do t6 chirc ung thu gay nén, nho do giam dugc
dau. Nhitng truong hop ndy tuy tac dung bat loi gip rat nhiéu nhung vi cudc séng cua
bénh nhan ung thu con lai khong dai nén phan loi ich van 16n hon.

- Mot s6 bénh vé da nho tic dung tiéu stmg, lam moéng da va biéu bi hoic tc ché
mién dich. Tac dung nay chi dé chia triéu «ching. Thuong dung trong dleu tri cac bénh
c6 hién tuong tang stmg hoa da hodc seo 10i, lichen, eczema, viém da tiép xuc, viém da
di ung. Chong chi dinh trong ton thuong c6 loét, nhiém virus; phai ph01 hop thubce
khang sinh hoic chdéng ndm néu ton thuong c6 kem nhiém khuan, nhiém nam.

4. TAC DUNG PHU VA CACH KHAC PHUC
4.1. Tac dung trén sy ting truéng & tré em

Céac murc liéu tir 45mg/m2/ngay tro 1én gay cham 1on ¢ tr¢ em

O muec sinh 1y, HC kich thich sy tiét hormon ting truong nhung lai e ché su tiét
hormon nay khi dung liéu cao. Tac dung gdy cham 16n & tré em 1 hau qua cta su giam
murc hormon tang truong két hop véi trc ché sy tao xuong va giam hoat dong hormon
tuyén giap. O tudi day thi, sy e ché hoat dong cua tuyén sinh duc clng la nguyén
nhan gay cham lén va rdi loan sinh duc. Vi vay hién nay da c6 khuyén cdo bit budc
cac hing san xuit ghi trén nhin céac loai thudc nay dong chit "Gay chim 16n & tré em"
dé nguoi ké don luu y.

Dé giam hau qua do tac dung nay gay ra, cd ging han ché viéc ké don nhém
thudc ndy & tré em. Cac ché pham ty nhién (hydrocortison, cortison, prednisolon) it
anh huéng dén d6 16n hon cac ché phiam téng hop tac dung kéo dai. Khi bét budc phai
dung thi nén sir dung ¢ muc lidu thp nhit c6 hiéu qua va trong thoi gian ngén nhit c6
thé. Khi phai dung kéo dai thi nén dung kleu diéu trj cach ngay thay cho 15 dung hang
ngdy dé giam b6t huyét twong trc ché tuyén thuong than, sinh duc va giap trién mién.
Khuyén khich tré van dong, choi thé duc thé thao va ting cuong ché do dinh dudng
gidu chit dam va calci, tt nhét 1 dung cic ché phim ché bién tir sita.

4.2. Gay xop xwong

Co t61 50% bénh nhan cao tudi bi gy xwong khong c6 chin thuong do ding GC
liéu cao kéo dai. Co ché gay xop xuwong 1a do GC ting cudng sy huy xwong, nhung lai trc
ché qua trinh tao xuong, do d6 ngin can sy d6i méi cia moé xwong va lam ting qua trinh
tiéu xwong. Tac dung nay dbi 14p v6i hormon sinh duc, calcitonin va luor. Céc tac dung
nay cong thém voi viée ngan can hap thu calci tir rudt va ting thai calci qua nude tiéu lam
xuong x6p nhanh hon, dac biét ¢ phu nit sau mén kinh va nguoi cao tudi.

Can luu ¥ 1a tuy qua trinh tao xwong bi (rc ché nhung mirc calci mau va calci niéu
déu cao va mirc vitamin D & dang hoat tinh (1,25 (OH)2 - cholecalciferol) vin & miic
binh thuong hodc cao nén viéc bd sung calci va vitamin D chi nén ¢ mic liéu theo nhu
cau hang ngay (RDA), néu dua cao qua s& din dén ting calci mau va nguy co soi tiét
niéu 16n. Pé giam bdt nguy co ndy, bién phap ting van dong dé kich thich tao xuong
va tang dinh dudng nhu va néu trén ciing nén ap dung cho truong hop nay.

Véi ngudi cao tudi, do sy giam st lugng hormon sinh duc nén cang dé& xdp
xuong, do d6 c6 thé bod sung hormon sinh duc nhung khong dung bién phap nay cho
bénh nhan ung thu tuyén sinh duc hoac phu nir 4@ man kinh trén 15 nam dé tranh tang
sinh ndi mac tir cung qua muc. Cac ché pham fluorid hodc calcitonin rat c6 ich cho
nhiing truong hop nay. Ngoai ra alendronat (mdt biphosphonat) cling dugc ké don
nhleu dé phong va diéu tri loing xuong do st dung corticoid. Khi ké don alendronat
can luu ¥ tac dung kich mg tai chd manh, giy t6n thuong niém mac thuc quan va da

105



day cua chat nay; phai nhic bénh nhan khong dugc ubng alendronat ¢ tu thé nam, phai
uong kem mot coc nudc to (200ml) va chi duoce nam sdm nhat 1a 30 phut sau khi uong.
Nhitng ngudi khong thé ngdi duge khoang nira gio thi khong dugc udng thude nay vi
nguy co thing thuc quan rat cao.

4.3. Loét da day - ta trang

Ty 1€ gay tai bién duong tiéu héa tuy khong nhiéu (khoang 1,8%) nhung néu gip
thudng rat ndng, tham chi co thé gay thung da day hodc tir vong. Cac tai bié loai nay
thudng gap nhiéu ¢ bénh nhan cao tudi. Tac dung phu nay co nhiéu truong hop khong
phu thudc loai corticoid va liéu nhung da phan tang theo liéu va d6 dai diéu tri.

Loét va thung xay ra ca khi dung thudc ngoai duong tiéu hoa (tiém, vién dat...).
C6 thé dung thube trung hoa dich vi (antacid) nhung khong duoc uong dong thoi voi
GC. Mot so tac gia dé nghi dung cac chét khang thu thé H, (famotidin, ranitidin...),
mot sé khéc lai khuyén khong can dung thude hd tro vi it ¢6 tac dung ma nén theo ddi
chit ch& va xtr Iy sém hodc nging thude kip thoi khi c6 tai bién.

4.4. Tac dung phu do dung corticoid tai chd

Cac dang boi ngoai hodc nho mit - mili ¢c6 chira corticoid rat nhiéu. Tai bién
thuong gap bao gom teo da, xo cing bi, viém da tng do, mun trimg cd hodc bodi
nhiém nidm va vi khuén, virus. Hién tuong chiam lién seo khong chi gip voi dang boi
ngoai ma ca khi ding duong toan than. Puc thuy tinh thé hoic ting nhin ap hay gip
khi ding dang nho mat va do dé trén nhan thudce ¢ chira corticid phai ghi chéng chi
dinh cho nhiing truong hop nay.

Khong dugc nho mét cac ché pham chira GC khi nhidm virus hodc ndm.

Han ché bbi kéo dai va kham k§ bénh nhén trudc khi ké don. Khong ty y dung
thudc 1 bién phap t6t nhat dé giam tac dung phu nay.

4.5. Hién twong e ché truc dwéi ddi - tuyén yén - thweng than (HPA)

Khi dung nhimng loai GC c¢6 tac dung kéo dai nhu dexamethason, nong do thuoc
trong mau luén & mirc cao nén truc HPA bi uc ché manh hon nhiing loai co tip ngan
nhu hydrocortison hoic prednisolon. Str dung GC mdt liéu duy nhit vao budi sang tao
su rc ché HPA it hon khi chia thudc lam 2- 3 1an trong ngdy. Trong diéu tri kéo dai,
néu dung 16i udng cach ngay s& tao duoc khoang nghi cho tuyén va it bi réi loan truc
HPA hon 16i dung han ngay. B¢ dai cua dot diéu tri 1a quan trong hon ca vi néu ding
liu cam, tham chi rat cao nhung chi _trong vai ngay thi ngumg thudc truc HPA ciing
khéng bi anh hudng; thé nhung chi cn ‘nhimg lidu thap, thi du 5 - 20mg prednisolon
trong nhiéu khang thi khi ngimg thudc dé gap hién tuong suy thuong than dot ngot.

Mbi lién hé giira ving dudi d6i (Hypothalamus) - tuyén yén (Pituitary) - tuyén
thuong than (Adrenocortical) tao nén hé HPA (Hypothalamic - Pituilary -
Adranocortical System).

Su tac dong tuong hd tudn theo quy tic lién hé nguoc (feedback) cua cac tuyén
noi tiét nghia 1a khi mirc hormon trong mau s& tang gy trc ché tuyén yén va vung dudi
d6i; nguoc lai khi mirc hormon giam sut s& gay kich thich sy hoat dong ciia tuyén yén.

Khi dung GC, su tiét CFR va ACTH b1 trc ché. Murc do te ché cua truc HPA phu
thudc mét so yeu t6 bao gom: liéu lugng, khoang cach dua thude, thoi diém sir dung,
d6 dai ciia dot diéu tri va duong dua uong.

Tuyen thuong than chi tro vé mirc binh thuong sau vai ba thang, tham chi mot
nam ké tir khi ngimg thudc, do d6 nhimg bénh nhan dung thubc kéo dai phai duoc
giam sat chit ché khong chi trong thoi gian diéu tri ma ca toi mot nam ké tir khi ngimg
thudc. Trong sudt thoi gian d6, kha ning dap ung cia tuyén v6i nhiing stress manh 1a
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chua du nén néu xay ra bat thuong, thi du bi chin thuong ning, phau thuat... thi viéc
dua lai GC 1a bat budc dé tranh truy tim mach do suy thuong than cap.

Sau khi diéu tri dai ngdy, viéc ngimg thudc tir tir 1a diéu bat budc. Thoi gian giam
lidu tuy thudc lidu dung va d6 dai cua dot diéu tri. Khi sir dung céc corticoid co ti dai
(thi du dexamethason) hodc ché pham tac dung kéo dai (trlamcmolon acetoni = K-
cort), phai giam sat bénh nhan chat che. Quy tac giam dan liu ciing duoc ap dung ca
v6i cac ché pham boi ngoai khi boi keo dai vi néu sau mot thoi gian boi thude kéo dai,
dac biét voi cac ché pham gial phong cham nhu flucinolon acetonid (flucinar), lugng
thudc ngam vao vong tudn hoan ciing gay trc ché HPA nhu khi dung toan than vi kha
ning tham cta GC qua da va niém mac rat 16n.

Cung vi ly do nay, khi sir dung cho tré em nén chon loai ¢6 tu ngan hodc trung
binh va tranh bang ép dé giam kha ning thim qua da.

4.6. Tinh trang thira corticoid va bénh Cushing do thuéc

Khi str dung GC kéo dai cling s€ tao hinh anh Cushing nhu khi u thugng than; sy khac
nhau chi & chd trong Cushing tu phét thi mic HC trong méu tang kém theo sy ting ACTH
nhung trong Cushing do thudc thi nguoc lai: mirc ACTH giam, cac triéu chimg réi loan noi
tiét do thira androgen ciing it gip hon hodc it trdm trong hon, phtt do & Na* va nu6c chi gip
khi str dung HC va prednisolon. Mot hinh anh Cushing day du hiém gip; tuy nhién khi gip
mot trong cac hién tuong trén thi phai ngumg thude. Viée ngimg thude trong truong hop nay
can phai tuan theo quy tic giam liéu timg bac chur khong duge dung dot ngdt. Sau khi
ngimg thude, néu bénh tai phat thi nén st dung cac thude dic hiéu diéu tri triéu chimg tot
hon 13 quay lai ding GC; thi du giai quyét hen bing thudc gidn khi quan, giam dau khép
bang thudc chéng viém khong steroid. ..

5. CHONG CHI PINH

- Loét da day - t4 trang tién trién

- C4c trudng hop nhiém nAm va virus ma chua c6 thude diéu tri dic hiéu

- Tiém chung vaccin virus sdng.

Khéng c6 chéng chi dinh tuyét dbi cho nhiing trudng hop diu tri ngin ngay
hodc dé diéu tri cac bénh de doa tinh mang.

6. THAN TRONG

Theo doi chét ché khi phai st dung GC cho cac bénh nhan mic bénh tim than,
dai thao duong, ting huyét ap, x6p xuong, suy giam churc nang gan, thdn hodc bénh
nhan suy tim... Ciing c6 thé coi day 1a nhimg truong hop chdng chi dinh néu co thé
dung thudc khac thay thé corticoid. Khi bat budc phai dung thi phai hiéu chinh lai liéu
cac thudc diéu tri bénh phdi hop néu trén.

7. NHUNG PIEU CAN LUU Y KHI KE PON

- Nén chon murc liéu thap nhat c6 hiéu qua va tranh dung kéo dai. Nén nho rang
da phan tac dung phu ty 1¢ thuén v6i murc lidu va do dai cia dot diéu tri; nhu vay
nhimg truong hop can dung ¢ muc liéu cao nhu chdng viém, chéng di tng thi kha
nang gap tai bién nhiéu.

- Nén chon loai c¢6 thdi gian ban thai ngan hodc vira (nhu prednisolon). Nhiing
ché pham c6 tac dung cang kéo dai thi kha nang gip tac dung phu cang nhiéu.

- Suy thuong than 12 mot tai bién dang ngai khi dung corticoid, thuong xay ra khi
dung kéo dai hoac didu tri cho ngudi cao tudi, do d6 can theo ddi chit ché véi nhing
bénh nhén loai nay. Cling thuong gap suy thuong than khi s dung dang ché pham co
tac dung keo dai (K-cort). Pé tranh suy thuong than cap, can luu ¥: khong ngung
thudc dot ngdt, ngay ca ¢ nhimg mirc liéu thip nhat nhung véi thoi gian kéo dai
(0,1mg/kg/24h tirc twong duong véi khoang 1-2 vién prednisolon 5mg).
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- C6 thé gdp hién tugng chan an, m¢t moi hodc trAm cam sau khi ngung thude.
Nhiing hién tugng nay sé phuc hdi sau mot thoi gian. Néu can c6 thé dung cac thudce
diéu tri triéu ching nhung c6 gang khong dwa lai corticoid.

- Luong Na* duoc st dung: chi can cha ¥ néu dung loai ¢6 tic dung giit mubi
(hydrocortison, cortison, Prednisolon, prednison). Luong mudi cho phép nhu sau:

+ Dung han ché mudi khi diéu tri khoang 10mg prednisolon/ngay.

+ Kiéng mudi hoan toan néu dung lidu cao (> 0,5mg/kg/24h tinh theo licu
prednisolon) hodc khi gap phu, tang huyet ap, tang trong.

- Luong K* phai du. Néu can c6 thé bd sung K* hoic dung ché do an gidu K.

- Nén giam sat K* mau khi dung lidu cao, kéo dai, dic biét khi co ph01 hop voi1
thudc loi tiéu thai K*.

- Luong Ca** nén khoang 1g/ngay két hop véi khoang 400 don vi vitamin D 1a
bat budc néu diéu tri kéo dai. Khong nén dung liéu cao Ca*™ va vitamin D vi s& 1am
tang nguy co soi than hoac tang Ca™ mau.

- Piéu chinh ché d6 an: Tang protein, han ché glucid va duong, han ché chét béo.
8. CHE PQ PIEU TRI CACH NGAY

Diéu tri cach ngdy ttc 1a ctr 1 ngay dung thude lai nghi 1 ngay. Cach dung nay
nham giam hién tuong tc ché HPA nén giam duoc kha ning gy cham 16n o tré em,
giam dugc hién tugng suy thuong than dot ngdt sau khi nging thudc. Diéu tri cach
ngdy thich hop voi nhing truong hop phai dung corticoid kéo dai tir vai tuan trd 1én
nhu bénh viém loét rudt két, ghép than, viém da man tinh, nhugc co nang, hen...

Nhitng bénh khéng thich hop véi ché do diéu tri nay 1a viém khép dang thap,
lupus ban d6 toan than, viém dong mach véi té bao khong 10.

. Ché d diéu tri cach ngay nhu sau:

Thoat tién khi méi bat dau diéu tri thi dung thude hang ngay, khi bénh da bét dau
on dinh thi chuyén sang diéu trj cach ngay. Thoi gian diéu tri ban dau cang ngan cang
t6t dé tranh su wc ché truc HPA. viéc quyét dinh khi nao chuyen sang ché do diéu tri
cach ngay tuy thudc sy tién trién cua bénh. Dé chuin bi cho kiéu diéu tri cach ngay,
truée hét phai giam liéu tir tir cho den khi dat mtrc lidu hang ngay tu 15-20mg tinh
theo liéu prednisolon. Lleu nay duoc udng 1 1an vao dau budi sang (khoang 7- -8h). Can
nho raang khong duoc cit ngay thudc & ngay dinh ngung ma phai giam tur tur lidu cua
ngay do, moi 1an 10-20% liéu dang dung cho dén khi hét (lidu bang mg-bang 9.2). Mol
lan giam can duy tri heu do6 trong 3 ngay dé thim do phan tmg cua bénh nhan; néu
trong thoi gian d6 xuat hién tridéu ching thiéu ning thuong than nhu mét moi, dau
khdp, budn non, ha huyét ap... thi phai tang licu tro lai béng mirc lidu da cat giam, néu
triéu chung trén van khong giam thi phai quay lai mic liéu ban dau. Tuy nhién, néu
trong thoi gian nay ma bénh dang diéu tri quay trd lai thi nén xtr tri bang cac thube dic
hiéu dé diéu tri bénh do6 t6t hon la quay lai dung corticoid.

Bdng 9.2. Cach giam lieu dé chuyén sang ché d dteu tri cach ngay
(Gia thiét liéu ban dau la 60mg prednisolon mai ngay)
* Giam moi 1an Smg, chu ky 3 ngdy cho tdi khi dat liéu 20mg/ngay.

Ngay Liéu (mg) Ngay Liéu (mg)
1 55 13 35
2 55 14 35
3 55 15 35
4 50 16 30
5 50 17 30
6 50 18 30
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7 45 19 25
8 45 20 25
9 45 21 25
10 40 22 20
11 40 23 20
12 40 24 20
* Giam moi 1an 2,5mg, chu ky 3 ngdy cho dén Omg & ngdy dinh cit thude
Ngay Liéu (mg) Ngay Liéu (mg)
25 20 49 20
26 17,5 50 7,5
27 20 51 20
28 17,5 52 7,5
29 20 53 20
30 17,5 54 7,5
31 20 55 20
32 15 56 5
33 20 57 20
34 15 58 5
35 20 59 20
36 15 60 5
37 20 61 20
38 12,5 62 2,5
39 20 63 20
40 12,5 64 2,5
41 20 65 20
42 12,5 66 2,5
43 20 67 20
44 10 68 0
45 20 69 20
46 10 70 0
47 20 71 S
48 10 72 0

(Theo Clin.Phar. and Ther.1992)
9. SU DUNG CORTICOID BOI NGOAI

Céc corticoid bdi ngoai c6 tac dung lam giam viém nho co mach, e ché chirc
nang bach cau va thay doi phan ing mién dich.

Ngoai céac tac dung vira néu, corticoid con c6 kha ning trc ché qué trinh tong hop
va phan chia té bao da va biéu bi. Pic tinh nay duoc loi dung dé lam tiéu t6 chiic sing
trong mot s bénh vé da.

9.1. Chi dinh

Céac bénh dugc chi dinh corticoid bdi ngoai 1 viém da do cac ngudn goc khac
nhau nhu eczema tiép xtic, viém da di tng, lichen (16 da)... Ciing c6 thé dung dé boi
vao cac vét con triing can.

9.2. Tac dung phu

Khi boi thude trén dién rong, kéo dai hodc bang ép sau khi boi thi kha niang thAm

thudc vao vong tudn hoan 1a rat 16n, gdy tic dung toan than; diéu nay can dic biét luu
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¥ khi ding cho tré so sinh va tré nho dé tranh tic dung kiéu cuong thugng than
(Cushing), gay cham lon. Cing ¢ thé gip suy thuong than cdp sau khi ngimg boi
thudc nhung rat hiém.

Tac dung phu tai chd bao gdbm:

- Teo ta - thudng gap nhat khi boi & mat va ving quanh miéng

- Da tmg d6 hodc c6 nhiéu vét 1an, thuong gip & thanh nién khi bdi thude o ving
da khuyu tay, khuyu chan.

- Mt sic t da timg phan, ban do thtr phat sau teo da ciing gap nhung khong pho bién.

- Cham lién seo. Trudng hop ndy hay gip véi cac vét ton thuong do ndm lau
hodc co xat nhiéu (khuyu tay...).

Trén mat: gip khi dung cac dang thudc mit co corticoid: duc thuy tinh thé,
glaucom.

9.3. Chéng chi dinh

- Viém da do virus, ndm. Nhiing trudng hop viém da c6 nhiém khuan thi phai
phéi hop khang sinh.

- Ton thuong c6 loét

- Viém da mit c6 réi loan van mach hoidc viém nang 16ng (trimg cd).

9.4. Chon ché pham

Tac dung diéu trj va tac dung khong mong mudn déu xuit phat tir ban chét
corticoid nhung murc 4o nghiém trong phu thugc vao d6 manh va kha nang thAm qua
da ctia ché pham

Khi diéu tri bénh ngoai da, da phan corticoid dugc dung bdi truc tiép 1én ving da
bi t6n thuong (dung don ddc hoic phdi hop véi dang udng).

9.4.1. Co so lua chon ‘

D6 manh - yéu cia ché pham:

- Loai rat manh va manh chi nén dung trong thdi gian ngin va boi & dién hep voi
mot s6 bénh nhu seo 164, vay nén, lupus, lichen.

- Loai trung binh va yéu thich hop véi tré em cho cic ving da mit hodc cho
ngudi 16n trén nhimg ton thuong rong.

Dang bao ché:

Céc dang thudc boi ngoai thudng dung 1a:

- Thuéc m& (Ointment) 1a dang thudc c6 thé chat mém; thanh phan cdu tao co6
nhiéu ta duoc than dau nhu vaselin, lanolin, m&, sap... thich hop vdéi céac loai da kho,
san sui, stng hoa.

- Dang kem (cream) ciing c¢6 thé chdt mém, min véi ta dugc 1a cac chat nhil
twong chira mot lugng chét long dang ké, thuan loi vé6i cac ton thuong c6 dich ri hodc
ding dé boi vao cac hdc sau nhu 4m dao.

- Dang gel 6 ta dugc la cac polymer thién nhién hodc tong hop. Dang nay va cac
dang long khac nhu lotio, spray (thuoc xit) thich hop vé6i cac ton thuong & ving co
nhiéu 16ng nhu da dau hodc nép gip (nach, ben).

Thanh phéan cua ta duoc anh hudng nhiéu dén sinh kha dung cia thuéc do anh
hudng dén téc do giai phong hoat chat va mirc d6 hap thu thube qua da.

9.4.2. Céach dung

- B6i 1-2 lan/ngdy, xoa nhe dén khi thudc tham hét va néu can c6 thé bang ép.

- Viéc bang kin sau khi bdi c¢6 ich véi nhimg ton thuong & 1ong ban chén, tay véi
dién hep va ciing chi nén bang trong thoi gian ngan.
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- Néu diéu tri kéo dai > 8 ngay thi khi ngimg thudc ciing phai giam dan do manh
va n6i rong khoang cach dua thudc dé tranh phan tng doi ngugc lam bénh bot phat
nang thém.

- Can can din bénh nhan khong ty ¥ dung 13p lai néu khong ¢ ¥ kién cua bac si diéu

tri. Bang phan loai corticoid theo do manh (bang 9.3) la co s¢ cho lua chon thudc.

Nhin vao bang 9.3 ta thay d6 manh - yéu caa ché pham phu thudc vao loai hoat chét

sit dung, ham lugng hoat chét co trong cong thirc va dac biét 1a thanh phan ta duoc.

Bing 9.3. Phain loai mét sé corticoid ding ngoai theo dé manh

P) manh Hoat chat Biét dwoc Ham luong (%)
, cipropionatipropylen Diprolen 005
Rét manh glycol
Clobetason propionat Eumovate 0,05
Betametason
dipropionat Diproson 0,05
Valerat Betneval 0,10
Flucinolon acetonid Synarlar, Flucinar 0,025
Manh .
Hydrocortison
aceponat Efficort 0,2127
butirat Locoid 0,10
Desoximetason Topicort 0,25
Betametason valerat Celestoder 0,05
Vira Fluocinolon acetonid Synarlar 0,01
Clobetason butyrat Flucort 0,05
Hydrocortison acetat Hydracort 0,50
Yéu Prednisolon acetat Prednisolon 0,50
Dexamethason Hdxamethason 0,10
10. KET LUAN

Glucocorticoid 1a mot nhom thube duge st dung rat rong rai hién nay. Voi ap
dung chu yéu trong lam sang la chéng viém, chéng di img va uc ché mién dich, cac
ché pham tong hop da o nhiéu loi thé hon hydrocortison vé cuong do tac dung va tac
dung khong mong mudn. Tuy nhién, néu xét vé khia canh tac dung khong mong mudn
thi nhom thude nay co nhiéu han ché ‘hon nhom chéng viém khong steroid do giy
nhiéu anh huong dén chat lugng cude song cua nguoi st dung nhu anh hudng dén tam
than roi loan sinh duc, rdi loan chuyén héa, giy suy giam mién dich, loing xuong
tram trong

O nudc ta, viéc ban rong rai nhom thudc nay khong can don da dan dén nhiéu tai
bién nghiém trong; do do vai tro tu van trong lua chon ché pham va cach khic phuc
tac dung phu khi dung corticoid 13 nhiém vu rat quan trong cta duoc sy 1am sang.

Danh muc tai li€u tham khao
1. B mon Dugc 1am sang — PH Dugc HN (2005), Bai giang bénh hoc, NXB'Y hoc.
2. B0 mon Duogc lam sang — DPHYHN (1996), Gido trinh Duoc Ldm sang va diéu tri,
NXB Y hoc.
3. B6 mon Duogc 1y truong Pai hoc Duge Ha ndi 2005, Duoc Iy (1+2), NXB 'Y hoc.
4. B Y té (2002), Duoc thir Quéc gia, Hoi ddng Dugc thu xudt ban
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Bai 10
NGUYEN TAC SU DUNG THUOC GIAM PAU

1. SINH LY BENH CUA PHAN UNG PAU

Pau 14 co ché ty vé cua co thé chéng lai nhiing kich thich c6 hai, cling c6 khi 1a
tri¢u chung bdo trudc cua mot bénh nao d6. Tuy nhién, c6 nhitng truong hop dau chi
do cam xuc, ty ky 4m thi cua bénh nhan (dau tam 1y).

Céc xung dong truyén cam giac dau theo hai loai soi cam gidc:

Soi A: C6 kich thudc 16n (® ~ 0,4-1,2mm), khong co6 myelin bao boc, truyén
cam giac dau voi toc do cham (0,5-2,3m/s), tao cam giac dau kéo dai, trién mién.

Tac nhan giy dau rit da dang: hoa hoc, co hoc, vat ly... Cac tac nhan nay gay
kich thich vao ngon soi cam giac va truyén xung vé trung uong, bao cho co thé biét
mdi nguy hiém dé roi bo nguyén nhan gay dau. Tai cdc md bi ton thuong, cac chat
trung gian hoa hoc (kinin, bradikinin, prostaglandin, histamin, serotonin...) tiét ra lai
gop phan lam ting cam giac dau, ting tbc do dan truyén cia soi cam giac, lam dau
nang thém.

Cam giac dau c6 thé xuat phat tir nhiéu noi:

- Tu hé co, xuong, da. Truong hop nay thuong dau khu tri va dé 1an theo d6 dé
tim nguyén nhan gay dau ma loai bo.

- Tr cac tang 6 khoang nguc. Truong hop dau nay lam toa, nhiéu khi cam giac
dau khong thé hién nay tai noi ton thuong.

Thi du:

- Pau thit nguc lan ra vai trai, canh tay trai

- Dau tii mat lan 1én vai phai va vung gitra bung

- Pau dau co thé 1a do viém xoang, thiéu mau cuc b, réi loan van mach nhung
nhiéu khi ciing chi do tam 1y.

Dau lam cho bénh nhin khé chiu, kho s Ve mat tam ly. Pau dai dang, trién mién
1am bénh nhan hét hoang, lo ling din dén mat ngy, suy nhugc. Vong luan quin d6
cang lam cho dau nang thém.

Vigc tim ra nguyén nhan s€ gitip loai bo dugc yéu td gdy dau va giai quyét dau triét
dé. Tuy nhién, viéc giai quyet nguyén nhan nhiéu khi khong d& dang, nhanh chéng nén viéc
str dung thudc giam dau van 1a hang dau. Pau khong rd nguyén nhan hoic khong thé loai
bo duge nguyén nhan gay dau thi thude giam dau 1a chi dinh duy nhét.

Can luu y rang thudc giam dau chi diéu tri triéu chimg ma khong lam mat duoc
nguyén nhan gy dau. Thudc c¢é thé che 1ap cac ddu hiéu ctia bénh nhu viém, sot trong
khi bénh Van tién trién, do d6 chi nén st dung khi thy thuc su can thiét va phai luon
ludn c6 gang tim dé loai bo nguyén nhan gdy dau. Khi nguyén nhén gy dau khong xac
dinh dugc hodc dau do tam ly thi cac thudc an than, cac bién phap tam 1y liéu phap,
thu gian cung rat quan trong.

2. MOT SO PAC TiNH DUQC LY CUA CAC THUOC GIAM PAU

Trong bai ndy chung tdi trinh bay cac thudc giam dau lan luot theo vi tri tac dung
trén than kinh cam giac. Theo cach phan loai nay, thuéc giam dau dugc chia thanh 2
nhom: gidm dau trung wong va gidm dau ngoai vi.

2.1. Thuoc giam dau trung wong

Céc thudc thudc nhoém nay co tac dung giam dau do e ché trung tim dau & nio
va ngin can duong dan truyén cam giac dau tir tuy séng 1én nio. Do tac dung giam dau
thudng kém theo tac dung gy ngii nén con goi 1a nhom thude giam dau giy ngi. Tac
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dung giam dau luén kem theo tac dung gay nghién nén con goi la nhom giam dau gay
nghién.
Nhom nay dugc phan lam 2 nhoém theo mirc d§ gidam dau (bang 10.1).
- Loai gidm dau manh: morphin, meperidin, fentanyl, methadon...
- Loai gidam dau trung binh: Codem tramadol, propoxyphen...
Bing 10.1. Mt sé thuéc giam dau trung wong

A £ LK \ . Liéu twong Do dai tac
Tén quoc té Pwong dung dwong * (mg) T2 (h) dung (h)
Giam dau manh ’
Morphin Erjiog:ng ig 2 3-5
Pethidin Jone o 3-4 25
Hydromorphon ITJ%I:ng Zg 2-3 3-5
Ubng 20 15 4-5 (cap)
Methadon Tiém 10 30 > 8 (man)
Tiém 0,05-0,1 1-2
Fentany| Qua da 25ug/h 34 72 (SR*)
Giam dau trung binh
. Ubng 130
Codein Tiem 75 3 4-6
Ubng 100
Tramadol Tiem 100 6-7 4-6
Propoxyphen Uong 130 6-12 4-6
Ghi cha: ’
* SR (suistained felease) la thudc tic dung kéo dai (dang dan trén da cua
fentanyl).

Mc liéu trong bang 1a muc lidu ¢ tic dung giam dau tuwong duong voi 10mg
morphin tiém.

Viéc phan ra nhém giam dau manh va giam dau trung binh 13 do murc liéu gi6i
han. Morphin 1a thudc giam dau trung wong duoc 1ay lam chuin dé danh gia cac thudce
giam dau khac. Véi muc liéu 10mg dang tiém, morphin 1am hét dau véi da sb cac
truong hop dau. Pé c6 duge kha nang giam dau bang morphin, cac chat khac phai co
murc heu nhu trong bang. Trong s6 cac opiat, pethidin (meperidin) ngay nay it dung vi
xét vé moi miat déu kém morphin ma dgc tinh lai nhiéu hon; uu diém cua chat nay 1a it
gy to bon, budn noén, bi tiéu tién nhung nhuoc diém 1a giy doc tinh trim trong trén
than kinh trung wong véi "hoi ching kich thich". Hoi ching nay gay ra do chét chuyén
hoa ctia meperidin 1a nor-meperidin v&i cac biéu hién ting phan xa van dong, co ciing
co, co giat, run ray; chat nay tich luy duéi 15-20 gid. Khi ding liéu cao va kéo dai thi
nguy co tr vong 16n, do d6 chat nay khong dung cho cac truong hop dau qua ning
(can liéu trén 600mg/24 gid) hodc dau kéo dai (phai dung trén 48 giod).

Nhiing chat dugc xép vao nhom giam dau trung binh nhu & bang 10.1 thyc té
khong ding & muc liéu trong bang vi & muc liéu trén, cac thudc nay s& gy nhiéu tac
dung phu, vi vay liéu dung thuc té thap hon mtc trong bang, do dé tac dung giam dau
chi dat mtrc trung binh nghia la yéu hon morphin.

Tac dung khong mongmuon (ADR) cua cac chat giam dau trung wong bao gom:

- Khong phuy thudc vao lidu: tio bon, budn non, ndn
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- Phu thudc liéu vao d6 dai diéu tri: tc ché ho hap, giy nghién.
2.2. Thubdc giam dau ngoai vi

Céac chat thudc nhom nay déu cé cing co ché tac dung 1a e ché sy tao thanh
prostaglandin, chét trung gian hoa hoc khai phat nhiéu qua trinh sinh 1y va bénh 1y cta
co thé. Prostaglandin s& khoi mao cho viéc tao ra cac chat trung gian héa hoc khac nhur
serotonin, bradikinin, histamin... ¢ ngon s¢i cam giac (ngoai vi) nén cac thudc nhoém
nay duoc xep vao nhém gidm dau ngoai vi.

Cac ché pham thuoc nhom nay thuong c6 ca tac dung chéng viém (trir
paracetamol) va ha s6t nén con goi 1a thudc giam dau - ha sdt - chong viém. Tac dung
chbng viém twong tu nhu cac corticoid nhung cdu tric héa hoc khong c6 nhéan steroid
nén con goi 13 cac chat chdng viém khéng steroid (trong bai chung t6i dung chir viét
tit NSAID dé chi nhom nay).

Bing 10.2. Mt sé thuéc giam dau ngoai vi

Tén quoc te T2 (h) f:i(,;gzgu(’;lz;c COI;(/I_TC do chon (IZQC§X-2
Aspirin 0,25-0,33 3-6 +++ +
A.Mefenamic 2-4 6 - -
Diclofenac 1-2 6-8 ++ ++
Etodolac 7 6-8 + —
Indometacin 4,5 8 +++ +
Sulindac 16,4 12 - -
Ibuprofen 1-2,5 4-6 +++ +
Naproxen 12-17 —12 +++ +
Piroxicam 50 24 +++ ++
Meloxicam 20 24 + 44+
Celecoxib 11 12-24
Rofecoxib 17 524 1/>1000
Paracetamol 1,25-3 3-6 + | +

Ghi chi: Muc do chon loc voi COX

+++ Cao; ++ vua; + yéu; - khong biét

Nhin vao bang trén ta thay do dai tac dung it lién quan dén ti. Aspirin c6 ti chi
0,25 phat nhung tac dung kéo dai ngang voi paracetamol, ibuprofen. Nguyén nhén la
do chat chuyen hoa cua aspirin 1a acid salicylic cling c6 tdc dung gidam dau; cho nén
thuc chét ti2 ctia aspirin 1a 3-9 gio.

Mitc d6 chon loc vdi enzym Cyclo-Oxygenase (COX) 1 hoidc 2 cho biét vé kha
nang gay tac dung khong mong muén COX-1 chiu trach nhiém tao ra nhiing
prostagladin trong diéu kién sinh ly: tiét chat nhay ¢ da day, ting ap luc loc & cau thén,
tang két tap tiéu cau; nhu vay néu e ché khong chon loc nghia 14 {rc ché ca COX-1 thi
nguy co gdy lo¢t da day, suy than, chay mau s& nhiéu. COX-2 1a enzym tao ra cic
prostaglandin dé khai phat viém, s6t, dau. Néu trc ché chon loc 1én COX- 2 thi nguy co
gip tac dung khong mong mudn néu trén s& it hon. Ngoai cic ADR da néu, mot loai
ADR khéc thuong gip v6i cac thudc giam dau ngoai vi 1a min cam véi thude. Cac
NSAID dién hinh 1a aspirin dé khéi phat con hen, c6 thé gay tut huyét ap, phu Quinck,
ban da.

Paracetamol (acetaminophen) la thudc giam dau ngoai vi duoc xép cling cac chat
NSAID vi c6 cung co ché tac dung: trc ché sy tao ra cac prostaglandin. Tuy nhién. Tac
dung chéng viém cua chat nay yéu. Nguyén nhan 1a do tic dung cila paracetamol trong
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mdi truong cé nhiu peroxyd (& to chirc viém) rat kém, myat khac chat nay khong trc
ché hoat tinh cta cac neutrophil nhu cac NSAID khéc. Vi vy paracetamol chi dugc
ding dé ha sot va giam dau. Tac dung khong mong mudn cua paracetamol ¢ lidu diéu
tri cling gidng nhu aspirin va cac NSAID khac nhung gép voi ty 1¢ it hon. ADR gip
phd blen 1a ban da hodc mén cam véi thude: sét do thude, giam bach cau trung tinh,
giam tiéu cau. paracetamol chi nguy hiém khi dung qua liéu quy dinh; hdu quéa dan dén
t6n thuong gan, hoai tur té bao gan. )

3. NGUYEN TAC SU DUNG THUOC GIAM PAU

3.1. Nhom giam dau trung wong

3.1.1. Nguyén tic trong s dung

Bén nguyén tic trong sir dung thude giam dau trung wong:

1. Chi st dung trong truong hop dau ¢ mic do nang va vura khi nhom giam dau
ngoai vi khong du hi¢u lyc.

2. Str dung don ddc hodc phéi hop tuy mtrc d§ dau

3. Thudc duogc dung déu din dé co néng do/mau 6n dinh véi dau ung thu.

4. Luu y viéc dung cac bién phap hd trg va thubc dé giam dau tic dung khong
mong mudn.

. Nguyén tic 1

Chi str dung trong truong hop dau & mic do ndng va vira khi nhom giam dau
ngoai vi khong du hiéu lyc.

Céc thudc giam dau trung uong véi dai dién tiéu biéu 12 morphin c6 tac dung véi
moi trang thai dau nhung chi duoc chi dinh rat han ché do nguy co nghién va tc ché
hé hip (d& gay suy ho hap); nguy co nay thudng gip khi st dung ¢ bénh nhan dau ¢
mirc d6 nhe hodc sir dung vé6i tac dung khong phai dé giam dau, thi du dé giam ho,
cam ia chay. Nguoc lai, & bénh nhan bi dau ning, dau do ung thu lai rat it c6 nguy co
vi xung dong dau lam giam qua trinh trc ché va nguy co nghién. Kha ning gay nghién
va trc ché ho hap tang theo heu va d6 dai diéu tri. Cac bién phap dé han ché tac dung
khong mong muén nay bao gbm:

- Khi can ting liéu thi nén giir nguyén mirc lidu 1 lan, ting s6 lan dung trong
ngdy nghia 1a chia nho lidu ra ding nhiéu lan hodc giit nguyén mirc lidu va phdi hop
thém véi nhom giam dau ngoai vi, nhit 1a paracetamol.

- D6 dai diéu trj ¢ ging ngin nhat, khi mic d6 dau giam thi nén chuyén sang
nhém giam dau ngoai vi.

. Nguyén tic 2

Str dung don ddc hoac phéi hop tuy mirc d§ dau

Bing 10.3. Nguyén tic phéi hop thubc giam dau

Dau ning GDTU manh GbNV Thubc hd tro *
Pau vira GDTU yéu GBbNV Thuoc ho tro *
Pau nhe GbNV Thubc hd tro *

Gidm dau ngoai vi (GDPNV) ¢ day chi cac NSAID va paracetamol.

Véi nhitng truong hop dau & mire do nhe, thude giam dau ngoai vi dugc lya chon
hang dau. Trong truong hop dau c6 kém viém thi s& phu hop néu chon cac NSAID.
Paracetamol c6 thé sir dung trong moi truong hop, dung don doc trong truong hop dau
nhe hoic phéi hop & moi mirc do dau.

Nhimng truong hop dau cuong do manh: gay xuong dui, dau sau mo, con nhoi
méau co tim, bong niang, ung thu giai doan cudi... muc lidu ciia cac ché pham opiat
thuong doi hoi kha cao, vugt qua muc lidu thong thuong. Nhu vy nguy co gip tic
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dung khong mong mudén (ADR) tit nhién s& nhiéu. Pé han ché ADR, muc liéu ding
khong nén vuot qua muc ghi trong bang 10.1 nhu vay voi nhing truong hop dau nang
dé dat du kha ning giam dau thi phai phdi hop thudc. Phbi hop voi thudc giam dau
ngoai vi (paracetamol va cac NSAID) Ia cach phdi hop pho bién nhat. Khong dugc
phéi hop céac thudce cing nhom opiat voi nhau thi sé din dén ting ADR.

* Thudc hd trg: ghi trong bang la cac thudc an than hodc huong dan
(psychotrope) gian co... (bang 10.4) dé tang tac dung giam dau nhung can thin trong
do nhiéu nhém c6 hiép dong vé tac dung e ché TKTU'

Bing 10.4. Nhitng thuéc ding hé tro trong xir Iy dau

Nhém thude Loai dau Vi du
Chong dong kinh Pau than kinh, dau nhéi, | Carbamazepin, phenytoin,
dau rat natri valproat
Chong tram cam ba vong | Pau than kinh, dau nhoi, | Amitriptylin,  imipramin,
dau rat depsipramin
An than Pau than kinh, dau do co | Diazepam,
cing co Clonazepam
Gian co xuong DPau do co cung co Baclofen. Dantrolen,
diazepam
Corticoid Pau do chén ép than kinh, | Dexamethason,
phu né cac mo, tang 4p luc | Prednisolon
SO nao
Chéng co thit con Pau do co thit co tron Hyoscyaminbutylbromid
Alverin. Mebeverin

. Nguyén tic 3

Thubc duge ding déu dian dé co ndng do thuoc trong mau on dinh voi dau ‘ung thur.

Véi bénh nhan ung thu & giai doan cu01 dau 1a mot can tré 16n nhat cho cudc
Séng cua ho vi dau véi cuong do manh va trién mién. Bénh nhan biét quy luat dau cua
minh va thuong chd doi con dau véi mot ndi so hii 4m anh. Tinh trang nay lam cho
cuong do dau niang thém. Vi vay, véi ddi twong nay, néu giit duge nong d6 thude giam
dau trong mau 6n dinh thi s& lam cho con dau khong con nita, tAm trang bénh nhan
duoc cai thién va nho vay liéu thude cling duoc gidm di. Do d6 nén st dung cac ché
pham loai nay mot cach déu dan cho bénh nhan dau kéo dai, dau c¢6 chu ky (dau ung
thu giai doan cubi) khong nén cho dén khi hét thude va dau tro lai moi dung.

Piéu kho khan nhat 13 thoi gian tac dung cua cac thudc nhém nay ngin, do d6
thuong phai dua nhleu lan. Cac dang thudc udng tac dung kéo dai (thuong la 12-24
gi0) giup giai quyét duoc mau thuan nay. Duong tiém khuyén khich ddi v6i cac ché
pham giam dau 13 tiém du6i da c6 thé kéo dai thém tac dung. Tiém bap dé thuc hién
nhung tac dung khong kéo dai bang dugc dudi da. Puong tinh mach duoc dung khi
can giam dau nhanh. Pdi véi dua thude qua duong tidu hoa, duong udng phd bién nhat
véi cac dang vién kinh dién, vién sui, vién tac dung kéo dai. Dang dan dat truc trang
cling duoc str dung nhung sinh kha dung that thuong, do d6 chi nén dung khi bénh
nhan khong thé ubng dugc.

Véi cach dung lién tuc duong nhién kha nang gy nghlen va tac dung phu cling
gip nhiéu hon, do d6 chi han ché cho bénh nhan ung thu giai doan cudi hoic céac loai
ung thu gay dau d6n nhiéu (thi du ung thu xuong).

. Nguyén tic 4

Luu y giam tac dung khong mong mudn bang cac bién phap hd trg hodc thude
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- Budn ndn, non, tao bon: 1a tac dung thuong gip nhat khi ding cac thube giam
dau trung uvong.

Cuong do va muc do giy tac dung phu cia cic chit trong nhém khong gidng
nhau, do d6 co the han ché bot loai tac dung phu nay nho lua chon ché pham phu hop.
Tuy vay, mot s6 ché pham tong hop it gay tac dung phu hon nhung gia tién lai dat nén
viéc khéc phuc tac dung phu 1a vi¢c lam bt bude, dic biét vai nhiing truong hop st
dung lau dai.

Pé giam tdo bon, cAn nhic nhé bénh nhan udng nhiéu nude, ting khau phan chat
X0, ting vin dong. Co6 thé phdi hop véi thude nhuan trang néu cac bién phap trén to ra
kém hi¢u qua.

Nguyén nhan gy budn ndn, non khi sir dung céac opiat la do cac thudc nay kich
thich trung tim nén & ndo. Diéu nay gay tro ngai cho diéu tri va nhiéu khi phai phdi
hop thém thube chéng nén dé giai quyet tac dung phu nay, dac biét 1a khi dung gidm
dau cho bénh nhan ung thu. Thudce chdng non hay dung 1a haloperidol, metoclopramid.
Céc thudc chdng non nhom khang sinh histamin HI (dung chéng nén do say tau xe)
cling c6 tac dung vi cac opiat c6 giy rdi loan tién dinh, tuy nhién day chi 1a mét trong
cac co ché gdy budn nén va ndn cua opiat va do d6 chi cé thé dung hd trg hodc cac
truong hop noén nhe.

- Co thit co vong: Morphin tuy 1am giam co thit co tron dng tiéu hoa nhung lai
gy co mdt sd co vong nhu co tron khi quan, co Oddi (& éng mat), co vong & duong
dan niéu... do d6 gay tré ngai khi dung giam dau trong dau do s6i mat, soi ni¢u quan.
Tac dung phu nay gap it hon ¢ mét so thé pham tong hop va co thé khic phuc bang
cach ph01 hop thém thudc gidn co vong nhur atropin. Néu gip truong hop co khi quan
bi co thit, gy ngung tho dot ngot do cac ché pham giam dau nhom nay gay ra thi co
thé dung thuéc mém co ngin nhu succinylcholin dé giai quyét. Naloxon ciing duoc chi
dinh cho truong hop nay.

- Gay nghién: Tré ngai 16n nhét khi ding morphin va cac chit cing nhom 1a kha
nang gay nghién.

Tac dung giam dau va tac dung gy nghién ting ty 16 thuan, do d6 c6 mot sb chat
mic du giam dau manh hon morphin nhung khong duoc st dung trong diéu tri nhu
heroin. Tuy nhién, nhiéu céng trinh nghién ctru cho thiy ty 1¢ bi bénh nghién gip rat it
khi st dung cho nhitng bénh nhan bi dau néng, dau do ung thu. Trong cong trinh ctia
Porter va Tick (Boston - 1980) nghién ctru trén 39.941 bénh nhan naim vién dugc giam
sat chat ché, c6 11.882 bénh nhan dung it nhat mot loai thudc giam dau thuoc nhom
morphin nhung chi c6 mdt truong hop (trong 4 truong hop phat hién) bi nghién thuc
su. Nhu vay néu bénh nhan thuc su dau nang thi phai manh dan cho bénh nhan dung vi
opiat s€ dem lai cho bénh nhan mdt trang thai tinh than tot hon, nhd d6 nhiéu trang
thai sinh 1y cling s€ dugc cai thién.

Khoéng ¢6 gidi han trén cho mitc liéu can dung va muc ndy c6 thé cao hon rat
nhiéu so v&i ngudi binh thuong. Tuy nhién nén dung muc lidu thip nhét co hiéu luc
v6i thoi gian ngan nhat ¢ thé dé giam kha nang gy nghién. Ton trong nguyén tic 1 s&
lam giam dugc kha nang gay nghién.

Khi dung kéo dai, néu ngimg thudc dot ngot co thé giap "hoi ching cai thude" do
d6 nhiing trudng hop nay nén giam liéu tir tir, mdi lan khoang 10-20% mirc liéu dang
dung va dung cach ngay trudc khi ngimg han.

- Uc ché ho hap: Nguy co niy ciing tang theo liéu dung

ADR nay thuong gap khi sit dung opiat cho bénh nhan c6 cudong dd dau nhe vi
khi dau véi cuong do manh, cac trung khu ¢ ndo s€ bi kich thich va kha nang ngat va

117



liét ho hap khé xay ra hon. Vi tré dudi 5 tudi, nguy co tc ché trung tim ho hap dé
gip ngay o lidu thap vi sy nhay cam bat thuong cia TKTU va kha nang thim véi cac
opiat qua hang rao mau nao 1é6n hon so vé1 nguoi 16n. Nguyén nhan l1a do kha nang
vuot qua hang rao mau ndo cua céac opiat ¢ tré nhd manh hon & nguoi 1on (hang rao
mau ndo & tré nho chua hoan chinh) va trung tim ho hap ciing dé bi (¢ ché hon. Do d6
céc opiat chéng chi dinh cho tré em duéi 30 thang tudi.

+ Liéu dung ciia morphin sulphat cho tré em trén 30 thang tudi:

. Puong udng: 0,3mg/kg/lan, cach 3-4 gid/lan

. Tiém duéi da hodc tiém bap: 0,1 0,2mg/kg/1an, toi da 15mg, cach 4 gid/lan

. Tiém tinh mach: 0,05-0,2mg/kg, cach 4 gio/lan.

. Truyén tinh mach: 0,01-0,04mg/kg/ gio.

Pé tranh ADR nay, t6n trong chéng chi dinh 13 diéu quan trong nhat. Trong
nhimg truong hop bat budc phai dung cho tré em nhu giam dau cho tré bi bong ning,
ung thu... thi phai nim vitng mac lidu dung va cach dung, phuong phap theo ddi va
cap ctu khi bi ngat.

Can than trong khi st dung cic ché phdm nhém nay cho ngudi gia, ngudi co
bénh tdm phé man tinh vi hay xdy ra liét ho hép.

Thudc giai doc dac hiéu cho cac truong hop nay 1a naloxon

- Tut huyét ap: d& gap khi tiém tinh mach. Vi vay khi str dung duong tiém tinh
mach, nén pha lodng dung dich va chuin bi sin phuong tién cap ctru: ho hap nhan tao,
thudc giai doc dic hiéu (nalorphin) nén dé bénh nhan ¢ tu thé ndm khi tiém dé tranh
hién tuong tut huyét ap thé dung.

3.1.2. Chong chi dinh

- Tré em duéi 30 thang tudi

- Suy hé hap

- Suy gan nang

- Chén thuong nao hodc tang ap luc nodi so

- Trang théi co giat

- Pang dung cac chat IMAO
3.2. Nhom giam dau ngoai vi
3.2.1. Nguyén tic sir dung cdc chit giam dau ngoai vi

Gom bén nguyén tic sau:

1. Lya chon thudc phu hop véi ngudi bénh

2. Tranh vuot qua mirc liéu gidi han

3. Ton trong nguyén tac phdi hop thude giam dau

4. Luu ¥ céac bién phap hd tro khong dung thudc hodc thube dé giam dung khong
mong mudn.

. Nguyén tic 1

Lua chon thudc phit hop v6i ngudi bénh

Viéc danh gia kha ning giam dau ciia thudc nay hon thuéc kia chi co tinh tuong
dbi vi dau 13 phan tmg phu thudc nhiéu vao tam 1y, do d6 thudc duoc chon sé 1a thudc
nao ma bénh nhan cho la thich hop nhét. Néu st dung mot thube nay khong dugc thi
nén thir sang thudc khac cho dén khi tim duoc thude thich hop.

Phu hop véi bénh nhan con c6 nghia 1a phai tinh dén kha ning min cam cia bénh
nhén véi thude. Nhitng bénh nhan c6 co dia di ung, hen thi phai than trong khi dung
cac dan chat salicylat (aspirin), bénh nhan man cam voi sulfonamid thi tranh ding cac
dan chét thudc loai nay nhu nimesulid, celecoxib...
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Ciing nén tinh dén diéu kién kinh té cia ngudi bénh. Nhing dan chét (rc ché chon
loc COX - 2, nhiing dang bao ché dic biét nhu vién sui, vién bao tan trong rudt thuong
dat, tuy c6 giam duoc ty 18 loét da day nhung khong c6 vu thé vuot troi vé giam dau.
Do d6 nén can nhac ky vé hiéu qua/kinh té khi ké don.

. Nguyén tic 2

Tranh vuot qua muc liéu gidi han

MB&i thube giam dau nhom nay déu c6 mot mire liu tdi da cho phép. Pay 1a muc
lidu phii hop v6i kha nang thai trir thuoc clia gan va than. Khi vuot qua muc liéu nay
nguy co gap tac dung khong mong mudn s¢ tang.

Nhimg  truong hop dung dén liéu t6i da cho phép nhung van khong du dap tng
mong muon thi khong khuyen khich tang liéu ma nén phdi hop cac thude giam dau
khac nhom hoac thudc an than dé ting tic dung phu. Tuy nhién phai tén trong nguyén
tic phdi hop (nguyén tic 3).

Bing 10.5. Liéu khuyén cdo véi mét sé thuéc giam dau ngoai vi

S N & A K. . Liéu chong viem
Tén québc té Liéu %1211;11 dau toi | Liéu t;):‘ ga giam thong thudng

da 1 lan (mg) dau (mg) (mg/lan)
Aspirin 650 4000 1200-1500
Diclofenac 50 150 50-75
Etodolac 200 600 200-300
Indometacin 50 150 50-70
Sulindac 200 400 200
Ibuprofen 400 1.200 600
Naproxen 550 1.375 375
Piroxicam 20 40 20
Meloxicam 7,5 15 7,5-15
Celecoxib 200 800 100-200
Rofecoxib* 12,5 25 12,5-50
Paracetamol 1000 4000 -

Tir bang 10.5 c6 thé thiy khi dung véi tac dung chéng viém, mét s thudc nhu
aspirin c6 mirc lidu vuot qua liéu gidi han. Nhitng truong hop nay nén chuyén d6i
thudc c6 kha ‘nang chong viém trong muc liéu gidi han dé c6 thé vira dat tac dung
chbng viém t6t nhung van khong vuot lidu gigi han khuyén céo.

. Nguyén tic 3

Tén trong nguyén tic phdi hop thude giam dau

Khi da tang liéu dén mirc t6i da cho phép ma van khong du tic dung thi phai phdi
hop thém thudc.

Kiéu phdi hop phd bién nhat 1a cac thudc giam dau véi nhau nhung khong duoc
phéi hop hai thudc giam dau co6 cung kiéu ADR nhu nhau. Thudc ndy dugc dung trong
moi cong thirc phdi hop 1a paracetamol.

Vi duy: lidu t6i da 1 1an d6i voi aspirin 1a 650mg, néu & mirc liéu nay van chua du
tac dung thi nén phdi hop véi paracetamol vi paracetamol c6 kiéu tac dung phu khac
aspirin. Néu paracetamol phdi hop thém di & mic licu toi da cho phép ma van chua di
tac dung thi nén phdi hop thém nhém giam dau trung wong, trudc hét 1a giam dau
trung wong loai vira (bang 10.5). Khong dugc phdi hop aspirin vai mot NSAID (thi du
ibuprofen, piroxicam...).
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~ Nhu vay, néu phdi hop theo kié}l vira néu, tac dung giam dau ctia cac ché pham
phoi hop 1a tong cac tac dung ctua thuoc hgp thanh nhung tac dung phu lai khong tang.

Bing 10.6. Mt s6 cong thirc phoi hop thudc giim dau

Kiéu phoi hop Tac dung phu Muc dich
Aspirin Chay mau, loét ong tiéu | Pau co kém viém
Paracetamol hoa
Viém gan (lidu cao)
paracetamol Viém gan (liéu cao) Pau sau md, dau murc trung binh
Codein T40 bon, trc ché ho hip
paracetamol Viém gan (liéu cao) Cam cum
Clorphenyramin Kho miéng, bi dai
Pseudoephedrin Co mach, kich thich TKTU
Aspirin Chay mau, loét ong tiéu | Pau vira
Oxycodon hoa
T40 bon, tc ché ho hip
paracetamol Viém gan (liéu cao) Pau vira va nang, dau do ung thu
Ibuprofen Chay mau, loét éng tiéu
Deztropropoxyphen | héa T4o bén, e ché ho hap

Nguyén tic 4:

Luu ¥ cac bién phap hd tro khong dung thudc hoic thudc dé giam tic dung
khong mong mudn.

Sau ddy 1a cac bién phap khic phuc tac dung khong mong mudn khi st dung
thudc giam dau ngoai vi.

- Han ché loét éng tiéu hoa:

Tét ca cac thudc chdng viém khong steroid (NSAID) déu c6 ADR lién quan dén
chinh co ché tac dung cua thude: do e ché COX-1, lam giam sy tao prostaglandin nén
giam su tao chat nhay va NaHCO3 tai da day, 1am ting nguy co gy loét & ong tiéu hoa
ma chu yéu hay gip 1a loét da day. Tac dung phu nay gap ca khi dung bing duong
tiém hodc boi ngoai trén dién rong lién quan dén kha ning thAm thudc vao mau.

Ngoai xudt huyét tiéu hoa va loét da day, cac NSAID con gdy cac ton thuong &
6ng tiéu hoa dudi (doan cudi ciia rudt non va rudt gia), tic ong tiéu hoa do tao thanh
cac chit hep (dic trung cua ton thuong rudét do NSAID). Tai bién nay thudng gip voi
cac dang thudc phong thich cham va dang vién bao tan trong rudt.

Do tan thap va do kich tmg cao ctia ché pham do tinh acid cta phan tir lam trim
trong thém tac dung phu nay.

Pé giam bat tac dung phu trén 6ng tiéu hoa co thé co cac cach xur tri sau:

- V6i vién nén tran (khong c6 mang bao dic biét): udng thudc vao bira an va nhai
vién thudc, uéng kém theo mot cdc nude to (> 200ml).

- Tao vién bao tan trong rudt, loai vién nay phai udng xa bita dn néu la bao ca
vién.

- Tao vién sui bot hodc cac dang dung dich udng: thi du goi bot aspegic.

- Céc dang bao ché sir dung cac ta dugc "che ch¢" nhu [3 cyclodextrin cling nham
muc dich giam sy tiép xtc tryc tiép cua phan tir thuée voi niém mac 6ng tiéu hoa (da
day - rudt).

- Luong nudc udng phai 16n (200ml - 250ml).
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- Ciing c6 mot sd tac dung khuyén dung kém cac thudc chéng loét da day nhu
cac chat khang thu thé Ha (ranitidin, famotidin), cac chat chen bom proton (omeprazol,
lanzoprazol...). Tuy nhién, do can tro vé gia thanh diéu tri cling nhu tac dung phu cia
thudc phéi hop nén chua c6 mot phac dd chinh thirc nao dugce chap nhan chinh thirc.
Can luu ¥ han ché viéc dung cac antacid va cac chit bao boc niém mac vi hiéu qua
kém va gy tuong tac din dén giam néng dd NSAID.

- Prostaglandin (cytotex) 1a mot chat phdi hop rat tot dé giam kha ning gy loét
da day cua ciac NSAID nhung gan day khong con dung nita do ¢ nhiéu tac dung bét
lg1, dac biét 1a gay ia chdy & mot ty 1€ 16n bénh nhan.

- Viéc ra doi nhiing thude e ché chon loc COX - 2 (bang 10.7) trong nhing nam
gin day nhu meloxicam (Mobic), celecoxib (Celebrex), rofecoxib (Vioxx)... ciing da
giam duoc dang ké (khoang 50%) ty 1€ loét da day nhung tinh vu viét cia nhom nay
con can c6 thoi gian dé kiém ching vi da thay c6 nhitng ADR khac ciing nguy hlem
khong kém cho bénh nhén; thi du dién hinh nhét 14 viéc ngimg luu hanh rofecoxib gan
day do tai bién tram trong tén tim va dot quy.

Bing 10.7. Mt s6 chit thudc nhém tec ché chon loc COX-2 (cac Coxib)

T Tén quoc té Biét duoc Hing sin xuét
1 | Celecoxib Celebrex Pharmacia/Pfizer
2 | Rofecoxib Vioxx Merck & Co
3 | Valdecoxib Bexta Pharmacia
4 | Etoricoxib Acroxia Merck & Co

- Han ché chay mau:

Tac dung gdy chay mau, mit mau kéo dai xay ra khong phu thudc vao lidu.
Nguyén nhén 1a do cac NSAID lam giam két tip tiéu cdu nén kéo dai thoi gian déng
mau. Tac dung ndy giy nguy hiém khi st dung cho nhimg bénh nhan c6 tang chay
mau (hemophilia) hodc bénh ly Xuat huyet (s6t xudt huyét). Khong duoc st dung
trong nhitng truong hop sbt c6 xuat huyét va tang chay mau.

Tac dung nay duogc ap dung trong diéu tri dé ngira déng mau nhim tranh céc tai
bién mach vanh, nhdi mau co' tim. Thudc thuong sir dung la aspirin va asplrln co tac
dung e ché chirc ning tiéu cau khong hdi phuc va chi can dung & muc lidu thap nhiéu
so voi lidu dé giam dau - ha sot - chéng viém. Khong dung cac oxib cho muc dich nay.

Aspirin c6 thé ngin ngira tai bién do tim (bénh mach vanh, nh6i mau co tim...)
nhung lai ting nguy co dot quy va xuét huyét, do dé chi nén dung cho bénh nhan cé
nguy co bénh tim 16n hon nguy co dot quy. Cac cong trinh nghién ciru cho thay khong
thé ké don aspirin dé ngin ngira bénh mach vanh khi chua danh gia thuc sy nguy co tai
bién mach vanh cia ngudi d6. Chi nén dung néu nguy co tai bién mach vanh tir
1,5%/nam tr¢ 1én. Nhitng ngudi c6 nguy co < 0,5%/nam s€ gap nguy co 16n hon loi
ich va tir 0,5-1,5%/nam ciing it duoc lgi hon khi dung bién phap phong ngira bang
aspirin.

Khi str dung cac chat NSAID kéo dai, mat mau khong nhin thdy qua phan hang
ngay dan dén thiéu mau do sit. Cac chat oxib khong c6 ADR nay.

Paracetamol 1a mot thudc giam dau ngoai vi c6 tic dung phu hon aspirin trong
khi cuong d¢ gidm dau nhu nhau, dac biét gidm dugc tac dung phu gdy chay mau kéo
dai (ty 1¢ gdy ADR nay chi 1/1000 < ADR < 1/100); go d6 nhiing truong hop aspirin
c¢6 chdng chi dinh do ¢6 nguy co xuat huyét thi paracetamol déu cé thé dung thay thé.
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Vi dy, bénh nhan loét da day - t trang, bénh nhan c6 bénh 1y xuat huyét: st xuat
huyét, chdy mau da day, bénh ua chay mau (hemophilia)...

- Man cam: Mot sb tac dung khac ciing hay gap voi cac NSAID va ca voi
paracetamol, d6 la hién tuong man cam voi thudc. Hién tuong nay hay gap nhat khi
ding aspirin: ban do ¢ da, may day, hen, sdc qua man va thuong xay ra ¢ cac bénh
nhan c¢6 tién s di ung, cobénh hen, polyp miii, hodc sOt (ddc biét 1a s6t do virus); vi
vay phai than trong khi dung cho nhiing bénh nhan c6 co dia di img hoac da co tién st
di ung, hen do dung aspirin.

Hoi ching Reye ¢ bénh nhéan nhi (< 18 tudi) khi dung aspirin dé ha sét do nhiém
virus dan dén tur vong da dugc xac nhan, chinh vi vay khong dugc dung céac ché phém
NSAID dé ha sét cho tré em; nhitng truong hop nay paracetamol an toan hon.

Hoi chimg Reye (Reye's syndrome) 1a hoi ching ndo cap va than nhiém md &
gan thuong gap sau khi nhlem virus cdp (cim, thuy dau) hodc sir dung cac chat chong
viém dan chat salicylat; néu sir dung salicylat & bénh nhan cum thi nguy co gdp hoi
ching Reye tang 1én 35 lan. Do d6 str dung cac salicylat ¢ tre < 18 tu01 la khong dugc
phép trir mot sé trudng hop nhu viém khép dang thip & lira tudi thanh thiéu nién
(Juvenile Rheumatoid Arthritis).

- Han ché viém gan, hoai tir gan:

Day 14 tai bién thuong gip do dung vuot qua mtrc lidu cho phép véi paracetamol,
hau qua dang ngai la gy viém gan, lidu cao c6 thé gay hoai tir gan (> 10g v6i nguoi
16n va > 3g véi tré em dudi 2 tudi).

Can dic biét luu y khi sir dung paracetamol cho nhitng bénh nhan c6 tén thuong
than vi c6 thé giy ting nong d6 mau ngay & muc liéu diéu tri. Do paracetamol c6 rat
nhiéu biét duoc nén phai than trong khi phdi hop thudc dé tranh qua lidu do phdi hop
cung mat thuéc v&i cac biét duge khac nhau. Khong chi doc véi gan, st dung
paracetamol kéo dai con c6 thé gy ton thuong thin.

3.2.2. Céc twong tdc bit lpi cin trdnh

Cac twong tac dwoc luc hoc:

- Khéng phéi hop cac NSAID véi nhau vi tac dung phu loét dudng tiéu hoa va
chay mau s& ting. Vi muc dich ting tac dung giam dau khi d3 dung dén muc lidu t6i
da cho phép (bang 10.2) thi nén phdi hop NSAID véi paracetamol va néu can véi ca
cac thudc giam dau trung wong nhu codein, dextropropxiphen.

- NSAID c6 thé 1am giam hiéu qua dao tao cua cac thudc chong ting huyét ap
(dic biét 1 ciia nhoém e ché men chuyén ACE) giam tac dung cta thudc lgi tiéu.

- Thudc loi tiéu 1am ting nguy co mat dich ngoai bao, do d6 1am thay doi thé tich
phan bd cua NSAID; vi vay phai theo ddi chat ché chirc niang thinh giac va chirc ning
than dé tranh tac dung phu 1én cic co quan nay.

- NSAID lam ting nguy co chdy méau trim trong khi ding dong thoi véi cac thude
chéng dong mau khac. Giam sat thoi gian dong mau dé hiéu chinh lai liéu thudc chng
dong mau, theo ddi chit ché cac dau hiéu xuat huyet (mau trong phan), dinh lugng
hematocrit 1a nhimg viéc can phai lam thuong xuyén trong qua trinh diéu trj kéo dai.

- Stir dung cac NSAID, dac biét 1a céc salicylat cung véi rugu lam tang nguy co
xuat huyét tiéu hoa.

- Cac salicylat 1am giam bai xuat acid uric qua nudc tiéu, do d6 khong dung giam
dau khi bi bénh gout.
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Twong tac dwogc dong hoc:

- Do ty 1¢ lién két véi protein cao (> 80%) nén thudng gap tuong tac ¢ giai doan
phan bd khi ding dong thoi voi methotrexat, cac thudc chong dai thao duong dang
udng... vi lam tang nong do tu do cua thudc ph01 hop dan dén tang doc tinh.

- Céc thudc co thé gay kiém hoa nudc tiéu (cac antacid) hodc acid héa nude tiéu
(vitamin C li¢u cao) lam thay doi thai trir ciia cac NSAID c6 ban chat acid, do d6 anh
huong dén do dai tac dung.

3.2.3. Chong chi dinh

V61 paracetamol:

- Man cam v&i paracetamol

- suy gan

- Tién st eczema do tiép xuc v6i paracetamol (nguy hiém khi tiép xuc véi
prodafalgan).

Véi cdc thudc chéng viém khong steroid:

- Tién st di tng véi aspirin (hen, ban da, may day, séc qua man).

- Loét da day - ta trang

- Bénh 1y xuit huyét (sot xudt huyet giam tiéu cau...)

- Nhiém virus (dic biét nguy hiém néu dung aspirin)

- C6 thai 3 thang cudi

- Phdi hop véi vitamin K hodc methotrexat
4. KET LUAN

Thudc giam dau 13 mot nhom thude duge dung rat rong rii, tuy chi dé giai quyét
triéu chimg nhung khong thé thiéu trong moi trudng hop c6 dau. Cac thudc giam dau
ngoai vi déu 1a thuc khong can ké don (OTC) nén vai tro hudng dan sir dung chu yéu
thudc vé duoc si.

Ném vitng cac nguyén tic st dung, cac bién phap khic phuc tac dung phu va tén
trong chéng chi dinh 1a nhiing kién thtrc can thiét ma mdi duogc si phai thuc hién dé sur
dung hop 1y an toan nhém thude nay.

Danh muc tai liéu tham khio

1. Bd mon Duogc 1am sang — PH Dugc HN (2005), Bai giang bénh hoc,
NXB 'Y hoc.

2. BO mon Dugc 1am sang — DPHYHN (1996), Giéo trinh Duwoc Lam sang va
diéu tri, NXB Y hoc.

3. B6 moén Dugc ly truong Pai hoc Dugc Ha ndi 2005, Duoc ly (1+2), NXB
Y hoc.

4. BOY té (2002), Duoc thi Quoc gia, Hoi dong Dugce thu xuét ban
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Bai 11
NGUYEN TAC SU DUNG VITAMIN VA CHAT KHOANG

Vitamin va chat khoang 1a nhing yéu t6 can thiét cho suc khoe mdi nguoi,
cling gidng nhu rau, qua, thit, ca, ngi coc... Day la nhung hop phan khong the thiéu
dugc cho doi sdng nhung so voi thuc pham va ngil cdc thi sd lugng can thiét rat nho
nén con goi 13 vi chat dinh dudng. Piém gidng nhau giita vitamin va hormon 13 ca 2
loai déu thudc nhém chét c6 hoat tinh sinh hoc cao nhung hormon thi dugc co thé tao
ra con vitamin thi duge dua tir ngoai vao theo thic an (trong da sb truong hop).

Céc vitamin va chat khoang thuong dwugc ban nhu nhing thuéc khong ké don
dudi nhidu dang don 1é hodc phdi hop, v6i cac ham luong khac nhau da gay khong it
lang ting cho ngudi sir dung. Ciing do dugc ban tu do tran lan va tuyén truyén khong
chinh x4c vé tac dung nén trong thuc té da tao ra sy lam dung, gy nhiing tai bién
nghiém trong do thira vi chét.

Xuat phat tir cac dic diém trén, chuyén dé nay nham cung cip mot s6 thong tin
can thiét, gitip cac duoc si c6 du kha ning tu van cho ngudi dung va bac si diéu tri
trong viéc lya chon va str dung thudc gop phan vao viée nang cao hiéu qua diéu trji dé
dat muc ti€u "hiéu qua - an toan - kinh té" trong su dung vi chat dudi dang thude.

1. NHU CAU HANG NGAY VE VITAMIN VA CHAT KHOANG

Nhu cau hang ngay vé vitamin va chat khoang ddi voi ngudi binh thuong duoc
ghi trong bang 11.1. Sb liéu nay dya theo tiéu chuan ctia Vién han 1am khoa hoc My
va duogc "Cuc Thuc phdm va Thudc" (FDA) cua My 1y lam thong tin dé lwa chon bd
sung vi chat dinh dudng hién nay. Tiéu chuén nay duoc nhiéu nudc sir dung, dic biét
la céc nude ndi tiéng Anh. Tiéu chudn cua Phap ciing tuong tu, chi khac nhau chut it &
mdt vai vitamin (A, B12...) nhung khong sai khac dang ké. Viét Nam khéng c6 s liéu
riéng trong linh vuc nay, do d6 ching t6i dung tiéu chuan ciia My cho d& hoa nhdp voi
cac nudc trong linh vyc.

Bing 11.1. Liéu khuyén cdo bo sung vitamin va chit khodng hang ngay (US-RDA)

Vitallzlgnlvil chit BV | Dusi1 i | Tir 14 tTu%ei”Vg C6 thai va
oang tuoi 1 cho con bu
nguoi lon
Vitamin A U 1.500| 2.500 5.000 8.000
Vitamin D U 400 400 400 400
Vitamin E U 5 10 30 30
Vitamin C mg 35 40 60 60
Vitamin B1 mg 0.5 0,7 15 1,7
Vitamin B2 mg 0.6 0,8 1,7 2
Vitamin B3 (PP) mg 8 9 20 20
Vitamin B6 mg 0.4 0,7 2 2,5
Vitamin B12 mg 2.0 3 6 8
A folic (B9) mg 0.1 0,2 0,4 0,8
Biotin (B8) mg 0.5 0,15 0,3 0,3
A.pantotenic (B5) mg 3 5 10 10
Calci (Ca) mg 600 800 1.000 1.300
Sat (Fe) mg 15 10 18 18
Phosphor (P) mg 500 800 1.000 1.300
lod (1) ug 45 70 150 150
Magnesi (Mq) mg 70 200 400 450
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K&m (Zn) mg 5 8 15 15

Pong (Cu) mg 0,6 1 2 2

S6 lugng ghi trong bang thoa man nhu cdu moi ddi twong & cac nhom tudi twong
mg theo tiéu chuan ctia My (UI) viét tat 1a US - RDA (US - Recommended Daily
Allowancges).

Thuc ra nhu cau hang ngdy can dwa vao theo thic in (Recommanded Dietary
Allowances) thip hon luong c6 trong bang nhung sy chénh 1éch gitra viéc bude dudi
dang thudc so v6i yéu cau b sung tir thue pham chi gip voi hai vitamin:

Vitamin A: nhu cau b6 sung duéi dang thudc 12 5.000 UI con bo sung theo thuc
pham chi 3.300 (UI).

Vitamin B12 nhu cdu b6 sung dudi dang thudc 1a 6pg, con bd sung theo thuc
pham chi 2pug.

Con vé1i cac vitamin khac hai mirc nay khong khac nhau.

Luong ghi trong bang 11.1 dugc coi 1a tiéu chuan dé bo sung khi thiéu vitamin
va chat khoang va dugc cic nha bao ché dung 1am co s¢ dé san xuat cic ché pham
multivitamin.

Trong s cac _vitamin, vitamin K it gdp trong cac ché pham hén hop vi thuc té
lwong vitamin K can cho nhu cau hang ngay co thé bao dam nhd hé vi khuan duong
rudt. Bo sung vitamin nay chi can thiét dbi voi tré so sinh vi & ddi tugng nay hé vi
khuan duong rudt chwa phat trién day du hodc v6i bénh nhan sir dung kéo dai khang
sinh duodng uéng nén hé vi khuan duong rudt bi huy hoai. Do vitamin D dugc dy triv
trong gan nén viéc bd sung ciing don gian: dung 1 liéu 0,5-1mg qua dudng tiém bép.
Viéc cho thém vitamin ndy vao ché phdm multivitamin khong c6 loi do nguy co giy
tang dong mau & bénh nhan c6 bénh tim - mach.

Véi cac nguyén td vi luong 1a khoang chét, co mot s6 khong cé trong bang nhu:
Mangan, fluor, crom, molypden bdi vi thuc chét rat it khi bi thiéu; do d6 véi nhimg
chat nay, ngudi ta chi cong bd nhirng s liéu vé pham vi an toan cho phép dé tranh dua
thura (bang 11.2).

Bing 11.2. Pham vi an toan cho phép doi véi mét sé chit khodng (Liéu hang ngay).

Tudi Mangan Fluor Crom Molypden
(niim) (mg) (mg) (19) (19)
<1 0.6-1 02-1 20 -60 20 - 40
1-3 1-15 05-15 20 -80 25-50
46 15-2 1-25 30-120 30-75
7-10 2-3 15-25 50 - 200 50 - 150
>11 2-5 15-25 50 - 200 75 - 250

Vi fluor, cac ché pham multivitamin it bo sung chat nay vi né dugc bo sung vao

ngudn nudc sinh hoat cin cir vao mirc d6 thiéu cua timg viing, nong do thich hop trong
nude tir 0,3 dén 0,7 ppm hodc thém vao thudc danh rang.
2. THIEU VITAMIN VA CHAT KHOANG
2.1. Nguyén nhan thiéu

Céc vitamin va chat khoang luén c6 san trong ngii cdc va thuyc pham (gao, mi,
thit, cd, trimg, sira, rau, qua...) vi vay d01 \(1 nhu:ng nguoi khong ¢ qua trinh roi loan
hap thu ¢ duong ti€u hoa (ia chay, tic mat, viém tuy, loét da day - ta trang...) va
khong an kiéng, c6 ché do an can dbi véi thuc pham dam bao chat lugng thi khong bao
gio thiéu va khong can bo sung.
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Thiéu céac chat nay co thé do nhitng nguyén nhén sau:
2.1.1. Do cung cdp thiéu

Cac nguyén nhan lién quan dén vién dua khong du vitamin va chit khoang vao
co thé bao gom:

- Chét luong thyc pham khong bao dam:

+ Ngil cdc dé 1au ngay s& bi mbc s& giam luong cac vitamin nhém B ¢6 trong 16p
vo 4o cua hat (gao, mi...). Rau qua 0a, héo hoac bao quan lanh lau ngay lam giam
lugng vitamin C.

+ Khau ché bién khong dung ciing c6 thé lam giam luong vitamin mdc du chat
luong thuc phém ban dau tot. Vi du: Céc vitamin nhém B va C déu dé hong trong moi
truong kiém, khi tiép xtic v&i kim loai, nhiét dd cao hodc cac chét oxy hoéa. Noi chung,
cac vitamin tan trong nudc d& bi hong hon cac vitamin tan trong dau va khéng ¢ du
trit trong co thé nén dé gap hién tuong thiéu hon.

- Do chét dat va ngudn nudc ¢ tung dia phuong: Vung nui da voi gay thura calci
nhung lai thiéu iod do chit ny bi can trd hap thu khi dua cung calci. Chat d4 va nudc
& mot sd ving c6 ham luong iod hodc fluor thap gay bénh budu cd dia phuong, hong
rang...

- Do an kiéng: An kiéng do tap tuc ton gido gy thiéu mot sb vi chit c6 ngudn
géc tur thuc phém dong vat nhu vitamin B12, vitamin D, sdt... con an kiéng dé giam
can thi thiéu gan nhu toan bo vi chat vi ché do dinh dudng nghéo nan.

- Nghién ruou: Ngudi nghién ruou c6 bita an thiéu ca vé chat va lugng; thém vao
d6, ethanol tir regu dung kéo dai gy ton thuong hai dudng tiéu hoa, giam kha ning
hép thu cac vitamin nhém B. Nghién ruou gy xo gan dan dén giam kha ning du trix
vitamin cta gan, gdy tic mat lam giam hap thu vitamin tan trong dau, thiéu albumin
1am giam hap thu vitamin A.

2.1.2. Do réi loan hdp thu

- Suy dinh dudng, ia chay kéo dai, nghién rugu, tdc mat... déu 1am giam hip thu
cac chét, trong d6 co vi chit dinh dudng.

-0 nguoi cao tudi, su thiéu vi chat 1a do su giam chtc ning cua hé tiéu hoa:
giam su tiét dich vi, dich mat, dich tuy... va su hoat dong kém hi€u qua cta cac co ché
hép thu tich cyc qua niém mac rudt. Thém vao do, do nhu dong rudt yéu, hay bi tado
bén nén cac bénh nhan cao tudi thuong dung thudc nhuin trang kéo dai ciing 1a mot
nguyén nhén can tré hip thu cac chit.

- Réi loan hép thu c6 thé do mot s bénh duong tiéu hoa nhu viém tuy, tic mat,
loét da day - ta trang...

2.1.3. Do nhu cdu co thé ting nhung cung cdp khéng dii

Phu nit c6 thai, cho con bu, thiéu nién tudi day thi hodc bénh nhan sau 6m day,
sau mo, nhiém khuédn kéo dai... déu c6 nhu cau vé vi chat dinh dudng ting hon binh
thuong. Nhitng truong hop nay néu duoc bd sung tt bang ché d6 an udng thi khong
can dung thém vitamin dang thudc. Udng hodc tiém vitamin chi can khi khong an
duoc do rbi loan tiéu hoa hodc in khong du (do mét moi, chan an...).

2.1.4. Cac nguyén nhdn gdy thiéu dic biét khdc
. Bénh nhan dugc nudi dudng nhan tao hoan toan theo dudng ti€ém (TPN)

Vi cac chét dinh dudng chi don thuan 13 hop phan cung cap protein, glucid, lipid,
lai c6 d6 tinh khiét cao doi héi ciia duong dua thudc nén khong hé c6 vitamin va chat
khoang; trong truong hop nay phai dua hdn hop ca vitamin va chit khoang thi cac chat
dua vao méi chuyén héa dugc.

. Bénh nhan c6 khuyét tat di truyén. Vi du cac trudng hop sau:
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+ Coi xuong do thiéu men o-hydroxylase ¢ than. Truong hop nay hiém gap
nhung néu gap thi rat khac dleu tri va phai dung vitamin lidu rat cao.

+ Bénh thiéu hut yeu t6 noi (de hap thu B12) do di truyén dan dén nhimg thoai
trién ¢ hé than kinh phdi hop voi thiéu méau, bénh gap o tré nho mot vai thang sau khi
sinh. Truong hop nay phai dung B12 duong tiém dé diéu tri.

. Tré so sinh, dic biét 1a so sinh thiéu thang hay thiéu vitamin K. Do d6 dé tranh
nguy co xuat huyét nio, nguoi ta tiém vtk K1 cho cac chau méi lot long.

. Thiéu do tuong tac thude:

- Cac chat lam giam hap thu vitamin: thudc khang folat (sulfamid,
methotrexat...) [am gidm hap thu vitamin nhém B do can tr& co ché van chuyen tich
cuc qua niém mac rudt; thudc nhuédn trang dang dau khoang (dau parafin), thudc giam
tan da day (antacid) can tré hap thu cac vitamin A.

- Do su canh tranh khi hap thu. Diéu nay xdy ra do lam dung cac dang thudc nay
& liéu cao, nhu cac trudng hop sau:

+ Liéu cao vitamin E dan dén su can kiét du trir vitamin A hodc giam hép thu
vitamin.

+ Thira Molybden giy ting dao thai ddng (Cu), thira k8m (Zn) can tré hip thu va
st dung Cu va Fe.

2.2. Xir tri khi thiéu vitamin va chat khoang

Phat hién nguyén nhan gy thiéu va loai bo n6 1a viéc phai lam dau tién

Vi du:

- Néu thiéu do rdi loan hip thu thi phai diéu tri cac bénh lién quan (ia chay, suy
gan, tic mat...).

- Thiéu do cung cip khong du cho nhu cau thi phai tang cuong thém khau phan
an hodc su dung thém vitamin va chét khoang khi thiéu trim trong hodc trong truong
hop chua c6 diéu kién stra ddi lai ché d6 an, thi du bénh nhén thiéu vitamin A, thleu
sit & bénh nhan ngheo, nhiing nguoi ma hop phan dinh dudng chu yéu 1a ngii coc va
rau. Truong hop thiéu iod & mot sé dia phuong do dic diém dia 1y ciing phai bu iod
theo dang muoi tron iod.

Tat ca cac yeu t6 gay thiéu vitamin va chét khoang da néu trén gdy ra loan
chuyén hoa céac chit. Thuong thi it co hién tugng thiéu don doc mot chat trir nguyén
nhan thiéu do khuyet tat di truyén hodc do twong tac thudc, vi vdy viéc bd sung
vitamin du6i dang hon hop c6 hiéu qua hon dung cac chit don 1é. Ty 18 phdi hop cua
cac cong thirc khac nhau nén khi lya chon phai cin ctr vao nguyén nhan gy thiéu dé
b sung cho phit hop (xem muc 4. Lua chon ché pham).

3. THUA VITAMIN VA CHAT KHOANG
3.1. Nguyén nhan gay thira va hau qua
3.1.1. Thira do ché dé in

- C6 mot s6 tai liéu mo ta hién tuong thira vitamin A, tham chi ca ngd doc cua
tho dan phuong bic (gan Bic cuc) do dn gan giu trang.

- Thira beta-caroten do an kéo dai nhimng thuc pham giau chat nay thé hién bang
hién tuong nhuém vang da, nhd d6 nhiing trudng hop nay it nguy hiém vi ngudi sir
dung tu dong bo thirc an do.

No6i chung, thira vitamin do n udng it gip vi co thé ¢ co ché tu diéu chinh trong
qué trinh hap thu qua duong tiéu hoa.

3.1.2. Thira do lam dung vitamin va chit khodng dwdi dang thuéc
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Day la nguyén nhan hang du hay gip nhat. Can nhic lai rang nhiing ngudi khoe
manh, khong c6 réi loan hip thu va an véi ché d6 an du cac chét thi khong bao gio
phai dung tiém vitamin hodc chit khoang dudi dang thudc. Néu nhitng d6i tugng nay
thudng xuyén udng vitamin, dic biét 1a vitamin tan trong dau (A, D) thi d& gip cac rdi
loan do thtra vitamin.

. M6t s6 nguyén nhan dan dén thira vitamin:

- Tré dudi 1 nam tudi duge cho dn bang cac hdn hop thay thé sira me c6 bo sung
vitamin D & liéu khong thich hop véi ltra tudi ¢6 thé bi thira vitamin nay. Viéc bo sung
thudng xuyén vitamin véi lidu > 400IU/ngay cho tré duéi 1 nim khée manh 13 viéc
lam nguy hiém vi din dén ting mic Ca/méu, tham chi con c¢é thé giy suy than va tir
vong.

- Tré em dudi 4 tudi thudng xuyén udng vitamin A c6 ham luong >
5.000IU/ngay c6 thé bi ngd doc man tinh véi triéu chimg dau xuong, ban dd, viém da,
troc vay, viem miéng. .. Néu dung lidu vitamin A > 100.000 IU/ngay c6 thé giy phong
thop, co giat, tang ap luc so ndo ¢ tré nhod.

- Phu nit ¢6 thai dung kéo dai vitamin A > 5.000 IU/ngay trong khi vin dn uéng
day du va hip thu tt s& co nguy co thira vitamin A, giy quai thai.

- Vitamin C tuy thudc nhom tan trong nudc nhung khi dung thuong xuyén, dac
biét la lidu cao ciing gy khong it tai bién: ia chay, loét duong tiéu hoa, viém duong
tiét nidu, va dic biét 1a soi than (ty le gap cao ¢ bénh nhan co tién st bénh nay). Dang
tiém tinh mach gdy giam st bén hong cau, rut ngan thot gian dong mau.

- Cac ché pham vitamin B (hdn hop 3B) liéu cao gay thira vitamin B6 véi cac
biéu hién rdi loan thén kinh cam giac, thtra vitamin B12 vdi triéu chung thira coban
(Co) gay tang san tuyén giap, bénh co tim va tang hong cdu qua mic.

. Mot s6 nguyén nhan dan den thira nguyén to vi lugng:

- Thira sét (Fe): Ngod doc sit & tré em dudi 5 tudi kha phd bién do udbng qua liéu,
hau qua dan dén tir vong.

- Thura Tod (I2): sir dung trén 6mg/ngay s€ gay uc ché hoat dong cua tuyén giap,
gay nhuoc tang giap. Néu ngudi me mang thai b sung Iod khéng hop 1y, gy thira Iod
thi hdu qua s€ xay ra voi thai nhi: nhuoc nang giap ¢ tré so sinh, sinh ra tré dan don
nhu khi thiéu nguyén té nay hodc gay phi dai tuyén giap bam sinh.

- Viéc dua mot vi chit nao dé cling gy ra su thiéu mot vi chat khac theo co ché
canh tranh.

- Sy thira cac nguyén t6 vi luong gdy hau qua nghiém trong hon so véi thira
vitamin vi chiing c6 pham vi diéu tri hep.

3.2. Cac bién phap tranh thira vitamin va chat khoang

Vi hién tuong thira da phan do str dung cac chat nay dudi dang thudc khong hop
1y, do d6 nhing kién thirc vé st dung nhom thudc nay s& gop phan nang cao tinh an
toan trong diéu tri.

- Than trong khi st dung cac ché pham c6 ham luong > 5 lan US - RDA. Trong
truong hop can dua khi thuc su co hién tuong thiéu mot chat nao d6 thi tot nhat nén
dung dang don 1é dé tranh hién tuong thira cac vitamin tan trong dau.

- Khi dung thubc ¢ dang hdn hop vitamin va chat khoang phai phéan biét cic cong
thitc danh cho tré dudi 1 tudi, cho tré dudi 4 tudi va cho ngudi 10n. Cong thirc danh
cho nguoi 16n thuong duoc tinh cho Ita tudi tir 11 tudi trd 1én.

- Trong nudi duodng nhan tao hoan toan ngoai duong tiéu héa (TPN), viéc bd
sung vitamin 14 bat budc dé duy tri kha niang chuyén héa cac chat nhung liéu luong
chat can dugc phai tinh todn dya trén tinh trang bénh 1y cta ting bénh nhan. Co thé
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dung nhimg 6ng hdn hop vitamin va chit khoang dong san hodc 1y riéng 1¢ timg chét
roi phdi hop theo ty 1¢ mong mudn. Céac cong thic tinh todn dugc trinh bay trong
phan "Nudi dudng nhan tao" trong chuong trinh cao hoc.

- Bénh nhan tham tich mau chi nén b6 sung hén ‘'hop vitamin tan trong nudc vi
trong truong hop ndy vitamin tan trong dau khong bi mat trong qua trinh tham tich.

- Puong dua thudc wu tién trong moi truong hop la duong udng vi tranh duoc
nguy co thira nho qua trinh ty diéu chinh khi hip thu cua ong tiéu hoa thong qua chat
mang (carrier). Duong tiém chi dung trong truong hop co ché hap thu qua ong tiéu hoa
bi t6n thuong (nén nhiéu, ia chay...) hodc khi cdn bd sung gap vi chat, trong nudi
dudng nhan tao ngoal duong ti€u hoa (TPN).

4. LUA CHON CAC CHE PHAM
4.1. Céc ché pham chi vitamin

Céc ché pham chira vitamin c6 thanh phan va ham luong rat da dang nhung tam
thoi co thé phan l1am 2 loai sau:
4.1.1. Cac logi vitamin don lé

Uu diém cua loai ndy 13 gia ré va phu hop véi trudng hop chi thiéu mét loai
vitamin nao d6. Vi du: véi cac loai vitamin dé hong do ché bién hodc bao quan thuc
phém nhu vitamin B1, B6, C; hodc thiéu do khuyét tat di truyén gay thiéu vitamin D,
vitamin B12... (xem phu luc vé dic tinh céc vitamin).

Loai don 1é¢ con phuc vu cho muc dich diéu tri voi tac dung dac hiéu co thé
khong lién quan dén coéng dung cua vitamin. Vi du: vitamin PP dudi dang acid
nicotinic liéu cao dé giam lipid mau, vitamin B12 dudi dang hydroxocobalamin dung
trong giai doc cyanur...

Trén thi trudng c6 nhiéu dang vitamin don 1¢ c¢6 ham lugng cao hon nhu cau
hang ngay (RDA). Str dung cac dang vitamin don lé thuong r¢ tién hon dung cac ché
pham phdi hop nhung chi ¢ hiéu qua khi biét chic chin chi thiéu nguyén t6 d6. Ciing
c6 nhitng truong hop st dung vitamin hoan toan vdi muc dich khac, vi du: vitamin
B12 duéi dang hydroxocobalamin véi lidu rat cao (0,1g/kg, tiém tinh mach) dugc
dung dé giai doc cyanua (diéu tri phdi hop).

4.1.2. Cdc loai vitamin phéi hop
. C6 rat nhiéu kiéu phdi hop

- Phéi hop ddy du cac thanh phan nhu bang 11.1.

- Phéi hop chi cac loai vitamin tan trong dau

- Phéi hop chi cac loai vitamin tan trong nuéc

. Ham luong ctia mdi chat trong cong thirc cling rat khac nhau:

- Ham lugng theo tiéu chuan bang 11.1

- Ham luong cao gap hang chyc, tham chi hang trim hoic hang nghin 1an so voi
tiéu chuan ¢ bang 11.1.

. Muc dich phéi hop ciing rat khic nhau:

- Pa phan 1a dé bu vitamin khi thiéu tram trong.

- Tuy nhién cling c6 nhiéu kiéu phéi hop hoan toan dé diéu tri véi muc dich
khong lién quan dén tac dung trén chuyén hoa. Vi du: hdon hop 3B (Bl + B6 + B12)
ham lugng cao con dung dé giam dau trong céc trudng hop dau c6 lién quan dén ton
thuong day than kinh, hon hop cac vitamin co tac dung chong gbc tu do (antioxidant)
nhu A + E + C dung véi tac dung chdng 130 hoa.

- Cac loai ham lugng cao dic biét nguy hiém khi dung kéo dai do kha nang tich
luy hodc do tac dung phu.
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4.2. Cac ché pham chira chit khoing

Phén 16n cac chit khoang rat san co trong thién nhién (nudc ubng, thirc dn) va
vai tro sinh ly thuong di kém voi vitamin. Tuy nhién, so vo1 vitamin, pham vi an toan
ctia chat khoang, ddc biét 1a nguyén t vi luong rat hep. Ciing vi Iy do nay, trong céc
ché pham c6 chira chat khoang thudng phdi hop véi cac vitamin. Piéu dang luu y la
cac chat khoang khi ding don doc c6 ham lugng kha cao nén khi sir dung phai rat than
trong vi nhitng nham 1an d& dan téi tai bién déng tiéc, tham chi c6 thé tir vong,

Nhitng chat khoang c6 nhu cau hang ngay trén 100m duoc goi 12 nguyén té da
luong.

Nhitng chit khoang c6 nhu cdu hang ngay dudi 100mg dwoc goi 1a nguyén té vi
luong.

Sau déy 1a nhitng diém can luu ¥ khi st dung cac ché pham khoang chét c6 chira
calci va sat:

4.2.1. Calci (Ca)

Calci 1a thanh phan co ban trong cau tao cia xuong, ¢ vai tro quan trong trong
hoat dong cta than kinh va co co, 12 mét trong nhimg ycu t6 dong mau.

Thire an hang ngay co6 du calci cho nhu cau co thé. Nguon calci tir sita la phong
pht nhét va d& hap thu hon ca.

Luong calci trong mau duoc diéu hoa boi vitamin D va hormon can giap (PTH)
dé gitr muc calci huyét hang dinh tur 8,5-10,5mg/ml.

Thiéu calci ¢6 thé gip & tudi day thi, phu nit c6 thai, cho con bd; nhing truong
hop nay nhu cdu c6 thé ting t6i 50%, dung corticoid (tang thai calci), nguoi cao tudi
hoac dung keo dai antacid (giam hép thu calci).

Thiéu calci cap tinh gy co git kiéu tetani; thiéu truong dién giy coi xwong (&
tré em) va x4p xuong (6 ngudi 16n).

Thira calci thudng do lam dung thude. D4u hiéu tang calci huyét bét dau khi hién
tuong cali dua vao co thé trén 4g/ngay (RDA = 1 g). Néu thtra it co thé giai quyét bang
cach giam calci trong ché d6 dn, ting cudng an chit xo va udéng nhiéu nudc. Thira kéo
dai hay gap khi dung calci carbonat; triéu chung: day hoi, mét moi, chan an, ning hon
c6 thé gay tang huyét ap, phu, kich dong, soi tiét niéu.

Ché pham:

- Calci clorid (c6 27% calci), dang tiém tinh mach hodc uéng. Nhuoc diém 1a
kich tng manh. Dung dé diéu tri chimg co giat kiéu tetani do thiéu ning can gip, cac
bénh di ing do co dia hoac do thudc. Co ché tac dung chira 10, c6 1€ do tac dung kich
thich thuong than tiét adrenalin (khi tiém tinh mach) hodc do giam tinh tham thanh
mach.

- Calci lactat (c6 13% calci), chi dung duong udng. Ngoai tic dung cung cap
calci, ché pham nay con c6 tac dung sat khuan duong rudt do tao acid lactic.

- Calci carbonat: cho nhiéu calci nhat nhung chi dung dé trung hoa dich vin trong
bénh loét da day - ta trang.

- Calci gluconat (c6 9% calci) dé cung cip calci, 6 dang udng va tiém.

4.2.2. Sat (Fe)

Sat 1a thanh phan cua men ho hap té bao (men cytocrom) ctia hemoglobin va
nyoglobin. Dang phd bién trong tu nhién 1a sit oxy hoa (Fe***) dé hap thu duoc phai
chuyén thanh dang khir (Fe™).

Trong thuc pham ngudn goc dong vat, sat ton tai dudi dang hem (Fe**) dé hap
thu hon st trong thyc vat 5 lan. Trai v&i cac nguyén to vi lugng khéc, sat co rat it
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trong sita, dic biét 1a sita bo (0,1mg/100ml sita). cac ngudn thuc pham giau sat 1a: dau
trong (11mg), gan lon (12mg), gan bo (10mg) trong 100g thyc pham.

Nhimng dbi twong dé bi thiéu sat thuong la: tré em nudi hoan toan bang stra bo,
phu nit ¢6 thai, ngudi an kiéng, an chay hodc 1am khong du nhu cau (sau 6m ning, tudi
day thi).

Thira sat:

Ngo doc sat & tre em dudi 5 tudi gap kha pho bién do lam dung thuoc Céc tricu
chtng ngd doc bao gdm: nédn, ia chay, hoai tir rudt (néu udng), sdc qua man (tiém).

Giai1 doc:

Rira da day bang NaHCOs 1% d¢é loai bo sat trong dng tiéu hoa

Tiém Deferoxamin dé loai sit ra khoi co thé do co ché tao chelat cta thudc nay
vOi sit.

Ché phim:

Sit duoc dung dé chita thiéu mau do thiéu sit, chi yéu ¢ dang cac mubi sit II vi
dang nay dé hap thu:

- Sat (IT) fumarat c6 65mg Fe/200mg ché pham

- St (IT) gluconat c6 35mgFe/300mg ché phim

- St (IT) glycin sulfat c6 40mgFe/255mg ché pham

- St (II) sucinat c6 35mg Fe/100mg ché phém

- St (II) sulfat co '600mg Fe/300mg ché pham, néu dang khan thi 60/200mg.

Ngoai cac dang sit don doc noi trén con c6 dang sat ph01 hop véi mot sb vi cht
khac nhu vitamin C, B12, Cu, As... Y kién vé cic dang phdi hop 13 loi hay hai con
chua thdng nhét.

4.3. Céc ché phﬁm ph('n hop vitamin véi chit khoang

Céc dang che pham phdi hop loai nay thuong duoc dung trong nhimg truong hgp
thiéu do cung cap khong du: do thuc pham khong bao dam chit lugng hodc cung cip
khong du nhu cau, do nudi dudng nhan tao ngoai dudong ti€u hda kéo dai.

Thanh phan va ham luong cic ché pham loai ndy ciing rat da dang, do d6 viéc lua
chon phai can ctr vao muc dich diéu trj dé tang hi¢u qua va tranh ngd doc do qua liu.

T4t ca cac nguyén td vi luong déu c6 pham vi hep va su thira nguyén t6 vi luong
rat d& dan dén tir vong, do d6 khi sir dung can luu ¥:

- Chi chon nhitng cong thirc c6 chat khoang khi thue sy ¢6 bang chimg thiéu.

- Néu dung cong thirc hdn hop chi nén chon nhiing cong thirc c6 ham lwong chét
khoang < 1US. RDA.

- Khi can bd sung nhimng luong chit khoang 16n thi nén ding dang don doc dé
tranh thira cac vi chat khac. Vi dy hay gip nhét 14 bu iod hodc sat.

- Cac cong thic co chita iod nén tranh ding cho nhiing d6i tugng da dugc tiém
dau iod hodc bd sung iod thuong xuyén qua thuc pham (mubi iod) vi ham lugng iod
trong cac cong thuc thuong la 1 RDA (150mcg).

- K&m (Zn) c6 trong nhing ché pham dung diéu tri cac bénh tén thuong da (viém
da, tring ca...) nho tac dung kich thich tong hop protein, ting lién seo. Khong nén
dung kéo dai cac dang ché pham nay vi dé gy thira k&m, hau qua khong chi 1a tac
dung phu do Zn giy ra ma con anh huong dén Cu va Fe: Zn ngin can su hap thu va sir
dung hai nguyén té nay, ddn dén thiéu mau.

5. KET LUAN

Vitamin va chat khoang thuyc sy 1a con dao hai ludi. Mat khong thé phu nhén
dugc ciia nhom chat nay la gop phan rat dc luc vao viée chuyén hoa cac chat va phuc
ho6i nhanh chéng céc t6n thuong do thiéu. Tuy nhién do hat tinh sinh hoc manh nhung
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lai dugc st dung rat bira bai vi hau hét 1a thudc ban khong can don (OTC) nén di anh
hudong khéng nho dén doi sdng cta nhan dan. Nhitng kién thirc trén hy vong s& gitp
cho duogc s 1am sang dam nhan dugc vai tro tu vAn nhim 1ap lai trat ty trong vi¢c s
dung vitamin va chét khoang.
Phu luc 1
TOM TAT MOT SO PAC PIEM CUA NHUNG VITAMIN
VA CHAT KHOANGTHONG DUNG

1. VITAMIN

Bang 11.3. Tém tit diic diém ciia mot s6 vitamin thong dung

Vitamin | Tén héa hoc | Ngudn goc | Pon vi Vai tro sinh ly
A Retinol Dong vat, 1 ER =1mcg Tao sic to vong
Tién chét: thuc vat retinol = 3,3 U mac, biét hoa céc té
Beta-caroten tan/dau hodc=6mcg bao biéu mo, tao
batacaroten Xuong
D Chlecalciferol | Da nguoi, 1mcg caciferol = | Tao xuong, diéu
(D3) nam men; 401U hoa muc calci trong
Ergocalciferol mau.
(D2)
D Tocoferol De‘flu thuc vat, | Img d, a- Chéng cac goc tac
(a-tocoferol) | mam ngu tocoferol = 401U | dung
céc;
tan/dau
K Phylloquinon | Thuc vat, vi | mc phulloquinon | Tham gia tong hop
(K1) khuan rudt; prothrombin va cac
Menaguinon tan/dau yéu tb dong mau &
(K2) gan.

Bl Thiamin Ngii coc, Mg Chuyén hoa
dong vat; hydrocarbon, acid
tan/nudc amin, tham gia

truyén dat xung tac
than kinh tai xi-
nap.

B2 Riboflavin Ngil coc, Mg Coenzym cho qué
dong vat; trinh chuyén hoa
tan/nudc carbonhydrat, acid

amin. Dinh dudng
da va niém mac.

PP (B3) | Acid nicotinic | Ngii cdc, Mg Giup cho sy tao

Nicotinamid dong vat; mau, su toan ven
tan/nudc niém mac.

B5 Aid pantotenic | Ngii cdc, Mg Céu tao coenzym A
dong vat;
tan/nudc

B6 Pyridoxin Ngii cdc, Mg Chuyén hoa acid

Pyridoxal dong vat; amin, tryptophan
Pyridoxamin tan/nudc thanh serotonin.
B8 Biotin Ngil coc, Mg Chuyén hoa
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dong vat; hydracarbon, lipid.
tan/nudc
B9 Acid folic bong vat; Mg Tao mau, tai tao
tan/nudc md gan
B12 Cobalamin bong vat; mg Tao mau, tai tao
tan/nudc mo gan, coenzym
ctia men tong hop
acid nucleic va
myelin.
C Acid ascorbic | Thyc vat; Mg Tong hop collagen
Tan/nudc ¢ xuong, rang,
mach mau, chdng
cac goc tur do.

2. CHAT KHOANG
Bang 11.4. Tom tat diac diem mot so chat khoang thong dung

Tén hoa | Ky hiéu US.RDA Vai tro sinh ly

hoc

Calci Ca 1.000mg Tao xuong, hoat dong than kinh - co.
DOng mau

Phosphor P 1.000mg Tao xuwong. Thanh phan cua mét s6 men.
Hé dém cua mau.

Magnesi Mg 400mg Hoat dong than kinh. Co co. C6 trong
dich noi1 bao

Natri Na 136-145 Giit cAn bang ap lyc tham thau, can bang

mEq/L acid base. Giup té bao hoat dong. Co
trong dich ngoai bao.

Kali K 13-36 mmol Giir can bang acid - base. Tham gia vao
hoat dong co tim, co van, than kinh. Co
trong dich noi bao.

Clor Cl Giong Na Gitt can bang dién giai, acid - base.
Anion cua dich ngoai bao.

Sulfur S Khéng xac | Hop phan cia mot so vitamin (BI,
dinh biotin) va acid anin

Sat * Fe 18mg Tham gia nhiéu hé men oxy hoa khu.
Thanh té ctia hem, myoglobin.

Kém * Zn 15mg Thanh phan cia men dehydrogenase,
carbonic anhydrase.
Can cho su tong hop acid nucleic, glucid,
protein. Giilr cho su toan ven ctia mo.

lod I 150ug Thanh phan ctia hormon tuyén giap.

Pong Cu 2mg Tao mo lién két, hemoglobin. C6 chuc
ning trong hoat dong cia than kinh
trung vong.

Fluor F 150-800ug CAu tric cta rang. Tham gia tao xuong.

Mangan Mn 80-120ug Cofactor cua n}}iéu men ¢ gan (arginase,
phosphatase ki€ém). Can cho hoat dong
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cua tuyén yén, gan, than, xuong.

Selen Steroid | 30-100ug Coenzym cua glutathion-peroxydase.
Phoi hgp voi vitamin E trong tac dung
chdng cac gdc tu do.

Crom Cr Khéng biét Tham gia chuyén hoa glucose: cofactor
trong phtrc hgp insulin.

Cobalt Co Khéng biét Thanh phan cia B12. Chtc ning khac
trong dinh dudng chua ro.

Molybden Mo Khéng biét Co & xuong, gan, than. Thanh phan cua
Cho phép nhiéu men: xanthin - oxydase, sulfit-
150-500u9 oxidase, aldehyd-oxydase...

NXB Y hoc.

Danh muc tai li¢u tham khao
1. B6 mén Dugc 1am sang — DH Dugc HN (2005), Bai giang bénh hoc, NXB 'Y hOC.
2. B6 mon Dugc 1am sang — PHYHN (1996), Gido trinh Duwoc Lam sang va diéu tri,

3. B6 mén Duge ly truong Dai hoc Duge Ha ndi 2005, Dugc Iy (1+2), NXB 'Y hoc.
4. BOY té (2002), Duoc thu Quéc gia, Hoi ddng Dugc thu xuat ban
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] Bai 12 ]
SU DUNG THUOC CHO TRE EM

Co thé tré em c6 nhitng dic diém riéng biét va 1a mot co thé dang phat trién, do
vay dap img v6i thude khong hoan toan gidng nhu ngudi 16n trén ca hai linh vy duoc
dong hoc va dugc luc hoc.

C6 thé chia dugc 1am sang nhi khoa ra thanh 2 giai doan chinh tuong Gng véi tac dung
cua thude d6 1a:

- Giai doan trong tir cung.

- Giai doan ngoai tur cung.
MBJi giai doan c6 nhitng dic diém dung thudc rién biét.
Bai nay chi dé cap dén diéu trj bang thudc & giai doan ngoai tir cung
1. CAC GIAI POAN PHAT TRIEN CUA TRE EM LIEN QUAN TOI DUNG
THUOC
Trong nhi khoa viéc lya chon va sir dung thudc c6 nhiéu diém khéc biét vi & giai doan
nay trong co thé tré em c6 nhiéu co quan chua hoan thién day da vé chic ning (dic
biét 13 giai doan so sinh) va c6 nhiéu bién dong ca vé thé chat 1an tam 1y (giai doan ddy
thi). Tudi cta tré em duogc chia theo cac 16p tudi khac nhau

Bing 12.1. Cic l6p tuéi trong nhi khoa

Phan loai tré em Lép tudi
So sinh thiéu thang (Premature) Sinh khi chua day 38 tuan thai
So sinh di thang (Newborn, Neonate) | Dudi 1 thang tudi
Tré 1 nam (Infant, Baby) Tir | thang dén 12 thang tudi
Tré nho (Young child) > 1 tudi dén 6 tudi
Trélon  (Older child) > 6 tudi dén 12 tudi
Thanh thiéu nién (Adolescent) > 12 tudi dén 18 tudi

1.1.Giai doan so sinh.
La giai doan trudng thanh cac chic nang sinh ly. Nhitng khac biét cua tré em ¢ ltra
tudi ndy so véi tré 16n la:

- Ty 1€ nudc trong co thé kha cao, dic biét 1a tré dé non.

- Tré phat trién rat nhanh, c6 nhiéu thay ddi trong chuyén hoéa va thai trir thude
vi vy can diéu chinh liéu cho phi hop cho timg bénh nhi cu thé.

- Tré dung nap céc tac dung phu cta thudc kém, dong thoi cling kho phat hién
ddc tinh cua thude.

Do c6 nhiéu kho khian nén hién nay van thiéu nhiéu thir nghiém 1am sang vé
thudc trén cac tré nay.

1.2. Giai doan cho con bui (1 thang — duéi 1 tudi)

Giai doan nay céc chtrc nang sinh 1y da kh4 hoan chinh so véi giai doan so sinh
nhung ty 18 cc thanh phan dich trong co thé di thay doi nhanh, dic biét 1a ty 18 nudc
trén can nang. Pic tinh ndy phan ndo anh hudng dén phan b thude trong co thé.

Tré phat trién nhanh khi duoc 1 tudi, cAn ning co thé ting gip 3 1an so véi lac
mo&i sinh, vi vat liéu luong thude can tinh theo mg//kg hoac mg/m co thé.

Véi tré giai doan nay, viéc hiéu chinh lidu rat can thiét v6i tré dé non, tré co
nhiing rdi loan churc nang gan, than, ngoai ra viéc hi¢u chinh lidu con tuy theo muc do
can nang cua bénh nhan.
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1.3. Tré truée tudi di hoc (1-6 tudi).

Tré c6 nhiing phat trién nhanh ca vé van dong va tinh than nhung kho khin cho
tré udng thude do mui vi khé chiu ciia thude hodc do tré khong chiu udng thude.

Tré hiéu dong, thich tim hiéu cac vat xung quanh va c6 thé tu y cho vao miéng
moi thtr nhit duoc do chua cé y thirc, do d6 néu ta dé thude trong tam tay cia tré s& dé
dan dén ngo doc thude.

1.4. Tré thiéu nién.

it gap kho khin hon khi cho tré uong thudc so v6i giai doan tré tir 1-6 tudi.

O giai doan nay do thai trir thuoc xdy ra nhanh hon so v61 nguoi 16n ngay ca
khi dung mét liéu duy nhat. Mot s6 thuée nhu thuée chéng dong kinh va theophyllin
tang chuyén hoa, cac thuéc nhom aminoglycosid c¢6 toc do thai trir nhanh.

1.5. Tudi thanh nién.

- Tt ¢6 khéc biét vé duoc dong hoc so v&1 nguoi 16n, tuy nhién khi dén tudi day
thi nhiing thay d6i vé hinh thai cling nhu cac thanh phan dich co thé nhanh va manh
nén nén phan nio ciing anh huéng dén chuyén hoa thude.

- C6 nhitng thay ddi vé& tdm 1y, hanh vi: nhimg tré hat thudc 14 hodc dung céc
chat kich thich khac nhu ruou va cac chit ma tay c6 thé ddn dén thay d6i chuyén hoa
thudc hodc tuong tac thude.

- Cac rdi loan tdm than, mic du it duoc nghién ctru nhu: chimg hau an hoéc
chan an tAm than cling ¢co thé gdy ra nhimg thay d6i thanh phan dich co thé 1am thay
d6i phan b va chuyén hoa thudc. Nhitng truong hop nay doi hoi phai hiéu chinh lidu.

- Viée dung thudc theo chi dinh & tudi nay cting can luu y vi ban than da truong
thanh, c6 cam giac minh da 14 nguoi 16n nén dé chu quan, lo 14 din d&én viéc ngimg
thudc sém, uéng khong du lidu hodc qua lidu hodc qua lidu hodc ubng khong dung véi
thoi gian can dung ting ngay.

2. NHUNG YEU TO QUYET PINH THAY POI DAP UNG THUOC O TRE EM.

Nhitng bién d6i dugc dong hoc xay ra chil yéu véi tré so sinh va tré dudi 1 tudi.
O lra tudi ndy, nhiéu co quan trong co thé chwa hoan chinh vé mit chic ning, do do
qué trinh hip thu, phan bd, chuyén hoa va bai xut thudc co rat nhiéu diém khac biét
v6i Ira tudi trong thanh.

Tir 1 tudi trd 1én, cac khac biét vé duogc dong hoc so v&i ngudi 16n khong nhiéu
nén anh hudng it c6 y nghia 1am sang.

1. Hap thu.

Kha ning hap thu thudc cta co thé duoc danh gia qua sy bién doi sinh kha dung
cua thude, trj sb nay rat dao dong & tré nho.
1. 1. Puong udng

e pHdich vida day.

O tré so sinh du thang, su bai tiét acid dich vi xuat hién ngay sau khi sinh va ting
1én dan trong vai gio dau. O tré so sinh dé non, bai tiét acid dich vi xay ra cham hon va
dat duoc néng do cao nhit vao ngay thir 4 sau dé. Luong dich vi/kg can ning it hon
ngudi 10n va do toan dich kém, chi dat dugc bang nguoi 16n khi tré duge 3 tudi, diéu
nay anh huong dén su ion hoa ciia thudc, dic biét trong nam dau lam thay d6i hap thu
thudc. Nhin chung cac thuoc it ion hoa thi hap thu tét hon, vi vay viéc hap thu nhiing
chat ¢o ban chat acid yeu & d6i tuong nay kém hon & tré 16n, trai lai cac thudc co ban
chat base yéu lai dugc hap thu tot hon.

o Thoi gian lam réng da day.

Thoi gian nay c6 thé kéo dai téi 6-8 gio trong nhiing ngay dau va chi dat dugc bang
mirc do nhu ngudi 16n khi tré duge 6-8 thang tudi. Vi vay cac thude duoc hap thu chu
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yéu ¢ da day c6 thé tang 1én do duoc luu lai ¢ da day 1au hon va cac thudc duoc hip
thu chil yéu ¢ rudt non c6 thé bi cham lai.

o Nhu dong rugt.

O tré so sinh nhu dong rudt thudng khong déu va c6 thé cham hon nguoi 16n, vi
vay kho co thé doan dugc tong luong thude duoc hap thu. Khi nhu dong rudt ting
trong truong hop tiéu chay chang han, hap thu thudc sé giam di do thoi gian tiép xiic
v6i dién tich bé mat hap thu giam va nguoc lai thi c6 thé giy ngd doc ngay ca khi ding
lidu thong thuong.

e Hoat tinh cac men tiéu hoa.

O tré em dudi 4 thang tudi, hoat tinh enzym a- amylase va cic enzym tuy khac o ta
trang thap, diéu nay c6 thé 1am giam hap thu cac thude tan trong md, chang han & tré
so sinh hoat tinh enzym amylase chi bang 10% cuat nguoi 16n. Trong nim dau hoat
tinh cia Amylase O ta trang ca luc doi 1an luc no va su bai tiét tripsin déu giam, do vy
cac thubc & ma qua trinh hap thu cAn phan cit tir dang mudi hodc ester trudc khi hip
thu nho enzym tuy s€ kém hi€u qua hon so véi dang tu do, thi du Chloramphenicol
palmitat, clindamycin palmitat..

e Cac qué trinh khéc.

Chuyén héa mudi mat, acid mat trong nhimg thang dau sau dé kém. Su phat trién
ctia vi khuén tai rudt gia chua hoan chinh, do d6 nhiing thudc bi khtr hoat do vi khuan
chi tai ruot gia digoxin bi ting hoat tinh. Sy phat trién va hoan thién ctia vi khuan nay
con phu thudc vao ché d6 an (bu me, an stra bo..) do do hoat tinh ciia mdt s6 thudc con
dao dong tuy tim ca thé. Khi st dung mot sé thude kém voi mot sb thude khang sinh
phd rong, hé vi khuan chi duong rudt bi tiéu diét cling anh huéng dén tac dung cua
thudc.

1.2. Puong tiem

e Tiém bdp va tiém duéi da.

Hép thu thudc qua duong tiém bip va tiém dudi da phu thudc chu yéu vao toc d6 dong
mau tdi ving co va dudi da tai chd tiém. Cac tinh trang shock, co mach do dung cac
thudc tac dong 1én than kinh giao cam, suy tim, liét chi va phu ning (ting khoang 30%
trong luong co thé) co thé 1am giam dong mau t6i cac ving do.

Tré so sinh c6 khdi co it, dong mau téi co thay doi nhiéu trong 2-3 tuan du sau
dé. Trong cac trudng hop nhu vdy hip thu thudc & tré trd nén khéng déu kho doan
trude duge va cham hon binh thuong vi thudc bi giit lai trong co thé lau hon. Néu tinh
trang tudi mau dot ngdt tang Ién, hép thu thudc vao vong tudn hoan cling tang 1én to1
noéng do cao va co thé gay ngd doc thude. Vi vay khong nén dung thudc cac thudc
phenytoin, digoxin, diazepam cho cac tré nay theo dudng tiém bap.

o Tiém tinh mach.

Nong d6 thude trong huyét thanh khi tiém tinh mach ngoai vi c6 thé thip hon nhiéu
khi tiém vao tinh mach gan trung tdm va c6 thé lam cham phéan b6 thudc hang gid
trong vong tuan hoan. Piéu nay can dic biét luu v khi diéu tri cho tré bi bénh nang vi
su cham phan bd thudc nhu vay c6 thé giy tir vong, chang han nhu trong trudng hop
sir dung cac thudc co mach trong diéu tri shock.

o Tiem truyen trong tiy xuong.

V6i duong tiém truyén nay & tré em, thuoc cling dugc hap thu tét. Tuy it dung nhung
c¢6 thé co ich trong cac trudng hop cip ctru ma mot 1y do nao d6 khong thé truyén
dudng tinh mach ngay duogc.
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1.3. Duong qua da

Ngoai cac duong dua thudc thong dung vira néu & phan trén, dudng dua thude
qua da ciing can dic biét dugc luu ¥ vi da tré em mong nén kha nang thim thudc manh
hon so vo1 nguodi 16n.

Céc loai thudc hap thu nhiéu qua da nhu corticoid phai than trong khi boi vi tac
dung c6 thé trong duong nhu khi dung qua duong toan than.

Khoéng dugc xoa cac loai tinh dau nhu menthol, long ndo... vao miii hoac 1én da
Vi ¢ thé gay tac dung kich thich manh 1&én ngon so1 than kinh cam thu dan dén ngat do
liét ho hap.

Tém lai, viée tinh liéu, chon dang bao ché, duong dua thudc...nén than trong
cho d6i tugng nay. Liéu luong cho tré dudi 1 ndm, dic biét 13 tré so sinh khong nén
tinh theo nhirng cong thirc suy tir can ning cua ngudi 16n ma nén dung cac bang lidu I-
uong danh riéng cho nhi khoa .

1.4. Hép thu thuéc qua niém mac

o Qua truc trang.

Tién loi khi dung thubc qua duong tryc trang 1a o chd n6 co thé co ich cho cac
bénh nhan bi nén va céac tré nhoé kho udng thudce. Ngoai ra, dung thuoc theo duong nay
mdt phan tranh dugc chuyen hoa qua gan ¢ pha I voi cac thudc bj mit hoat tinh manh
khi qua vong tuan hoan dau néu dung theo dudng udng.

Tuy vay trong thyuc té day khong phai la con duong Iy tuong boi vi co sy thay
d6i dang keé gitta tbc do va pham vi hap thu thudc, thiéu cac dang liéu lugng phu hop
v6i tré em, co thiy gdy chan thuong khi dua thudc vao truc trang va kich thich tai chd
do thude

Mot s6 thube hay duge dung duong ndy cho tré em 1a 1a thudc ha nhiét nhu
paracetamol, cac thudc an than nhu chloralhydrat, cac thubc chdéng co gidt nhu
diazepam va cac thudc chong sét rét nhu artemisinin (loai vién dan)

e  Qua niém mac hé hap.

Niém mac miii cua tré rit mong, nhidu mach mau, vi viy cac thudc gdy co mach
dung dé nhé miii duoc hap thu rat nhanh va manh d& c6 nguy co giy ngd doc nén khi
dung hét strc than trong cho tré nho, dac biét 1a tré so sinh.

2. Phan bd
2.1. Lién két thudc véi Protein trong huyet tuong.

Mitc d6 phan bd thudc trong co thé bicu thi qua chi s6 thé tich phan bd (Vd).
Chi s6 Vd phu thudc nhiéu vao kha ning lién két ciia thude véi protein - huyét twong.
Nhung luong albumin va globulin & Itra tudi nay kém ca vé chét va vé luong so voi tré
16n, do d6 ty 18 thudc lién két thap. Hau qua 13 nong do thudc & dang tu do trong méu
tang 1én dan dén tang tac dung va doc tinh. .

Vi du: Phenytoin c6 ty 18 lién két protein 12 95% & ngudi 16n trong khi & tré so
sinh chi 1a 70- 85%.

Dang thudc khong lién két dé di qua hang rao sinh hoc, phan tan dén cac mé va
do d6 Vd ¢ tré nho 16n hon & nguoi 16n.

Tuy nhién, khong phai Vd ting trong moi trudng hop (bang 12.2). Nhiing thudc
c¢6 hé sb lipid/ nudc 16n c¢6 Vd it khac biét so voi nguoi 16n trong khi loai thube tan
nhiéu trong nudc co su khac biét ro rét.

Bing 12.2. So sanh thé tich phéin bé ciia mét sé thuéc 6 tré em va nguoi lon

Thube : : : ’The tich phan bo (,l/kg)
Tré so sinh du thang Ngwoi lon
Phenobarbital 0,6-1,5 0,6-1,5
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Diazepam 1,8-2,1 1,6-3,2
Digoxin 6,0-10,2 57-7,3
Gentamicin 0,8-0,16 0,3-0,7
Ampicilin 0,5 0,2

2.2. Hang rao méu ndao.

Chuc ning hang rao mau ndo- mdt hang rao quyét dinh tinh thim gitra tuan
hoan va m6 ndo chua hoan chinh ¢ tré so sinh. Trir cac thudc dugc diéu chinh boi qua
trinh van chuyén tich cuc thi hai yéu t6 quan trong nhat xac dinh ty 1& van chuyén
thude qua hang rao mau néo la kha nang thudc tan duge trong md va murc d6 ion hoa
ctia thudc.

Céc thudc khong bi ion hoa tai pH sinh 1y tan nhiéu trong m& hon cac thube da
dugc 1on hoa va vi vay co thé dat néng dd cao trong ndo va dich nao tay.

Tinh thdm cua cac khang sinh vao dich ndo tiy & tré em viém mang ndo 13 diém
quan trong can luu ¥ khi Iya chon thudc dé diéu tri viém mang nio do vi khuén.

Mot sb thude it tham vao dich ndo tay khi mang ndo binh thuong nhung lai
thim ting 1én khi mang ndo bi viém nhu cic khang sinh penicillin (benzylpenicilin,
ampicillin, ticarcilin. Piperacin..), rifampicin, vancomycin..

Cac thubc thim t6t vao dich ndo tiy ngay ca kh1 mang ndo khong viém la
chloramphenicol va cotrimoxazol, cac cephalosporin thé hé 3 (cefotaxim,
ceftriaxon.....).

Cac thudc thim rat it vao dich ndo tay ké ca khi mang ndo bi viém 1a cic
aminoglycosid, clindamycin, erythromycin.....

Mic du cac aminoglycosid van tiép tuc dugc dung dé diéu tri viém mang nio
do cac vi khuan Gr (-) nhung ndng do thudc trong dich nio tay rat thap va khong hing
dinh. Dé c6 dugc ndng do cao trong dich ndo tiy can phai tiém thude vao ndi tuy hoic
tiém vao ndo that nhung hiéu qua ciia dudng tiém nay van chua duoc ching minh.

3. Chuyén héa thudc qua gan.

Cac thuéc vao co thé bi chuyén hoa qua gan thudng trai qua 2 pha:

Pha I: Bao gom céac phan ng oxy hoa - khur, thuy phan... cac phan img nay ¢ tré so
sinh (nhit 13 tré dé non) va ¢ tr¢ duoi 1 tu01 xay ra rat yéu vi hé enzym chuyén hoa
thudc chwa day du ca vé chuc ning va sé luong. Cac hé enzym duoc hoan thién véi
nhing tdc d6 khac nhau nhung phai dén ngay thir 5 sau khi sinh (v6i tré du thang) dira
tré mGi c6 mot hé enzym day da dé chuyén hoa cac chat noi sinh (thi dy: bilirubin).
Pbi voi cac chat la nhu thude, kha ning chuyén hoéa ¢ nhiing giai doan dau tién cua
cudc doi (giai doan so sinh) con rat han ché.

Vidu:

Hoat tinh ciia cac enzym mono-oxygenase dao dong tiy theo co chat va & tré
nho hoat tinh ctia enzym nay chi bang 2 dén 40% so voi ciia ngudi 16n.

Pha 11: Bao gom cac phan ung lién hop véi acid acetic, sulfuric, glucuronic hoic
glycocol dé tao thanh cac chat c¢6 tinh phan cuc manh, dé thai qua mat hodc nude tiéu.
Su hoan thién cua timg hé enzym ciing tiy thudc vio lia tudi.

Vidu:

Céc enzym glucoronosyltransferase chiu trach nhiém lién hop véi morphin,
cloramphenicol hodc bilirubin chi dat dén mtc d6 hoan thién nhu & nguoi 1on khi tré
tlr 3 tudi trd 1én.

Vi nhiing 1y do trén, toc d6 chuyén héa thudc & tré dudi 1 nam, ddc biét 1a tré so
sinh yéu hon han so v&i nguoi 16n dan t6i thoi gian ban thai (tiz) kéo dai hon.
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Tuy nhién, sy hoan thién cac h¢ enzym theo ltra tudi dao dong rat manh va chua
c6 nhitng nghién ciru day du Vé cac quy luat nay.

Vi tre trén 1 thang tudi, hé enzym chuyén hoa thudc & pha I hoan thién kha
nhanh. Néi chung, téc do khir hoat thudc & tré em tur 1 dén 8 thang tudi manh hon &
ngudi 16n va do d6 lidu tinh theo can ning & lra tudi nay cao hon licu tinh cho nguoi
16m theo can nang.

Bing 12.3. So sanh thoi gian bdn thdi ciia mét sé thudc 6.1ré so sinh va nguwoi lén.

Thubc ti (h)
Tré so sinh dua thang Nguwoi lon
Amoxicilin ~4 ~1
Amikacin ~6 ~2
Digoxin ~80 ~35
Acid nalidixic ~6 ~2
Phenobarbital ~200 60 - 120
Phenytoin 30-60 20-40
Céc salicylat ~10 ~5

4. Bai xuit thudc qua than

Con duong chinh bai xuét thude ra khoi co thé 1a than. Chuc nang than & tré so
sinh yéu hon nguoi 16n 1 rét.

Vi du: Liic méi sinh, tdc dd loc cia ciu than va bai tiét qua 6ng than chi bﬁng
33% so voi ngudi 10n, do dé, lidu luong cua nhimng thudc bai'xuat qua than dudi dang
con hoat tinh phai hi€éu chinh lai. Tuy nhién, chirc ndng than hoan chinh kh4 nhanh va
t6i 1 thang tudi thi dat t6i 50% so v6i nguoi 16n ~ . . .

Kha ning bai xuit thudc qua than dugc danh gia qua do thanh thai creatinin
(clearance-.Cl). Sy thay ddi d6 thanh thai lién quan mét thiét dén thoi gian ban thai (ti)

Bing 12.4. Sw lién quan giita dé thanh thdi va thoi gian bdn théi 6 mét s6 nhém
tuéi khi sir dung Azocilin (tinh mach )

Nhém tudi Liéu (mg/kg) CI (ml/ph) tu2 (h)
So sinh thiéu thang 50 1,7 4,2
So sinh du thang 100 4,7 2,7
Tré dudi 3 thang 100 8,1 1,9
Tré trén 3thang 100 22,5 1,0
Tré trén 5 tuoi 75 88,9 0,9

Tir bang trén ta thdy: do kha nang bai xuat thudc qua than ¢ tré em yéu nén thoi

gian ton tai cta thude trong co thé kéo dai hon thé hién qua sy ting Cl va ti» Diéu nay
can dic biét luu ¥ khi str dung nhitng thube c6 pham vi diéu tri hep vi dé c6 nguy co
qua liéu can ndi rong khoang cach dua thude dé than kip dao thai thudc ra khoi co thé,
tranh hién tuong tich ldy.

Tur 9 d&én 12 thang tudi tré 18n, chuc nang than ¢ tré em hoat dong nhu & nguoi
16n, vi vay khong can hiéu chinh liéu cho Itra tudi nay nita.
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3. MOT SO NGUYEN TAC KE PON DUNG TRONG NHI KHOA.
3.1. C6 cin dung thudc diéu tri khong?

Dé tra 101 cau hoi nay, giai phap diéu tri can ctr vao chudn doan va phén tich
dung dan nhiing ich loi va nguy co khi dung thudc trén bénh canh 1am sang cy the.
Nhiéu bénh ¢ tré em tu khoi ma khong can phai diéu tri.

Khoéng phai ltc nao cling can dung thudc dé diéu tri. Vi du mot s tré bi ho hoidc dau
hong do virus thi khong nén dung khang sinh, tuy nhién viéc thim kham van phai lam
dé tién luong dién bién, nhimng truong hop nay thay thude nén giai thich cho bénh
nhan va gia dinh dé ho yén tam.
3.2. Lua chon thudc thich hop.

Bét cr khi nao co thé duoc, lva chon thuéc nén dua vao sinh 1y bénh hoc. Khi
lya chon khang sinh can dya vao cac kién thirc vé vi sinh vat gay bénh. Chon thudc
cling can dya vao viéc xem xét cac mbi nguy co bénh canh 1am sang.

Vi du:

- Nguy co ngd doc cua Cloramphenicol cao, dac biét trong giai doan so sinh, vi
vy néu c6 thé duge nén tranh dung cho tré so sinh. Nhin chung thuoc nay chi nén
dung cho nhing truong hop riéng biét bao gdm: viém nép thanh quan cép, viém mang
nio do H.influenzae, thuong han va viém phdi rit ning. Do cloramphenicol ré nén
dugc dung ¢ mot s nude dang phat trién.

- Nén tranh dung sulfonamid va cac ché pham c6 chét nay trong thanh phan
(nhu Co-trimoxazol) cho tré so sinh vi c¢6 thé gdy vang da nhan ndo. Khong duoc ding
Tetracyclin cho tré em moc ring (<7 tudi) vi nguy co lam den va pha hiiy men rang.

- V6i thude ha sét: tot nhat nén tranh dung aspirin dé chira sét cho tré em vi co
thé lién dén hoi chimg Reye khi diéu tri sdt do virus. Paracetamol 1a thudc thich hop
cho nhiing truong hop nay. Ibubrofen cé nhiéu doc tinh hon Paracetamol va ciing co
thé gay doc ning cho than & tré em.

3.3. Lwa chon dang thudc thich hop.

Véi cac bénh nhan nhi, lgya chon dang thube cling rat quan trong. Mdi dang
thudc c6 cach dung va duong dung riéng, c6 déc tinh giai phong thudc khac nhau, voi
cung mot hoat chat nhung & dang bao ché khac nhau lai ¢6 ta dugc khong gidng nhau
va thanh phan ndy ciing anh huéng dén do an toan trong diéu tri thim chi c6 thé giy
nhiing phan mg di itmg c6 y nghia trén lam sang.

Vi du:

- Theophylin loai tic dung kéo dai an toan hon loai tic dung nhanh vi nong d6
thudc trong mau 6n dinh va it giao dong.

- Cac bénh nhan khong dung nap fructose c6 thé phan ung sorbitol co trong ta
dugc cac thude udng, tham chi di co trudng hop ti vong.

- P gip trudng hop qua man véi Gelatin hodc protein cia thude trimg co trong
vaccin soi- quai bi- rubella hodc ngd doc thily ngén do dung thiomersal 1am chét bao quan.
3.4. Lua chon dwong dung thudc thich hop.

Bit cir khi ndo c6 thé dugc déu nén dung dudng ubng, dudng tiém co thé thich
hop hon dbi véi tré bénh nang, ndn hodc ia chay nhiéu.

Tuy nhién bat cr khi ndo c6 thé duge nén tranh dung tiém bap giy dau cho tré.
Tiém tinh mach cho tré so sinh ciing khong phai 1a khong c6 riii ro vi ¢6 thé gay hoai
tir chd tiém do thude thoat mach.

De dung duong uong thi cac ché pham ¢ dang dung dich phu hop cho tré¢ em
dudi 5 tudi hon. Dang con thudc trong do6 cac phan tur thudc hoa tan va phan bb déu thi
khi ding khong can phai lac trir khi c6 mot sb ta dugc bay hoi. Dang hdn dich chira
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cac phan tir khong tan phai lac k¥ trude khi dung. Néu lic khong k¥ liéu thube dau tién
c6 thé chtra it thude hon lidu sau cung.

Cac Corticoid manh dung tai chd (thi du flusinar) khong phu hop cho tr¢ so
sinh va tré nho, néu dung thuong xuyén c6 nguy co hap thu manh giy tic dung toan
than dan dén wc ché tuyén thuong than va lam tré cham 16n.

Dit thube vao truc trang c6 thé c6 ich trong nhiéu truong hop nhu sir dung cac
thudc ha st (paracetamol), an than (chloralhydrat), chong co giat (diazepam), glycerin
chira tdo bon.

Thudc & dang khi dung dé phun xit hong ciling 12 phuong phap quan trong trong
diéu tri cac bénh dudng ho hap. Tuy vdy tré nho kho c6 thé sir dung binh xit thé dinh
lidu chuan mot cach co hiéu qua. Vi cac tré ndy, sit dung may khi dung hoic budng
hit xit thd co thé co tac dung tot.

3.5. Tinh liéu lwong, s0 1an va thoi gian dung thudc thudc.
3.5.1. Tinh tong liéu trong ngay.

Liéu luong thudc cho tré em cé thé tinh tir lidu cua ngudi 16n theo tudi, can
ning hodc dién tich bé mit co thé cua tré em hodc phdi hop cac yéu té d6. Phuong
phap tin cdy nhét 1a tinh liéu theo dién tich bé mit co thé.

Cong thire tinh lidu thudc theo can ning.

Liéu thudc cua tré em = Liéu nguoi lén x Cén nang cua tre em (kg)/70.

Can luu ¥ khi tinh lidu cho tré béo phi vi s€ cho két qua cao hon nhiéu so véi murc
lidu can thiét. Trong trudong hop nhu vy can tinh lidu theo can ning 1y tudng theo
chiéu cao va tudi.

Cong thuce tinh liéu thubc theo tudi.

Liéu thuéc cho tré em = Liéu nguoi Ién x Tudi ciia tré em (ndm)/(tudi tré em +12)
Liéu luong thudc tinh theo dién tich da chinh xac hon theo cin ning vi nhiéu hién
tuong sinh 1y lién quan dén dién tich da chit ché hon theo can nang. Dién tich da cia 1
ngudi ning 70kg 1a khoang 1.8m2 vi vay dé tinh lidu cho mot tré ngudi ta st dung
cong thirc sau:

Liéu thuéc cho tré em= Dién tich da ciia tré em (m?)x liéu ciia tré em/1,8.

Tuy nhién viéc tinh liéu theo dién tich da cta co thé chi can dbi v6i nhitng
thudc c6 pham vi diéu tri hep nhu cac thude chéng ung thu, cac thude diét virus...con
phuong phap phd bién van 14 tinh liéu theo cin ning.

Phuong phap tinh liéu theo phan trim dudi ddy co6 thé tinh liéu cho cac thube co
pham vi rong gitra liéu diéu tri va licu gay doc cho tré em

Bing 12.5: Liéu tré em theo ty Ié phin tram liéu nguwoi lon

Tuéi Cdn nang trung binh Ty 1é % liéu nguwoi I6n
So sinh 3,5 12.5
2 thang 45 15
4 thang 6,5 20

1 tudi 10 25
3 Tudi 15 33,3

7 tudi 23 50
10 tudi 30 60
12 tudi 39 75
14 tudi 50 80
16 tudi 58 90

Neudi 10n 68 100
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Khi liéu tré em dugc tinh theo bat ctr phwong phap nao thi cung khong duoc
vuot qua lidu ngudi lon. Chi sur dung cac phuong phap tinh trén dé tinh liéu tuong
duong néu nha san xuat khong cung cap liéu cho tré em.

3.5.2. 86 lan dung trong ngay.

C6 nhiéu cong thirc tinh tong lidu thude trong ngay cho tré em nhung viéc quyet
dinh xem liéu d6 dung dugc bao nhiéu lan trong ngay thi phai dua vao cac thong sb
duoc dong hoc cua thude dac biét 12 tue.

Thay thudc can phai nhin thic duge rang co su khac biét 16n trong dép Ung
thudc khi dung 6 gid 1 14n so voi ding 4 1an trong ngay khong theo diing khoang thoi
gian 6 gid, dic biét 13 d6i v6i nhing thudc hap thu nhanh nhu céc ché phim
theophylin dang bao ché théng thuong.

3.5.3. Piéu chinh liéu theo dap trng cua ting bénh nhan.

Su khac nhau & mot s tré em vé nhimg bat thudng vé sinh 1y, sy khac biét vé
gen trong chuyén hoa thudc din dén sy thay doi duoc dong hoc va dap ung cua thudc
do d6 anh huong dén hiéu qua diéu tri va doc tinh cua thude. Do do, van dé giam sat
chat ché bénh nhan trong diéu tri dé diéu chinh liéu thuong xuyén la can thiét. Trong
da sd truong hop thi viée diéu chinh liéu dya vao su phdi hop dap tmg lam sang voi do
ndng do thude trong huyét twong hodc huyét thanh 13 1y tuéng nhat.

3.5.4. Thoi gian diéu tri.
Thoi gian diéu tri phu thudc vao nhiéu yéu t6.
- Cac yéu td lién quan dén bénh: loai bénh, vi tri O bénh, thoi gian mic bénh. ..
- Cac yéu tb lién quan dén thudc: loai thude, ddc tinh dugc dong hoc, dang bao
cheé....

Mot sO bénh nhu dong kinh, dai thao duong, xo nang, tuy....thoi gian diéu tri
c6 thé kéo dai subt doi. Vi cac bénh nhu lao, thoi gian diéu tri c6 thé 1a 6, 9 hodc 12
thang.

Ngay nay do sur xuat hién nhiéu dang bao ché méi hodc ché phdm méi cé tac dung
kéo dai nén dot diéu tri c6 thé rat ngan dugce dang ké, vi du Azithromycin ding 5 ngay
ciing c6 két qua twong tw nhu penicillin 10 ngay trong diéu tri viém hong do lién cau.

Danh muc tai liéu tham khio

1. B6 mén Dugc 1am sang — DH Dugc HN (2005), Bai giang bénh hoc, NXB
Y hoc.

2. B6 mon Dugc 1am sang — PHYHN (1996), Gido trinh Dwoc Ldam sang va
dieu tri, NXB Y hoc.

3. B0 mon Dugc ly truong DPai hoc Dugc Ha ndi 2005, Duoc Iy (1+2), NXB
Y hoc.

4. BOY té (2002), Duoc thi Quoc gia, Hoi dong Dugce thu xuét ban

143



Bai 13
SU DUNG THUOC CHO NGUOI CAO TUOI

1. PAC PIEM DUQC PONG HOC O NGUOI CAO TUOL.

Tudi tac anh huong nhiéu dén sinh 1y cta co thé, va nhu vay sé anh huong dén
qua trinh hép thu, chuyen hoa qua gan lan dau, lién két thudc - protein huyét tuong,
phan bé va thai trir thude.

1.1. Hap thu thudc:
* Thudc ding theo duong uong:

O nguoi cao tudi, co su giam téc do thao rong da day, giam tiét acid, giam luu
luong mau ¢ rudt, giam di¢n tich bé mat hap thu. Do sy cham rong cua da day, mot sb
vién thudc dé tan ra, ting hap thu, nhung co thé 1am hong dang bao ché dic biét (thude
bao tan & rudt) hoic 1am ting tac dung khéng mong mudn cua thudc nhu gip loét da
day khi dung thudc chéng viém phi steroid. pH da day ting c6 thé lam giam hap thu
mdt sb thude acid duge hip thu & da day nhu barbituric, salicylat ...

* Thudc ding ngodi:

Da ngudi cao tudi kho, thanh phén lipid giam, kho thdm cac thudc than nudc
nén hap thu thudc qua da giam.
* Thudc tiém bdp:

Khéi co giam, tudi mau giam, hip thu thudc theo dudng nay giam va khong 6n
dinh.

1.2. Phéin bd thude:

Do ¢6 su giam luong nude toan bd co thé, nhimg thude tan trong nudc nhu
digoxin, morphin, lithi bi giam thé tich phan bd (Vd), ting ndng d6 trong mau va trong
md. Cac thudc gin manh vao md nhu digoxin s& kéo dai thoi gian tac dung.

Ty 1é md trong co thé lam ting kha ning phan bd cua cac thudc tan trong md
nhu barbiturat, thiopenton, diazepam ... dan dén kéo dai thoi gian tac dung, tich luy
nhiéu & mé md.

Giam protein huyét twong, cha yéu 1 albumin, nén cac thude acid c6 xu huéng
gin v6i albumin huyét twong (Cimetidin, Frusemid, Wafarin) s& ting lugng thudc &
dang tu do, tang tac dung.

1.3. Chuyén hoa thudc tai gan:

Khéi luong gan va luu luong mau qua gan & ngudi cao tudi giam nén mot sb
thudc bi chuyén hoa qua gan sé& bi kéo dai thoi gian tac dung, dé tich luy va ngd doc.
Céc thudc bi chuyén hoa qua gan giam & ngudi cao tudi do hoat tinh men gan giam,
kich thudc gan giam, luu lugng mau qua gan giam. Hau qua lam tang dang ké tac dung
lam sang cua mot s6 thudc & nguoi gia, vi du nhu _nifedipin. Thong thuong, thudc
chuyén hoa nhiéu qua gan khi ding cho ngudi cao tudi nén giam 1/2 - 1/3 liéu va theo
doi chat ché.

Bing 13.1. Nhitng thuéc bi giam chuyén héa qua gan 6 ngwoi cao tudi

Nhém thude Tén thudc
Thudc ha s6t,giam dau, chong viém Dextroproxyphen, ibuprofen, pethidin,
naprofen.....
Thudc tim mach Amlodipin, diltiazem, lidocain, nifedipin,
quinidin, theophyllin, verapamil...
Thudc tAm than Alprazolam, clordiazepoxid, desipramin,
diazepam, imipramin, nortriptylin,
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triazolam....

Thudc khéc Levodopa...

1.4. Thai trir thude qua than:

O nguoi gia, khdi luong than giam 20% do sé nophron giam 35%, 50 luong tiéu
cau chirc ning giam 35%, luu luong mau qua than giam 45-53%. O nguoi rat gia luu
lugng mau qua than co thé giam to1 73% so voi nguoi tre, tde do loc qua cau than
giam thap con 40-45%. Luu lugng loc cua tiéu cau than giam sau tudi 20 1a 10% tung
10 nam, nhung su giam nay khong tuyén tinh, ma giam rd rét nhat sau tudi 50-60.

Ca3co ché thai trur thudc qua than: loc qua tiéu cau than, thai trir tich cuc qua
biéu mé ong lwon gan, tai hip thu qua biéu mé 6ng than & nguoi cao tudi déu giam.
Ché d6 thanh loc cua than giam, kéo theo thoi gian ban thai cua nhiéu thubc & huyét
tuong bi kéo dai, tac dung va doc tinh tang theo.

Vi chtic ning than 1a “dong”, nén lidu duy tri cua thudc cin diéu chinh uyén
chuyén khi nguoi cao tudi bi cac bénh cap va min tinh nhu suy than, mat nudc, nhiém
khuén cép va man tinh duong tiét niéu, viém hodc u xo tuyén tién liét... Vi du: nhu khi
nhiém khuan co tim, nhidm khuin hé hép thi thai trir digoxin qua than chim lai va
ADR ctia dogoxin dé xay ra hon.

Chtrc ning thin tiép tuc suy giam dong bién véi tudi tac, nén khi dung thude dai

ngdy can ludn ludn xét lai lidu luong cho thich hop.
Ta hay dung ham luong creatinin huyet thanh 1a test chirc nang loc cau than, nhung
test nay co han ché: do nguoi gia co khdi nac it hon ngudi tré, san xudt creatinin giam
di dong thoi v6i viée giam nephron, lam cho két qua bi sai 1éch, vi du & nguoi 70- 80
tudi co thé c6 néng do creatinin mau binh thudng (110pmol/l), nhung d6 thanh thai
creatinin c6 khi giam 50%. {t khi gip ting qud cao creatinin mau, trir khi phan 16n
chtrc nang than da bi hu hai.

Nitrogen ure/ mau (BUN) ciing it dung lam test chire nang than, vi test nay con
phu thudc vao trang thai mat nudc, ché d6 dinh dudng, mat mau...Thong thuong ¢
ngudi cao tudi, nén dung chi s6 d¢ thanh loc Creatinin vi chi s6 nay c6 tuong quan
chat ch€ voi stc loc cau than va ca su thai tru tich cuc qua ong than. Dé tranh doc tinh,
néu nguoi bénh co tdc d6 loc cau than < 30 ml/phut, phai diéu chinh liéu lugng
2. THAY POI DUQC LU'C HQC O NGUOI CAO TUOL.

Nguoi cao tudi giam dap tGng dugc ly hoc ¢ co quan dich. Pap umg giam do
giam do nhay cam cua receptor, giam 56 lugng receptor, do can kiét chat trung gian
than kinh, do c6 nhiéu bénh hodc do thay doi sinh 1y hoc. Tudi tac lam can kiét
acetylcholine, dopamine va serotonin, suy gidam giang hoa chét qua xuc giac MAO, sut
kém dap tmng ciia co quan nhan cam. Ap lyc v&i sy thay d6i huyét ap, giam dép Gng
cua receptor - adrenergic taing dung nap vdi cam giac dau

Bing 13.2. Anh huéng ciia tudi gia téi ddap ting thuoc

Nhom thudc Thudc Tac dung chinh hoic tac dung Anh huéng
phu ciia tudi gia
dén tac
dung cua
thude
Giam dau Morphin Tac dung giam dau cap tinh Tang
Aspirin To6n hai niém mac da day cap Khong doi

145




Pentazocin Giam dau Téang
Thudc tam than | Diazepam An than Ting nhiéu
haloperidol An than Giam
Triazolam An than Khong doi
Thubdc tim mach | Diltiazem Chong tang huyét 4p cap tinh Téang
Dopamine Téang thanh thai creatinin Giam
Enalapril Chong tang huyét 4p cap tinh Tang
Felodipin Chong tang huyét ap Tang
Nitroglycerin | Gian tinh mach Khong doi
Timolol Co co tim Khong doi
Verapamil Chong tang huyét 4p cap tinh Tang
Thudc loi tiéu | Furosemid Tang su tiém tang va c¢& dinh cua | Giam
dap ung loi ni€u
bumetanid Tang luu luong nude tiéu, ting thai | Giam
Na*
Thudc  chong | Tolbutamid Lam ha duong huyét cap tinh Giam
tiéu duong glyburid
Thudc khéc Atropin Suy gidm sy thdo sach da day Khéng doi
levodopa Han ché liéu do ADR Tang
Metoclopramid | An than Khong doi

3. PHAN UNG CO HAI CUA THUOC (ADR) O NGUOI CAO TUOI

Nguoi cao tudi tang nhay cam voi thube do thay ddi duoc dong hoc va duoc luc
hoc hodc do thudc 1am ning them mot bénh sin co (thuéc khéng cholinergic lam trAm
trong them triéu chimg bénh tuyén tién liét, thudc loi niéu gy ha huyét ap tu thé
dung). Nguy co ADR & ngudi gia dong bién voi sb loai thube dung. “Pa duoc hoc”
tao da cho nhiing tuong tac thude bét loi.

Truéc hét phai lvu tdim dén thudc lam ting nhay cam theo tudi gia nhu
Morphin, pentazocin, warfarin, thuéc rc ché enzyme chuyén dang angiotensin, C4c
benzodiazepine c6 thoi gian ban thai dai, levodopa, heparin, khidng sinh aminosid,
INH, liéu cao thudc 1oi niéu nhom thiazid, thudc chéng ung thu, chéng loan nhip tim,
chbng viém khong Steroid. ...

Can can trong vdi ca thudc cé giam nhay cam & ngudi cao tudi (nhu tolbitamid,
glyburid, thudc e ché B...), vi luén gip phai ADR nghiém trong do phu thudc licu
luong, dau hiéu doc tinh c6 thé bi tri hoan, 1am cho thﬁy thude, dugc sy, ngudi bénh
mat canh giac.

Tuong tac “thuoc bénh” 1a sy vuong 1én ciia bénh do gip phai thudc, xay ra ¢
moi nguoi, nhung on a0 & nguoi gia vi tinh luu hanh cia bénh va vi ¢6 khi rat khi
phan biét giita ngudi ADR kin ddo voi tac hai ctia chinh bénh d6. Thudc khang
cholinergic 1a nguyén nhan thuong gap ctua tuong tac nay.

Bing 13.3 . Twong tic “thudc- bénh” ¢ ngwoi cao tuoi

Bénh Thuoc ADR c6 thé gip
Bénh r6i loan dan truyén | Phong bé beta, digoxin, | Bloc tim
tim diltiazem, chong cham
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cam loai ba  vong,

verapaminl.
Bénh tic nghén phdi min | Thudc phong bé beta. Co that phé quan, suy ho
tinh C4c opiate hap

Bénh suy than man

Thuéc aminosid, chong
viém khong steroid

Suy than cap

Bénh sa sut tri tué

Thuéc amantadin, chéng
cholinergic, chong co giat,
levodopa, thuoc tdm than

Tang 10 lan, mé sang

Bénh tram cam

Ruou  ethylic, nhom
benzodiazepine. Phong bé
beta, thudc chdng ting
huyét ap tic dung trung
uong, corticoid

Tang manh con trdim cam

Bénh tiéu dudong

Corticoid, thuoc lo1 niéu

Tang glucose/mau

Bénh tang nhan 4p Thudc khang cholinergic | Con kich phét glaucoma
Bénh suy tim Phong bé beta, diltiazem, | Con kich phat suy tim
verapamil
Bénh ting huyét ap Chdng viém khong steroid | Tang thém huyét ap
Bénh giam Kali mau Digoxin Doc voi tim
Giam huyét 4ap tu thé | Thudc chéng ting huyét | Chong mit ngd ngat
ding ap, thudc tdm than, loi
niéu, levodopa, chdng
tram cam 3 vong
Bénh lodng xuong Corticoid Gay xuong

Viém u xo tién liét tuyén

ThufSc kich thich alpha,
thudc khang cholinergic

u dong nudce ti€u

Bing 13.4. Thuéc dé gay tic dung cé hai 6 nguwoi cao tudi

Tén thuode

Biéu hién tac dung c6 hai

Loai giong “atropine”

Ao giac sO va do giac nghe

Acid mefenamic

Tiéu chady, suy gan

Methyldopa Mo mang, ué oai, tram cam

Barbituric L 1an

clopromazin Ha huyét 4p tu thé dung, ha than nhiét
Cinarizin, flumarizin Tri€u ching Parkinson

Captopiril Suy than, ha huyét ap

Co- trimoxazol

Mat bach cau hat, thiéu mau bat san,
phan ng ndng ngoai da

Estrogen U nudc & co thé, suy tim xung huyét

Furosemid Ha huyét ap, tai bién mach mau nio

Glycosid tro tim R6i loan vé hanh vi, dau vung bung,
chan an.

Izoniasid Doc voi gan

Khang sinh aminosid

Suy than,diéc

Lithi

bai dam, mat nudc (do dai nhiéu)
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Chong viém khong steroid Loét, chay mau, thung da day- ta trang

Triazolam L 14n, phan tng ¢ hai vé tim than

4.NHUNG VAN PE CAN CHU Y KHI SU DUNG THUOC O NGUOI CAO TUOI

Nguoi cao tudi 1a nhém bénh nhéan ¢ dic diém sinh 1y khac biét voi thanh nién.
Su 130 hoa khong glong nhau ¢ timg 16p tudi cling dan dén sy khac biét gila cac ca thé
trong dap tmg voi thuoc va trong qua trinh tuan hoan cta thudc trong co the

Nhu:ng van dé can cha y khi str dung thudc cho ngucl cao tudi bao gom:

¢ R4i loan tiéu hoa (tao boén), do d6 ngudi cao tudi hay dung thudc nhuan trang,
diéu nay lam giam hap thu thude

¢ Giam tri nhé: hay quén dung thudc, nham 1an liéu.

o Mit kém: kho doc huéng dan, phai ghi chit to, dé doc.

¢ Run tay: khéng nén cho ubng thudc theo giot, luu ¥ céc chai thudc khé mo.

¢ Thich lam dung thudc, ding kéo dai qua quy dinh.

¢ Lodng xuong nén van dong it, hay uéng thudc khi ndm: luu y véi thude gay
loét thuc quan.

o {t khat nén it udng nudc: phai nhic uéng nhiéu nudc khi dung cac thude dé
lang dong & than nhu Co - trimoxazol, cac Sulfamid.

Nhu vay, dé diéu trj cho nguoi cao tudi, can phai hiéu tudi tac va cac bénh méic
kém anh huong nhu thé nao dén dugc dong hoc va duogc luc hoc cua thude, trén tung
c4 thé, va can phai luu tim dén mong mudn cta ho trong van dé diéu tri.

5. MOT SO NHOM THUOC CAN QUAN TAM PAC BIET.
5.1. Thubc loi niéu.

Khong nén dung lidu cao > 25 mg thiazid mdi ngdy, chi nén dung liéu thap tir
12,5- 25 mg mdi ngay (dé it co tai bién giam kali huyét va ting glucose mau).

5.2. Thuoc chong ting huyét ap.

Néu dung nap dugc thi thube loi niéu va e ché beta 1a lya chon dau tién vi
thudc 1am giam nguy co bién chimg tim mach ¢ ngudi cao tudi. Trong bénh phdi tic
ngh&n mén tinh bénh mach ngoai bién thi tuyét dbi khong nén dung cac thudc trc ché
beta. Khong nén dung nhom dihydropyridin tac dung ngan nhu nifedipin vi tang nguy
co tir vong. Thén trong khi dung thudc gidn mach va thudc e ché o do thude giy tut
huyét ap tu thé dimg.

5.3. Thudc tim mach.

Cac thudc chdng loan nhip tim déu c¢é chi dinh nhu nhau va céng hiéu nhu nhau
0 nguoi tré cling nhu ¢ nguoi gia, nhung vi ¢6 giam dugc dong hoc ¢ ngudi gia nén
khi dung can giam liéu luong ciia mot s6 thuéc nhu mexiletin, encainid, flecainid,
quinidin, lidocain.

Do thanh loc cau digoxin giam 50% & ngudi cao tudi ngay ca khi ham luong
creatinin/ huyét thanh binh thuong. Vi vay, liéu duy tri cta digoxin phai bat dau thap
(0.125mg mdi ngay) va diéu chinh lidu dap tmg ctia ngudi bénh theo nong do digoxin
trong huyét thanh.

5.4. Thuoc chong Parkinson.

Do thanh loc levodopa ¢ nguoi cao tudi giam, nguoi bénh dé nhay cam véi
thudc nay nhu ha huyét ap tu thé dung, 1 1an. Liéu khoi dau can thap va thuong xuyén
tho ddi ADR. Ngudi It 1an véi Levodopa ciing khong dung nap dugc véi nhimng thudc
méi chong Parkinson nhu bromocrlptln pergolid, pramipexol, ropinirol. Can tranh
dung thudc khang cholinergic vi ngudi gia mac bénh Parkinson ciing dé& sa sit tri tué.
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5.5. Thudc chong dong mau.

Tudi gia khong 1am thay doi Dugc dong hoc cau Warfarin nhung c6 thé lam
tang nhay cam véi tac dung chéng déng mau cta thude nay. Can giam lidu khoi dau
cua Warfarin < 7.5mg/ngay va lidu duy tri duoi Smg/ngay. Néu ngimg thudc (nhu
trudc khi phau thuat) can nging cham dan t6i trang thai dong mau thong thuong.

5.6. Thudc tim than.

Mac du thuoc tam than c6 thé lam giam ching hoang tuong bo phan nhung
cling 1am cho 14 13n toi t& hon. Nguoi gia dac biét la cu ba, dé c6 nguy co mac ching
loan van dong mudn khong hoi phuc do nhom thude nay. 25% nguoi gia khi dung
thudc tam than s& gip tac dung trc ché, ha huyét ap tu thé dung, dimg ngdi khong yén
va triéu chimg Parkinson do thudc ton tai t6i 6-9 thang sau khi ngimg thude.

Khi dung moi thudc an than, lidu khoi dau chi can bang ¥ lidu ngudi tré roi
ting dan lidu. Nguy co rdi loan chirc ning ngoai thap véi cac thudc tim than moéi
khong dac hi¢u (olazepin, risperidon) xay ra it hon do6 1a thuén loi cho ngudi gia tuy
nhién van cin than trong giam lidu vi con it kinh nghiém trong st dung thudc nay.

5.7. Pé chong mat ng.

Can tim bién phap khong dung thudc, cing lim méi phai dung thudc an than,
thudc ngi. Néu dung thi chon benzodiazepine tac dung ngan hodc trung binh (tiz <24
gio) nhu alprazolam, lorazepam, oxazepam, temazepam. Khong dung loai thude c6 ti
dai vi nguy co tich lay thudc va ting doc tinh dan toi ué oai budn ngy, giam tri nho,
mat cin bang tu thé co thé ngi giy xuong. Dung lau dai thudc ngi c6 thé gay 18 thudc
thudc, khi ngimg thudc s& quay lai mat ngu lo au.

Khong dung thudc khang Histamin Hi dé giy ngu vi c6 tic dung khang
cholinergic d& gdy nguy hiém cho ngudi gia.

5.8. Tac dung chéng trim cam.

Hay dung cho ngudi cao tudi loai thude trc ché thu hdi Serotonin (fluoxetin,
paroxein, sertralin) dé chong trAm cam. Nhitng thudc nay c6 hiéu luc nhu loai chong
tram cam 3 vong ma lai it doc hon, dic biét khi phai dung liéu cao. Nhuoc diém cua
loai nay 14 tiz (ctia chit me cung chit chuyén hoa) dai. Paroxetin an than hon, cé tac
dung khang cholinergic va @c ché cytocrom Paso ¢ gan, nén c6 nguy co lam chim
chuyén hoa ctia nhiéu thudc tim than chdng loan nhip tim, thudc chdng tram cam 3
vong.... Sertralin chdng tram cam tét hon, nhung c6 khi gy tiéu chay. Liéu luong cac
thudc trén can giam toi 50% & ngudi gia.

Véi loai 3 vong, khong dung thudc c6 ADR nghiém trong dic biét 1a cac ADR
lién quan dén tac dung khang Cholinergic (Amitriptylin, imipramin), khang histamine
(doxepin), khang Dopamin (amoxapin)

Loai trc ché thu hdi noradrenalin nhu nortryptylin va desipramin voi lidu khoi
dau 10-25 mg/ ngay dung hop hon. Ca hai thudc nay it co tac dung khang cholinergic;
Nortryptylin c6 tac dung trc ché o yéu (ha huyét ap yéu), tuy vay qué liéu c6 thé gay
doc tinh trén tim va than kinh, can chéng chi dinh & nguoi gia cd nguy co ty van.
Trazodon hay dung & nguoi dé kich dong, it c6 tac dung khang cholinergic it doc véi
tim hon loai 3 vong nhung c6 thé gay cuong dau duong vat.

5.9. Thuoc chong ti¢u dudng.

Can dung liéu cho khéo, ca Insulin va Sulfonylurea, 1am sao du phong duoc
triéu chimg tang glucose- mau ma khong gap ha duong huyét.

Tudi tac c6 thé 1am giam do thanh loc Insulin, nhung nhu cau vé licu lu’(rng phu
thudc vao mirc do dé khang véi Insulin. Mirc do nay thay doi rat 1on & nguoi gia tiéu
duong typ 2.
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Tai bién ha dudong huyét do dung Sulfonylurea c6 thé ting theo tudi. Khong
ding Clorpromazin cho ngudi gia do nguy co giam Natri mau va do tiz cta thube kéo
dai s& nguy hiém, mot khi gip doc tinh do ha dudng huyét. Metformon 1a mot
biguanid thai qua than, lam tang nhay cam cuia mo6 ngoai bién vé1 Insulin va co6 ich cho
ngudi gia khi ding don doc hodc phdi hop v6i Sulfonylurea. Tuy nhién, chua xac dinh
duogc hiéu lyc 1au dai va do an toan, c6 thé hiém gip nhiém acid lactic, nhung day 1a
bién ching nguy hiém cua Metformin tang theo d6 suy than va tudi tac.

Nguoi gia dung nap t6t v4i Troglitazon, c6 thé phdi hop vé6i Insulin va thude
chéng tiéu dudng loai uong, lam cho mé ngoai bién nhay cam voi tic dung cua
Insulin. Tuy vay, chi la thude duy trit vi c6 thé doc véi gan.

Arcabose udng trong bira n lam giam sy tang ham lugng Glucose sau bua an.
Khi phbi hop voi thuoc khac dung ha duong huyet thi thudc nay cé thé cai thién
duong huyét & mot sé nguoi. ADR chu yéu cua thude nay 14 khong dung nap & duong
tiéu hoa.

5.10. Thudc giam dau.

Thuéc chéng viém khong steroid la nhém duoc dung rong rai, nhiéu thudc
khong can ké don (OTC). O nguoi cao tudi co giam do thanh loc cua Salicylat,
oxaprozin, naproxen. Loét miéng noi va chdy mau ong ti€u hdéa l1a ADR nay hon
(meloxicam, rofecoxib, etodolac, nimesulid).

Tubi tac khong 1am ADR nay nang thém nhung néu gip thi tinh trang bénh tat
va ty 1€ tr vong & nguoi gia 6n a0 hon.

Nguy co chay mau 6ng tiéu hoa do nhom thude nay sé& ting gip 10 1an néu phdi
hop vo1 Warfarin
5.11. Nhém Opiat.

Ngudi cao tudi nhay cam rd voi tic dung giam dau ctia Opiat, do hu hong
Receptor, do thay ddi két hop véi Protein huyét twong, con do kéo dai do thanh loc cta
Opiat.

So v6i nguoi tre, lidu opiate & nguoi gia co thé thip hon.

Nguoi cao tudi dé gap ADR cua opiate nhu tdo bon, suy ho hép, chin con ho,
che khuét chtrc ning tAm than.

T40 bon co6 thé nghiém trong, c6 thé phong va chira bang cach giam lidu, giam tan
suat dung thudc, an nhleu chét xo nhu rau qua, tang ubng nudc, ting van dong than thé.

Pethidin giam gan vao hong cau O ngudi gia, 1am ting dang tu do cua thudc nén
dé gay tai bién suy ho hap hon. Chat chuyén hoa ciia Pethidinh c6 thé kich thich than kinh
trung wong, vi vay nhiéu tac gia khuyén khong dung Pethidin & ngudi cao tudi.

Pentazocin dé gap ADR & ngudi gia nhu géo giac, thi giac, 1a 1an, mat phuong
hudng.
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Bai 14
SU DUNG THUOC CHO PHU NU CO THAI VA PHU NU CHO CON BU

I. SUDUNG THUOC CHO PHU NU CO THAL.
1. Thoi ky mang thai va anh hwéng ciia thude.
Tho1 ky mang thai chia thanh céc giai doan sau:
1.1. Pha phén doan: trong 15 ngay dau cua thai ky.
Poc tinh cua thude tun theo qui ludt “tdr ca hodc khéng”, tic 1a hodc phoi bao chét
hoic tiép tuc mang thai ma khong d¢é lai di chimg gi.
1.2. Thoi ky phoi: sau 15 ngay dau va kéo dai tir dau tuan thi 3 dén hét tuan tha 9.
Sur tao hinh xay ra rat nhanh, hau hét cac co quan duoc tao thanh, trong thoi ky
nay d0 nhay cam cua thudc 12 manh nhét vi céc té bao trong pha nhan 1én manh, mdi
co quan s& qua mot pha nhay cam nhét véi thude.
Bing 14.1. Pj nhay cim ciia thudc véi mét sé co quan theo thoi ky phdt trién

cua phoi
Co quan nhay cam véi thudc Thoi ky nhay cam cao nhit (tuin thit..)
Mit 4-8
Tim 3-6
Than kinh trung uong 3-5
Tay chan 4-7
Rang, vom miéng 7-8
B6 phan sinh duc ngoai 7-9
Tai 4-9

Nhimng ngay thang nay ddc biét nguy hiém vi 1a khoi dau thoi ky mang thai,
ngudi me rat it cam giac, lai c6 nhimg chimg bénh d& mac (mat ngt, nhirc dau, budn
nén, choang vang...), c6 khi c6 quan niém sai lAm vé tim bd (dung lidu cao cac
vitamin va khoang chit), co nguoi me co thé bi cac bénh mén tinh nén phai dung thude
lién tyc (dai thao duong, nhiém khuén, bénh ndi tiét, tim than, dong kinh, parkinson,
cao huyet ap..) nén tu y dé dung thudc. Tham hoa thube ngu thalidomide gay quai thai
khuyét tat tay chan trong nhitng nim 60 cau thé ky 20 1a mot vi du noi bat.

1.3. Thoi ky thai: |a pha truong thanh va hoan thién cac co quan.

Thoi ky nay thai it nhay cam hon nhung van luén luén bi thudc tin cong, giy
doc cho thai, nhay cam nhat 1a bd phan sinh duc ngoai, nao, rang, vi cac bo phan nay
van tiép tuc biét hoa sau 3 thang tudi thai.

1.4. Thoi ky so sinh: tuong tng véi cudi thang thir 9 cia tudi thai.

Trong thyc té thoi ky nay co6 thé bat dau tir cudi thang thir 6 (1a lac thai con non
nhung c6 kha ning séng dugc khi ra doi).

Pay 1a thoi ky thai bat dau tu chil va ¢ gang thich nghi v&i doi song tuong lai
0 ngoai bung me. Giai doan nay rau thai da chét dan, dé lot nhiéu chat thim qua o at.
Trong khi d6 gan thai chua chuyén hoa duogc tron ven, than cua thai chua thai duoc
thudc. Vi nhitng 1y do d6 nén néu lic chuyén da ma dung thudc cho me (thuc mé,
thudc phién, dan xuit benzodiazepine, methylergotamin, chloramphenicol, thudc
chéng déng mau, thuéc khang vitamin K, sulfamid, reserpin....) thi c6 thé gay doc cho
tré so sinh, lam rdi loan co thé nhiéu gl(y nhiéu ngay sau khi chao doi.

2. Phan loai mitc d9 an toan ciia thudc do6i véi phu nir c6 thai:
Co quan Quan 1y thudc va thyc pham My ( FDA) da xép thudc thanh 5 loai.
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Loai A:

Cdc nghién ciru ¢6 kiém sodt cho thdy khéng c6 nguy co doi véi bao thai.

Céac nghién ctru c6 kiém soat véi sé lwong du 16n trén phu nit ¢6 thai ching
minh 13 khong lam ting nguy co thai bat thuong khi ding cho ngudi me mang thai tai
bat ky thoi diém nao cia thai ky.

Loai B:

Khéng c6 bang chirng vé nguy co déi véi bao thai nguoi. Thude ¢ nguy co giy
tac hai cho bao thai trén dong vat nhung cic nghién ciru ¢ kiém soat va du 16n khong
ching minh dugc nguy co khi ding trén ngudi; hodc thudc khéng co6 nguy co trén
dong vat nhung chua du nghién ciru tin cdy dé chimg minh an toan cho ngudi.

Loai C:

Co nguy co cho bao thai. Nghién clru trén nguoi chua du nhung nghién ciu
trén dong vat chimg minh c6 nguy co gy t6n hai hodc khuyét tit cho bao thai; hoic
chua c6 nghién ctru trén dong vat va nghién ctru trén nguoi ciing chua day du.

Loai D:

Chdc chdn ¢é nguy co cho bao thai. Cac dit liéu nghién ctru hodc dir liéu sau
khi thudc da duge luu hanh trén thi truong cho thay thude co nguy co gdy tac hai cho
bao thai, tuy nhién loi ich diéu tri vuot trdi nguy co rui ro. Thube dugce chap nhan dé
diéu tri trong nhimg trudng hop bénh ning de doa tinh mang ngudi me va khong thé
tim dugc thude thay thé an toan hon.

Loai X:

Chéng chi dinh cho phu nir c6 thai. TAt ca moi nghién ctru trén dong vat, trén
ngudi, cac dir liéu thu thap sau khi thudc lwu hanh trén thi truong déu khang dinh tac
hai cho bao thai cta thudc va loi ich diéu tri khong vugt tri nguy co rui ro.

Vi du: Cung mot nhom thudc tri loét da day t4 trang nhung cac Antiacid dugc
Xép loai A, Cimetidin, Famotidin duoc xép loai B, Pantoprazol dugc Xép loai C con
Misoprostol duoc xép loai X.

3. Anh hwéng ciia thudce téi ngwoi me khi mang thai:

Trong thoi ky mang thai ngudi me c6 nhitng dic diém sau:
3.1. Hép thu thuéc:

Nang luc van dong cua da day va rudt gidm, dac biét 1a khi chyén da, vi vay
mdt sb thude duge hap thu, luong thude hap thu ciing dao dong.

Da day me giam tiét 40% acid, nhat 13 & qui 1 va qui 2 ctia tudi thai: pH cua da
day tang anh hudng dén su hap thu cac thudc 13 acid yéu va base yéu.

Su thong khi phé nang va luu thong méu & phoi tang (khoang 30%) tir nhiing
ngay dau mang thai, anh hudng dén sy hap thu thudc qua phoi: chat bay hoi chong dat
dugc nong do thudc cao trong phé nang, nhitng hat khi dung dé khuéch tan vao b may
h6 hap va ting tac dung nhu thudc gidn co, thudc té, thudc mé....Cac chat it tan trong
lipid va khuéch tan chdm nhu ruou ethylic, thé ethylic, halothan...ciing duoc cin
béng nhanh hon, n6ng dd & mo cao hon, dic biét & nhitng co quan dugc tudi mau
nhanh nhu tr cung, rau thai.

Do gidn mach tai chd, ludng mau viing co van va su tudi mau vao md ngoai
bién tang trong khi dang mang thai. Pén cubi thoi ky thai nghén, ludng mau cham han
¢ chi dudi do tang ap luc thuy tinh ¢ hé tinh mach. Khi tiém bép vao vung mong, dui,
thudc hap thu khong déu nhat 1 khi chuyén da, tiém thudc & bap tay, vai s& hap thu
déu hon.

Hép thu qua da va niém mac s€ manh 1én, vi luu lugng mau & da tang 1én, nén
can than trong khi bdi thudc ngoai da cho ngudi mang thai (vi du boi va xoa bop ban
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tay ban chan). Niém mac miii d& bi sung huyét, tudi mau phat trién manh & niém mac
am dao, nén hap thu thudc & nhiing noi nay ting manh.
3.2. Phdn phoi thuéc

Thé tich mau ting khoang 50%, nudc toan thé cta co thé ting manh. Sir mé
rong cua vung dich khi mang thai lam thay doi phan phéi thude & co thé me, dic biét
v6i thude tan trong nudc ma lai phan phdi nhiéu & dich ngoai bao.

MG cia co thé sé tich tu dudi da, khi mang thai, qua tai dat 3-4kg, co khi téi
10kg, tich chu yéu & 2 qui dau. Hau qua cau tich lily md 1a ting thé tich phan bd cua
nhiéu chét tan trong lipid (nhu benzodiazepine, dan xuét barbituric, thuéc mé....) din
t61 tinh trang nga li bi sau khi gdy mé hoic sau khi dung thudc ngu.

Gan thudc vao protein huyét twong giam khi mang thai lam thay d6i hiéu luc va
ddc tinh cua thudc.

3.3. Bai xudt thuéc

Luu luong than tang rit sém & nguoi me, tir tuan thi 15 va gép d6i ¢ tuan thtr
26 cua thai ky. Loc qua cau than tang tur Itc bat dau mang thai va tlep tuc tang khi tr&
da. Nhu vay thudc s& tlep tuc tang loc qua tiéu cau than, néu su tai hap thu cua thudc
qua 6ng than khong d6i.. Ostrogen 1am & mat va kéo dai thoi gian ban thai cua thude
rifampicin
3.4. Thay doi vé huyét dong hoc

Luu luong tim tang khoang 1.5 lit/phut luc dau cua thai ky. Luu lugng tim con
tang nita luc tro da, dat t6i da lac s6 rau va ton tai 10-60 phut sua khi dé.

4. Cac nguyén tic trong sir dung thudc cho phu nir ¢6 thai:

- Han ché t6i da dung thudc, nén lya chon cac phuong phap diéu tri khong ding
thudc.

- Tranh khong dung thudc trong 3 thang dau thai ky.

- Dung thubc véi liéu thip nhit c6 hiéu qua, thoi gian ngin nhat.

- Lya chon thudc dd dugce ching minh 13 an toan, tranh dung nhitng thudc chua
duoc st dung rong rai cho phu nir c6 thai.

5. Mét s6 nhém thude can lwu y dic biét khi mang thai.
5.1. Thuéc chéng tin sinh.

Vi mo6 cua phoi phat trién rat nhanh va co ty 1€ luan chuyén AND cao, nén ciing
glong cac mo tan sinh, phoi rat dé bj ton thuong do me dung cac thude ‘trong nhém
nay. O ngudi, thude Aminopterin la thudc dau tién gay quai thai, cac thudc khac thude
nhom Alkyl héa va chong chuyén hoéa nhu methotrexat, 6- mercaptopurin,
cyclosphamid, chlorambucin, busuphan...ciing giy bat thuong cho thai, lam cham
phat trién thai, giam san ham dudi, nirt vom miéng, loan san so, tat ¢ tai, chan veo

Colchicin, vinblastin, vincristin, actinumycin D gy quai thai ¢ dong vat nhung
chua gép ¢ nguoi. Colchicin lam tang luong nhiém sic thé khac thuong ¢ moi trudng
nudi cay lympho bao co thé lién quan t&i nguy co hoi chimg Down ¢ thé hé con chau.
5.2. Thuoc chéng nhiém khudn

Tetracyclin qua duoc rau thai, tich lily thudc ¢ xuwong va ring cau thai, tao
chelat v6i calci. Thoi ky nguy co 14 tir giita t6i cudi thai ky.

O tré da ting bi nhiém tetracyclin trong tir cung me, ring sita va ring vinh vién
bi doi mau sudt doi, dé bi sau rang, giam men rang, cham phat trién bod xuong. Vi co
nhiéu khang sinh thay thé nén ngudi me tranh ding tetracyclin (ké ca doxycyclin) khi
mang thai. Khong ding streptomycin, gentamycin, amikacin, kanamycin va cac thudc
khac doc v6i thinh giac: nhitng thude ndy qua rau thai, 1am hu hong mé dao cua thai.
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Tuy nhién néu qua cin cho me thi sau khi da can nhéc giita yéu t6 loi ich va rii ro cho
thai, c6 thé dung theo huéng dan cia cta thay thudc chuyén khoa.

Pencicillin ding an toan trir khi ¢6 tién sir di tng. Nhitng Sulfamid c6 thoi gian
ban thai dai cling qua dugc nhau thai, vi gin manh vé6i Protein huyét twong nén nhing
sulfamid nay day bilirubin khéi protein huyét tuong. Néu me dung Sulfamid tuan thir
33 cua thai ky thi rau thai c6 kha nang bai tiét bilirubin, do d6 con han ché duogc nguy
co cho thai, nhung néu me dung Sulfamid gin ngdy ¢ cir thi tré so sinh c6 thé bi vang
da bénh ly va néu khong diéu tri co thé bi vang da nhan ndo nguy hiém. C4 biét véi
Sulfasalazin, do chuyén hoa & thai tao thanh sulfapyridin, chit chuyén hoéa nay it day
dugc bilirubin khoi huyét tuong cua thai nén it c6 nguy co trén voi thai.

Khi that can, me co thé dung cephalosporin nhung can than trong vi qua nghién
ctru con chua roc han do tuyét dbi trén nguoi.

Gan day con dang thao luan c6 nén ding nhom quinolon véi nguodi mang thai
khong. Pa thiy c6 mot sd phan tmg c6 hai ctia Ciprofloxacin va norfloxacin c6 khi giy
dau khép, dau gan o tré em do thudc c6 i luc cao v6i xwong, gan, khép. Tuy nhién
cac nghién ctru cla tré em nam trong bung me c6 ding quinolon chua thiy di dang
hoic sai sot gi vé co, xuong.

5.3. Thuéc chéng co giit.

O ngudi me dong kinh thudng dung thude chdng co giat khi mang thai, tré sinh
ra co thé gip bat thuong vé hinh thai va cic chirc ning nhu niit vom miéng, bat thuon 12
Ve tim, so, mat, phu tang, giam san mong tay chén va ngon tay, ngon chan. Nhimg yéu
t6 nguy co gy quai thai ¢ nhing tré em nay la tan s6 va mic do nghiém trong cua cac
con dong kinh, ding liéu cao thudc chdng co giat hang ngay hoic phdi hop (> 3) thude
chdng co giat.

Chédng chi dinh dung Trimethadion vi gy quai thai.

Phenolbarbital, carbamazepin c6 thé giy quai thai, gay kiéu di dang bat thudong
nhu dbi voi phenytoin. Trong ngdy dau moi sinh néu ngudi me dung phenyltion,
carbamazepin, phenybarbital thi tré c6 thé ting nguy co bi chay mau (do thudc lam
giam luong Vitamin K)

5.4. Thuéc giam dau va din xudt thuéc phién

Ca hai nhém thudc giam dau ngoai vi va giam dau thuc thé déu qua duogc rau
thai va dat ham luong dang ké ¢ thai.

Néu tré bi anh hudng cta thudc gy nghién tir trong bung me thi s& cé triéu
chimg cai sau khi sinh tir 6-8 ngay.

Salicylat trannh chap véi bilirubin ¢ albumin huyet tuong c6 thé gy vang da
nhan ndo ¢ thai. Liéu cao aspirin ¢6 thé gdy cham chuyén da va lam hep sém ong dong
mach cua thai, gdy nguy co chdy mau & me trong luc dé va sau khi d¢ hodc giy chay
mau ¢ tré so sinh.

5.5. Thuéc tim thin.

Phenothiazin 1 nhém thudc thuong duoc ding khi mang thai dé chéng nén
hozc thudc chong tim than. R4t may 1a phenothiazin tuy qua nhau thai 1a nhém nguy
co cho thai nhung khong c6 y nghia 16n.

Me hay dung Diazepam dé an than. Nhiéu nghién ctru cho thiy thudc nay
khong giy bat thudng cho thai, nhung néu dung thudc ndy gan ngay tré da, thi thay tré
50 sinh c6 thé bi tram cam hodc bi kich dong, run, ting phan.

Thai tiép xtic véi meprobamat va clordiazepoxid khong gdp tang tai blen di
dang hodc thai chét luu, céc test veé tam than va van dong & nhiing tré ndy sau 8 tudi va
test vé tri thong minh khi tré 4 tudi khong thay cé dau hiéu hu hai nio.
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Thudc chong trim cam ba vong khong thay di kém voi di dang bam sinh. Néu
me dung thudc chéng tram cam 3 vong ngay trude khi tré da thi con dé ra ¢ nhip tim
nhanh, suy ho hap, bi dai.

Lithi carbonat ding cho me quy dau cua thai ky gay di dang bam sinh & 19% sb
thai v6i bat thuong vé tim mach. Tai bién cua lithi trong thoi ky chu sinh ciing di gip ¢
tré so sinh nhu ngu lim, gidm truong lyc, biéng an, suy giap trang, budu cd, dai thao nhat.
5.6. Thuéc tim mach.

Glycosid tro tim qua dugc rau thai, nhung tré so sinh (va ca tré 16n tudi) tuong
dbi chiu duoc doc tinh cua nhém nay. Chi c¢6 1% lidu dung cho me vao duoc bao thai
& dang digoxin chua chuyén hoa, nhung ciing c6 thé gip nong do cao cua Digoxin ,
thuong trong quy 1 cua thai ky. Tre so sinh ma me dung Digitoxin s€ co nong do trong
huyét trong ngang v6i ndng do trong huyét trong ctia me ma khong cé dau hiéu khac
gi thuong.

Me dung thudc chéng ting huyét ap thi thudc qua rau thai va co thé gy tac
dung ngoai ¥ (ADR) cho tré so sinh. Thudc phong bé hach gy ADR vé than kinh thuc
vat nhu tut huyét ap va tic rudt liét. Propranolon qua rau thai, gy cham nhip tim, giam
dudng huyét, thai c6 thé chdm 16n. Phai chdng chi dinh dung thudc 1¢i niéu thiazid khi
mang thai, vi 1am giam thé tich huyét tvong & me, do d6 ciing 1am hu hai sy dinh
dudng va su oxy hoa & thai, con gy giam Natri mau, giam kali mau, giam tiéu cau &
tré so sinh.

Thudc trc ché enzym chuyén dang angiotensin nhu elanapril, captopril gy truc
trac cho thai:

- Khi me dung trong quy 2,3 cua thai ky: tai bién bt thudng 13 it nudce 6i, bién
dang mit so, co cing chan tay, giam san ¢ phoi thai.

- Néu dung trong quy 1 cua thai ky, thi nhiing thudc nay khong gay quai thai.
5.7. Thuéc chéng déng.

Thai nhay cam cao v6i coumarin khi me dung nhém thudc nay. “ Hoi ching
Wafarin ¢ thai” gap & 25% s6 thai ma me dung wafarin trong quy dau cua thai ky. D1
tat gdm giam san mii, teo thi giac ¢ ca hai bén, cham phat trién vé tdm than, bt
thudng vé cu tao xuong cia thai. Néu me dung wafarin trong cac quy sau cua thai ky,
thai c6 thé bi teo thi giac, duc thiy tinh thé, cham phat trién tAm than, tit diu nho, cd
thé chdy mau & ca me va thai.

Heparin hay duoc dung trong khi mang thai, vi la phan tir 16n va phan cyc
mang nén rat it qua rau thai. Tuy nhién, néu me ding heparin dai ngay ( = 6 ngay) khi
mang thai, thi chinh nguoi me bi lodng xuong hodc giam tiéu cau. Do d6 dung thudc
heparin phan tir lugng thip thi an toan hon (tuy nhién d6 an toan trén thai nhi chua
dugc nghién ctru day).

5.8. Hormin sinh duc

Me dung hormon sinh duc nam va cac progestin tong hop trong 12 tuan dau
ctia thai ky 1am cho thai nit bi nam héa & bo phan sinh duc ngoai. C6 khi hiém gip ung
thu tuyén 4m dao & cic nit thiéu nién & nhitng nguoi me dung diethylstilbestrol (1a
oestrogen tong hop khong ¢ ciu truc steroid) khi mang thai. Nhiing tai bién do thudc
diethylstilbestrol c6 thé 1a (& me va & thai): chat nhay bat thuong ¢ bd phan sinh duc,
r6i loan kinh nguyét, dé say thai, dé non, thai lac chd, o tur cung suy giam chirc nang,
tré dé tir vong quanh ky sinh. O thai nam nhiém thudc nay, c6 thé hep 16 niéu quan va
16 dai 1éch thap.
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5.9. Thuéc gidp trang.

Proylthiouracil 1a thudc dugce chon loc dé chita cudng ning tuyén giap tuong
d6i an toan.

Cac thubc khang giap trang con lai c6 thé qua duoc nhau thai va gy anh hudng trén
thai nhi (hity hoai tuyén gidp, giy suy gidp trang...)
5.10. Cdc retionid tong hop.

Isotretionin dung nhing thang dau cia thai ky dé giy say thai. Dj tat hay gap la
suy tim, tat tai nho, tran dich ndo. Nguy co di tat & 25% sb nguoi dung Isotretionin,
25% s& c6 cham phat trién tam than.

Etretinat gy quai thai ¢ stic vat va & nguoi, sua khi me uéng, thude nay tich &
m& dudi da, tiét ra dan. Chéat chuyén héa cta thudc nay ciing giy quai thia, ngay khi
d3 nging thudc 2 nam.

5.11. Cac Vaccin.

Me dung thuc chdng Virus Rubeon ¢6 thé giy nhiém khuan & rau thia va thai.

Khi mang thai, néu c6 nguy co nhiém khuédn rd rang, ngudi bénh c6 thé dung
cac Vaccin phong ta, viém gan A va B, soi, quai bi, cam, dich hach, uén véan, bach
hau, thuong han, thuy déu, sot vang.

5.12. Céc thuéc khic.

Thalidomid, dung tir nam 1956 dé chéng cum va gy ngi, an thin, ngdy nay
dung chita bénh phong va mot sd bénh khac. Cho dén nam 1962, da thay nguoi mang
thai dung thudc nay trong thoi ky tao cac co quan da gay di tat cho phoi thai nhu ngan
tay chan ca 2 bén (thiéu tay, chan, giam san..) ngoai ra con gy di tit & éng tiéu hoa va
hé tim mach.

Me udng Vitamin A véi liéu 5.000 Ul/ngay khong gy nguy co sinh quai thai,
nhung lidu > 10.000 UL/ ngay va dung dai ngay thi 1am ting nguy co sinh quai thai.

Meclizin hay dung chéng nén di giy quai thai & loai gim nhim, chua gip tac
hai ¢ thai nguoi.

Thudc chéng tiéu dudng loai udng khong kiém soat duoc diy di bénh tiéu dudng
& ngudi mang thai nhung lai c6 thé giy ha dudong huyét nghiém trong & tré so sinh.

Vi Insulin khong qua dugc nhau thai nén dugc lya chon dé chira tiéu dudng
trong khi mang thai.

Acylclovir uong va boi ngoai da déu an toan cho ngudi mang thai.

Thudc chéng oxy héa nhu primaquin, vitamin K, cac sulfamid,
chloramphenicol c6 thé gdy tan mau & ca me va thai néu GePD do di truyén.

Thubc 130, thube 1s, rugu doc vai thai rat r6. Me uéng nhiéu café mdi ngay co
thé 1am thai chét luu, dé non, tré thiéu can, siy thai. Néu me chi ung 1 tach café mdi
ngay thi khong thay bat thuong vé thai. Khong nén dung café dic hodc nuédc cheé dic
khi mang thai.

II. SU DUNG THUOC CHO NGUOI CHO CON BU.

Cang ngay nguoi ta cang nhan thac 1o 1¢1 ich cua vi¢e cho tré bu sita me. Cho
tré bu sita me, tré s& khoé manh, ting stc dé khang, thong minh hon, dong thoi nguoi
me chong tro lai voc dang cii, giam nguy co ung thu va, co tir cung. Tuy nhién, khi
dung thubc cho phu nit cho con bu, thude ¢ thé dugc bai tiét vao sita va gdy hai cho
dtra tré bu me. chinh vi vay, viéc dung thude & phu nitr cho con bu cling can duuoc
quan tam dung mc dé 1am sao dat duoc muc tiéu diéu tri bénh cho me, déng thoi
tranh cho dua tré bi “ dung” va chiu tac dung bét loi ciia thudc ma van dam bao duy tri
cho tré bu me.
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1. Céc yéu té quyét dinh lwong thudc vao dira tré khi sit dung thudc cho phu nir
cho con bu:

Khi dung thude cho phu nit cho con bu, c6 mdt sb yéu td can can nhic dé dam
bao viéc diéu trj 12 hop 1y va an toan cho ca nguoi me va dia tré. Can phai luu tim t6i
lugng thude tiét vao sita me va lugng thudc dira tré « an “ vao bung. biéu nay lién
quan dén 4 loai yéu to:

1.1. Cdc yéu té lién quan dén vigc ding thudc ciia ngwoi me:

Bao gdm thudc duogc dung (thude dung, lidu, duong dung) va dic diém duge

dong hoc cua me (kha nang hap thu, phan b, chuyen hoa va thai trir thudc). Céac yéu
t0 nay sé quyet dinh lugng thude tlem tang c6 thé dugc thai trir vao sira.
1.2. Cdc yéu té lién quan dén bai tiét siva:

- Luong sira cho dtra tré bu sé phu thudc vao luong stra me Xuét ra va s& ti 18
voi lugng thudc dura tré tiéu thu vao bung.

- Thanh phéan va pH ciia sira: S& anh huong dén mirc do bai tiét ciia thude vao
sita. Thanh phan sira me c6 nudc, Lipid, Protid, Lactose ... thay dbi giita cac ca thé va
ngay trong timg ca thé & nhimg thoi diém khac nhau. Su:a non it Lipid, giau Protid, pH
it kiém hon sita chinh thtrc. Trong mot ngdy, sira tiét vao budi sang giau Lipid hon
budi chiéu.

1.3. Tinh chdt hod Iy ciia thuéc:

Thuoc vao sita chu yéu theo co ché khuyéch tan thy dong qua nhuting 16 mang
biéu md tuyén vu. Ngoai ra c6 mot phan theo co ché van chuyén tich cuc nho chat
mang. Sita ¢6 pH thap hon, kha ning lién két protein yéu hon, thanh phan Lipid nhiéu
hon huyét twong. Cac yéu t6 anh huéng dén sy khuyéch tan cua thudc vao sita 1a kha
niang lién két Protein huyét tuong, tinh tan trong Lipid, phan tir lugng va mirc do ion
hoa cua thudc (pKa). Nhitng thudc co phan tir lwong nho, tan trong Lipid, khéng Ion
hoa s& dé khuéch tan vao sira.
1.4.Lwong sita thuwe té dwoc diva tré bii:

Luong thude vao dira tre khi dung cho nguoi me khong chi phu thuge vao cac
yéu t6 & trén ma con dugc quyét dinh boi lugng stra dira tré thyc bu. Vi vay thoi diém
cho tré bu me ciling can duoc xem xét. Néu tré b me vao thoi diém thudce dang dat
ndng do tdi da trong mau me thi luong thudc vao tré s& cao hon khi néu cho tré ba
ngay trude khi ngudi me dung lidu tiép theo.

2. Céc thudc anh huwéng dén kha ning bai tiét sira khi ding cho phu nir dang cho
con ba:

Viée tiét sira duge diéu hoa bang prolactin, giam luong Prolactin trong méu
hozc giam s6 luong thy thé lam giam bai tiét sita. Hai loai thuc anh hudng bai tiét sira
1a: cac Hormon va thudc c¢6 hoat tinh Dopamin.

Estrogen 1a Hormon hay duoc st dung va c6 anh huong téi bai tiét sita. Khi
dung cho phu nir cho con bu, thubc vao sira rat it nhung c6 tac dung tc ché thy thé
Prolactin & giai doan sém lam giam bai tiét sira. Vi viy phu nit cho con bii nén ding
thudc tranh thai chira Progesteron don doc.

Mot s6 thude 6 tac dung lam giam san xuét sita dugc liét ké trong bang 14.2.

Bing 14.2: Cic thudc kim ham bai tiét siva

Androgen Bromocriptin
Clomiphen citrat Loi tiéu thiazid
IMAO Levodopa

Dan chét cua lod mach Vitamin B6 liéu cao
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Ngoai ra, cac thuéc nhu metoclopramid, domperidon ... ¢6 tac dung kich thich
bai tiét sira, 3 duoc sir dung trong 1am sang vo1 tac dung nay.

3. Nguyén tic chung trong sir dung thudc ¢ phu nir cho con bu:

- Han ché t6i da dung thudc

- Chon thudc an toan cho tré b me, thudc co ty 18 ndong do sita/ huyét tuong
thap, c6 thoi gian ban thai ngan.

- Tranh dung liéu cao, nén dung thdi gian ngén nhét c6 hiéu qua

- Nén cho tré ba ngay trude khi dung thude

- Can vit sira bo di néu khong cho tré ba trong trong thoi gian dung thudc. Sau
khi ngimg thudc can cho thém 1 thoi gian thich hop (4 1an tir) réi méi cho tré bl me.

- Can nhic loi ich va nguy co.

Vé nguyén tic, nén lwa chon nhitng thudc an toan cho tré. Noi chung nhiing
thudc ding dugc cho tré so sinh va tré nho thi c6 thé dung cho phu nit cho con bu.
Nhitng thudc khong hap thu khi dung duong udng & ngudi 10n cling sé& khong hip thu
& tré ba me. Vi vay nhiing thudc nhu Aminoglycosid, Vancomycin, Heparin, Insulin

.. dugc coi la an toan khi dung cho phu nir cho con bu.

Danh muc tai liéu tham khao

1. B6 mén Dugc 1am sang — DH Dugc HN (2005), Bai giang bénh hoc, NXB
Y hoc.

2. B6 mon Dugc 1am sang — PHYHN (1996), Gido trinh Dwoc Ldam sang va
diéu tri, NXB Y hoc.

3. B6 mén Dugc ly truong Pai hoc Dugc Ha ndi 2005, Duoc Iy (1+2), NXB
Y hoc.

4. BOY té (2002), Duoc thi Quoc gia, Hoi dong Dugce thu xuét ban
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PHAN THU HANH

Bai 1
NGUYEN TAC SU DUNG THUOC AN TOAN- HQP LY

1.Van dung céc kién thuc di dugc hoc dé xir tri mot truong hop bénh cép
tinh : Lwa chon thudc trong diéu tri dau thit nguc ?

2. Van dung cac kién thire da duoc hoc xir tri mot truong hop bénh man tinh :
Lua chon thudc giam dau cho mot truong hop viém khép man tinh ?

3.Tai sao Insulin dang tiém dung cho bénh nhan X (40 don vi/ngay) da cho
dung 2 ngay nhung ham luong dudng mau khong xudng ma lai ting cao hon? Anh chi
sy nghi gi khi gap tinh huéng nay ? Do thubc hong hy thude da quéa han?

4. Phan tich 4 k¥ ndng ctia Duogc s§ 1am sang trong ca lam sang sau :

Ong P, 40 tudi, dén phong kham bénh co quan dé nghi cho kiém tra lai huyét
ap. Chi s6 huyét ap sau 2 lan do déu 150/95mmHg.

Cach d6 5 nam 6ng da dugc phat hién bénh va dugc diéu tri 6n dinh. Y té co
quan dé nghi 6ng quay lai khoa tim mach cta bénh vién trude d6 6ng da diéu tri dé bac
sT cho huéng diéu tri méi.

Tai phong kham, huyét 4p do dugc 1a 160/100mmHg. Mach bét 15 va déu,
khong c6 dau hiéu suy tim, cic chi s6 vé glucose/mau va cholesterol/ mau binh
thuong.

Ong P. cao 1,67m va nang 75kg
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Bai 2
CAC THONG SO DUQC PONG HOQC CO BAN

Bai tap

Nong d6 thudc A thay ddi theo thoi gian nhu sau
Time (h) 0.5 1 2 3 4 5
C(ug/ml) 38 30 18 11 6 4

Tir cac cong thie di dugc hoc trong phan 1y thuyét hiy tinh
1. Tinh thoi gian ban thai cia thude

2. Tinh thé tich phan b

3. Tinh do thanh thi cua thude

4. Tinh dién tich dudi duong cong
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Bai 3
XET NGHIEM LAM SANG VA NHAN PINH KET QUA

Ca 1 : Bénh nhan A, 42 tudi, cao 1m72, ning 86 kg dén kham bénh vi 1au nay hay bi
dau dau va thé dbc. Huyét ap thuong xuyén 190/105 mmHg.

Kham 1am sang huyét ap 200/110 mmHg. Mach 98/phit. Phdi binh thuong, bung
mém, gan, lach khong to

Két qua xét nghiém

ASAT 65 U/l
ALAT 35 U/L
CKtp 225 U/L
GGT 62 mmol/L
Ure 4,5 mmol/L

Creatinin 92 umol/L
Acid uric 485 pmol/L
Cholesterol 9,8 mmol/L
Triglycerid 1,9 mmol/L
Diéu trj isosorbid 5 mg (Risordan) 3 vién/ngay
Acebutolol 20 mg (sectral) 2 vién/ngay
1. Binh luan cac két qua xét nghiém ¢ bénh nhan nay. Nhimg yéu t6 nguy co cia
bénh nay la gi?

2. Can lam thém nhing xét nghiém nao khac?

Ca 2. Mot bénh nhan nam 35 tudi dén bénh vién vi bi vang da, nudc tiéu dam, toan
trang rat mét moi, chan an, sbt nhe (37°5C), bung tic.

Tién st cach ddy 5 nam bj viém khop da diéu tri bang Indomethacin vi c6 van dé vé
cot song, nhung gan day thay bang Phenylbutazon. Bénh nhén chua bao gio tiép xtic
v6i bénh nhan viém gan, khong tiém truyén tinh mach va khong udng bia rugu.

Kham 1am sang thiy vang da, gan to cach 3 cm dudi bd suon, an tirc.

Cac xét nghi¢m thuong quy vé chlic nang gan nhu sau:

Huyét tuong

T.Pr 71 g/L
Alb 39 g/L
ALP 585 U/L
ALAT 536 U/L
Bilirubin tp 72 pmol/L
GGT 125 U/L
Nudc tiéu

Bili +++
Urobilinogen ++

1. C6 thé dinh hudng chuan doan 1a nhimng bénh gi ?

2. Bién giai két qua xét nghiém, tong 4 kha ning sau diy (dua vao ALP va
ALAT) :

- Viém gan cap, r6i loan dudng mat.

- Viém gan tién trién.
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3.

- Téic mat kéo dai.
- Xo gan mat bu.

Hay van dung dé chan doén ca lam sang nay ?
Chan doan cudi cung ¢ bénh nhan nay la gi ?

CA 3 : Mot bénh nhan nam 48 tudi, da uéng rugu ndang hon 20 nam nay, vao vién
kiém tra strc khoe

Kham lam sang, da hoi bi vang, chan tay phu nhe, bung truong, tim kich dong,
phoi binh thuong, gan to va ran (dudi bo suon phai 4 cm). Trudce kia bénh nhan rat
khoe va khong méc bénh gi, chua bao gid phai ding thudc.

Két qua xét nghiém khi vao vién nhu sau :

Pro tp 62 G/L

Alb 26 G/L

ALP 500 U/L

ALAT 68 U/L

ASAT 102 U/L

Bilirubin 45 pmol/L

GGT 1290 U/L

1. Chan doan ban diu cta bénh nhén trén 14 gi, da trén nhitng co s nao?

. Can b sung nhiing xét nghiém nao c6 gia tri chan doan nguyén nhan gy bénh
. Dua vao két qua xét nghiém nao c6 thé nghi dén tién lugng bénh?

2
3
4.
5

Chéan doan cudi cung la gi?

. Y nghia ca GGT trong bénh an nay?
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PHAN TiCH TUONG TAC THUOC

Bai 4

1.Phan tich cdc cip twong tic thudc

TT | Cip phoi hop Co ché tac dung Y nghia trong diéu
tri
(1) 2) (©),

1 | Ketoconazol- Antacid

2 Ketoconazol- Omeprazol

3 Digoxin- Clarithromycin

4 | Ciprofloxacin- Antacid/sat
Sulfat

5 | Sucralfat- Tetracyclin

6 | Sucralfat- Ciprofloxacin

7 | Cyclosporin- Metoclopramid

8 | Wafarin- Phenylbutazon

9 | Phenytoin- Phenylbutazon

10 | Phenytoin- Theophylin

11 | Rifampicin- Cyclosporin

12 | Rifampicin- Thudc tranh thai

13 | Cimetidin- Propanolol

14 | Cimetidin- Nifedipin

15 | Tetracyclin - Antacid/sit
Sulfat

16 | Erythromycin- Astemizol

17 | Erythromycin-
Ergotamin/Dihydroergotamin

18 | Ciprofloxacin- Theophylin

19 | Fluconazol- Wafarin

20 | Ketoconazol- Astemizol

21 | Céac Fluoroquinolon- Wafarin

22 | Omeprazol- Diazepam

23 | Clarithromycin- Amiodaron

24 | Carithromycin- Diazepam

25 | Methotrexat- Probenecid

26 | Penicilin- Probenecid

27 | Quinidin- Digoxin

28 | Phenobarbital- Nabica (1.V)

29 | Quinidin- Vitamin C (1.V)

30 | Morphin- Nalorphin

31 | Propranolol- Isoprenalin

32 | Atropin- Pilocarpin

33 | Dicoumarol- Vitamin K

34 | Spironolacton- UCMC

35 | Aminosid- Furosemid

36 | Aminosid- Cephalothin

37 | NSAID- Thuoc chong dong
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(Coumarin, heparin)

38 | NSAID- UCMC

39 | Digoxin-Thiazid

40 | Corticoid- Gliclazid

(Yéu cau sinh vién tra cdc cdp twong tic ndy & nha truée khi di thiee hanh)
1. Gi6i thi€éu mot so cach khac tra ciru twong tac thuoc
Céc anh (chi) c6 thé vao Mims.com hodc Drug.com dé biét ro co ché tuong tac
thude)
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Bai 5
TRA CUU THONG TIN SU DUNG THUOC
TRONG PIEU TRI MQT SO BENH

Don sé 1:
Ho tén bénh nhan : Tran Xuan H

Tubi . 63
Tién sir : Cao huyét ap, dang diéu tri bang Nifedipin retard.
Chan doan: : Loét da day, c6 HP (+).
DPon thudc:
Klacid 500mg 1 vién.2 lan/ngay
Amoxicilin 500mg 2 vién.2 lan/ngay.
Losec 20mg 1 vién. 2 lan/ngay
Nifedipin retard 20mg 1 vién .2 1an/ ngay, udng cach nhau 12h
Diazepam 5mg 1 vién/ngay, vao budi tdi.

Dot diéu trj 2 tuan, sau d6 dén kham lai.

Don sé 2:

Ho tén bénh nhan : Nguyén Thi X
Tudi : 48
Chan doéan - Nhiém khuan tiét niéu & bénh nhan loét ta trang
HP(-)
Pon thudc:
Ciplox 500mg 1 vién.2 lan/ngay
Mopral 20mg 1 vién/ ngay.
Ulcar 1g 1 vién. 3 lan/ngay.
Kavet 2 vién.3 lan/ngay.
Calcinol 2 vién.2 lan/ngay

Dot diéu tri 10 ngay sau dé dén kham lai.

Don sé 3:

Ho va tén bénh nhan : Pham Thi N
Tuodi 1 45
Chan doan : Suy tim, c¢6 nhiing con dau khop.
Pon thudc:
Digoxin 0,25mg vién/ngay.3 ngay.
(Sau d6 duy tri cach ngay ubng 1 vién)
Lasix 40mg 1 vién.2 lan/ngay.
Prednisolon 5mg 2 vién/ ngay, udng sau bira an sang.
Calci Sandoz 500mg 2 vién. 3 lan/ngay
Diazepam 5mg 1 vién/ngay, udng trudce khi di ngu.

Dot diéu trj trong 1 thang sau do dén kham lai
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Bai 6
PUONG PUA THUOC VA CACH SU DUNG

NOI DUNG
1. Phan tich cac duong dung thudc sau va cho biét y nghia, cach dung, lidu
ding cta thude do
- Magnesi sulfat
- Adrenalin
- Vitamin C
- Salbutamol
- Omeprazol
- Paracetamol
CA LAM SANG
Anh B, nhép vién luc 9h sang vi mot con kho thé cép tinh tai no1 lam viéc. Trén xe
cap ctru anh duogc thé oxy 35%. Kham 1am sang cho thdy: bénh nhan thd nong, nhip
tho 28 1an/phut, nhip tim 110 lan/phat, huyét ap 150/95 mmHg. Luu lugng dinh khong
ghi duoc. Xét nghiém khi dong mach ngay sau khi chuyén tir xe cip ctru vao c6 két
qua nhu sau:

pO2 :6,7kPa  (12,0-14,6)
pCO2 :6,3kPa  (4,5-6,0)
pH ©7,34 (7,35- 7,45)
HCOs : 22 mmol/L (22-27)

Nhiét do co thé 36,6°C. Bach cau 6,5.10°%/L (3,2-9,8.10°). Sau khi c6 két qua xét
nghiém, bac sy quyét dinh cho ting nong d6 oxy trong khi thd' qua mat na 1én 60%,
cho truyén NaCl 0,9% va ké don nhu sau:

Hydrocortison 200mg, tiém ngay, sau d6 tiém 3 lan/ngay.
Salbutamol 5mg
Ipratropium 500 mcg

_(Caz2 thudc trén duoc phun cing véi oxy va phun voi toc d6 6L/phut, 6
lan/ngay)

Cefotaxim 1g. 3 lan/ngay.

Aminophylin 250 mg, tiém ngay, sau d6 750 mg/ 1 lit NaCl 0,9% truyén
trong vong 24h.
Cau hoi:

1. Muc dich chi dinh Hydrocortison v6i bénh nhan nay? Trong trudng hop nay
nén chon duong dung nao? Ché pham? Liéu luong?
2. Phan tich tac dung ciia thudc: Salbutamol, ipratropium, aminophyllin?
3. Phan tich viéc ké don Cefotaxim trong truong hop nay?
Pén 8h t6i, bénh nhan thiy d& nhiéu va da ké lai dién bién cta bénh trude khi
di cdp ciru nhu sau: miy ngay gan ddy, bénh nhan cam thdy mét méi nhu bi cim, kho
thd, ho kém nhitng tiéng thd rit, dic biét vé dém. Anh di phai xit Salbutamol it nhat 1a
10 1an/ngay ma khong d&, anh di dén bac sy tu va duge ké don:
- Ventolin, binh xit dinh liéu 100 mcg, mdi l1an xit 1-2 liéu, lap lai khi can sau
vai phut.
- Beclofort, binh xit dinh liéu 250 mcg, mdi lan xit 11iéu.2-4 1an/ngay.
Anh B khong hiéu thude Beclofort c6 tac dung gi vi khi xit khong thdy d& nhur
xit Ventolin, do d6 sau vai lan dung thudc nay anh da bé khong dung nira va chi ding
Ventolin cho dén ngay phai vao vién cap ciru.
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Cau hoi:
4. Muc dich ké don Ventolin va Beclofort nhu trén?
5. Cac dang bao ché khac c6 cung hoat chat nhu Ventolin?
6. Hudng dan bénh nhan dung thudc dang xit?

167



Bai 7
NGUYEN TAC SU DUNG THUOC KHANG SINH VA KHANG KHUAN

Cal:

Ba A, 71 tudi, dugc cp ciu vao bénh vién huyén do bi tai nan giao thong, gay
xuong chin phai. Cac bac sy quyét dinh phai cua chan phai. Mic du dd duogc tiém
Cephazolin dy phong va tiép tuc sir dung sau phau thuat, nhung sau 3 ngay bénh nhan
van s6t cao. Cdy mau phat hién Enterobacter cloacea (+++). Lam khanh sinh d6 thay
ching nay nhay cam vdi Cefotaxim. Bénh nhan sau khi dung Cefotaxim ti€ém tinh
mach, 6g chia 3 1an/ngay, trong 15 ngay da on dinh va rdi khoa dé tiép tuc phuc hoi
chuirc nang.

Cdu hoi:

Phan tich viéc stir dung Cephazolin du phong phau thuit cho bénh nhén trén?
Tai sao trong trudng hop nay dung Cephazolin lai that bai?

Phén tich viéc str dung Cefotaxim dé diéu tri cho bénh nhan trén?

Trong truong hop bénh nhan bi nhiém khuan huyét do Pseudomonas
aeruginosa, c thé sir dung nhirg khang sinh nao?

Ca2:

Ong H, 51 tudi, di kham vi dau ving thit lung, st va rét run. Cac xét nghiém
cho théy lugng nudc tiéu vira phai, nudc tiéu duc, c6 nhiéu vi khuin, mau, protein
(++). Hai thang trudc bénh nhan nay di duoc diéu tri di dai budt bang acid Nalidixic
(2g/ngay). Vao vién, bénh nhan dugc chan doan 13 nhidém khuan dudng tiét niéu trén
va cho diéu tri bang Co- Trimoxazol (SMZ 400mg/TMP 80mg), 4 vién/ngay, chia 2
lan. Tuy nhién bénh nhan van sdt. Vao ngay thtr 5, ciy mau cho thiy nhiém khuan
Klebsiella. Bac sy cho dung Ampicillin 4g/ngay va Gentamycin 3 mg/kg/ngay.

Cdu hoi:

1. Phan tich viéc str dung Co- trimoxazol trong truong hop nay?

2. Phan tich viéc lya chon Ampicilin va Gentamicin trong truong hop nay va

hudng da sir dung 2 khang sinh nay: duong dung, nhip dwa thudc?

3. Hay dé xuit lidu diéu tri cia Gentamicin trong truong hop hé sé thanh thai

Creatinin la 30 ml/phut?

=

Hown
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Bai 8
NGUYEN TAC SU DUNG GLUCOCORTICOID

1.Mo6t bénh nhan ghép than dung liéu 1a 60mg prednisolon mdi ngay. Em hiy trinh bay
cach giam liéu dé tranh cac tac dung phu véi bénh nhan trén ma khong giy tc ché
tuyén thuong than.
2. M6t bénh nhan nit 50 tudi, ning 47 kg bi viém khop gbi duoc diéu tri bang Depo-
medrol 80 mg/4 tudn, trong 3 thang lién tiép. Sau d6, mot thoi gian sau, bénh nhan lai
bi dau va ty ¥ tiém thudc d6 vai lidu 80 mg/lan cach 4 tuan va dung lién tuc.

Em c6 suy nghi gi vé tinh hudng trén.

Bénh nhdn ndy c6 thé dung thém thudc hay céc bién phap hd tro nao khac.

Bénh nhan can str dung thém cac bién phap nao dé han ché cac tac dung phu cua
thudc.
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Bai 9
NGUYEN TAC SU DUNG THUOC GIAM PAU.

1.Nhiing qui dinh nao trong viéc ké don vién Skenan 30 (vién morphin 30 mg co tac
dung kéo dai)?

2. Efferagal 1a gi? Tai sao vién thudc phai pha vao coc nuéc, khong udng thang dugc?
3.Trong y Iénh cua thay thude chi dinh aspirin 250 mg bao tan ¢ rudt cach 1 ngay uong
1 vién. Khoa duoc chi cé aspirin pH 8 mdi vién 500 mg vay c6 thé cit doi vién thudc
dugc khong?

4. Bénh nhan ngoai trd X hoi: t6i thuong xuyén bi nhirc dau rat khé chiu, da dung
Aspirin, paracetamol khong d& vay nay nén dung thi thudc nao?

5. Néu c6 mot nguoi than bi ung thu phdi, dua vao nhiing hiéu biét cia minh vé thudc
giam dau va vé bénh ung thu phdi, em hdy cho biét cac thudc giam dau s& duogc sir
dung cho timg giai doan cua bénh. Co kho khin gi khi mua va str dung céc thudc.

Céc thudc an than gay nga ¢ dung két hop cho bénh nhan trén duoc hay khong?
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Bai 10
NGUYEN TAC SU DUNG VITAMIN VA KHOANG CHAT

1.M0t phu nir ¢6 thai ty dung bod sung cac Vitamin nhu sau :
- Fumafer B9 : 1 vién/ngay
- Elevit: 2 vién/ ngay
- Sira Similac cho ba bau, ngay 2 1an, mdi lan 2 mudng
- Calcicorbiere 10 ml, ngay 1 6ng
- Magnesi B6, ngay 1 vién
Ngoai ra, nguoi nay thudng xuyén an tring ga, trimg vit 10n, tring ngdng, ca
rt, hang ngay.
Em c6 suy nghi gi v€ cach dung thudc cua ba bau trén.
Tu van lai cach dung ding cac thude va cac thye pham dé trong timg giai doan cua
thai ky.
2.Mot bé gai 4 tudi di kham tai mot phong kham tu nhan dugc chuin doan 1a suy dinh
dudng va cdi xuong, bac sy ké don thude nhu sau
- Ddrop, 2 lan/ngay, 2 giot/lan
- Calcicorbiere 10 ml, ngay 1 dng
Dung lién tuc trong 3 thang
Ngoai ra, vi bé ludi an ma chi udng sita Fami canxi, nén me bé cho bé uéng 2
hop/ngay.
Cung v6i ché do an hang ngay c6 cua hodc rude coc
Em c6 nhan xét gi vé don thudc trén va ché do dinh dudng ctia ba me co thé c6
cac nguy hai gi dbi v6i em bé do.
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Bai 11
HUONG DAN SU DUNG THUOC TRONG DIEU TRI MOT SO NHOM
BENH O TRE EM

1.Hay phén tich cac tac dung khong mong mudn va cac chi y khi st dung céac thudce ,
cac nhom thude sau & tré em :

1.Paracetamol

2.Cac nhom khéng sinh

3.C4c thude giam ho

4,Céc thude Vitamin A, D lidu cao

5.Céc thube Sulfamid

6.Aspirin
2.Hay lay cac dan ching vé str dung khong hop 1y cac thude trén va nhitng hau qua
cua nd
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Bai 12
HUONG DAN SU DUNG THUOC TRONG DIEU TRI MOT SO NHOM
BENH O NGUOI CAO TUOL

1.Hay phan tich cac tac dung khong mong mudn va cac cha ¥ khi sir dung cac thude,
cac nhom thude sau & nguoi cao tudi

1/ Cac thudc an than, gy ngu;

2/Cac thudc chéng Parkinson,

3/Cac thude ha huyét ap,

4/ Thubc khang histamin H1

5/Khéng cholin,

6/ Khang thu thé H2,

7/Chen thy thé béta 2..

8/Thudc giam dau trung uong.

9/Cac Sulfamid
2. Hay ldy cac dan chimg vé str dung khong hop 1y cac thube trén va nhitng hau qua
cua nd
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Bai 13
HUOGNG DAN SU DUNG THUOC CHO PHU NU' CO THAI VA
PHU NU CHO CON BU.

1. Hay phan tich cac tac dung khong mong mudn va cac chu ¥ khi sir dung cac
thudc , cac nhom thube sau & phu nit ¢6 thai va phu nit cho con bu.

Khéng sinh dung cho PNCT
Khéng sinh dung cho PN CCB
Thudc Thalidomid

Thudc Androgen
Methrotrexat

Corticoid

Thudc mé

Thudc giam huyét ap

Thudc ngu (barbiturates),
10. Salicyclate,

11. iodide,

12. Thiouracyl,

CoNoOk~WNE

2.Hay lay cac dan chtng vé str dung khong hop 1y cac thude trén va nhitng hau qua
cua no
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Bai 14
HUONG DAN THOI GIAN UONG THUOC HQP LY

I. Huwéng din thoi gian ding thudc bang cich dién diu (+) vao cot twong
ung.

—
—

Tén thudc Xa bira in | Lic én TUy y Giai thich

Aspirin sui

Aspirin pH 8

Erythromycin

Ampicilin

Tetracyclin

Doxycylin

Griseofulvin

O|INO|OTPBWIN|F-

Polyvitamin

9 | Sat sulfat

10 | Maalox

11 | Sucrafat

12 | Omeprazol

13 | Cloramphenicol

14 | Isoniazid

15 | Rifampicin

16 | Dexamethason

17 | Furosemid

18 | Metfomin

19 | Adalat LA

20 | Phenytoin

Il. TIEU LUAN

< Noi dung tiéu luin.
MB&i sinh vién can phan tich mot ca 14m sang (do gido vién cung cép), do dai khéng
qua 15 trang. Mdi tiéu luan gdm 3 phan
1. Céc kién thuc tong quan vé bénh: Khai niém, nguyén nhéan, co ché bénh sinh, cic
yéu t6 nguy co, yéu to lién quan dén bénh, cac triéu chiung chinh, cac phuong phap
diéu tri khong dung thudc.
2. Cac kién thirc tong quan vé cac nhom thube diéu tri bénh do: tén nhom (ké tén dai
dién chinh), co ché tac dung, cac tac dung khong mong mudn, cac tuong tac cd thé gap
(twong tac thude- thude, thude- thirc an, d6 udng), hudng dan st dung nhom thude do.
Céc phac dd diéu tri (néu co).
3. Phén tich ca Iam sang:
- Céc thong tin cua bénh nhan (thong tin c nhan, triéu ching, chan doan, cic xét
nghiém can lam sang..).
- Céc thudc duge st dung trong diéu trj.
- Cho ¥ kién vé danh gia sir dung thudc cho bénh nhan. Bién luan cic xét nghiém can
1am sang quyét dinh viéc lya chon, thay d6i hodc ngimg thudc. Céac thong tin lién quan
dén tac dung phu va ddc tinh cua thude trén nguoi bénh cu thé.
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- Trinh bay trén kho gidy As gdm: trang bia (Tén sinh vién, tén tiéu luan), Muc luc,
Nbi dung tiéu luan, tai liéu tham khao.
% Tap d4nh gia mot don thudc:
- Pon thude co tuong tac bat 10i? C6 chdng chi dinh? Cach khic phuc cic twong tic
va huéng dan thoi gian ubng thude hop ly.
- Panh gia vé van dé lya chon thude vé:

+ Tinh hop ly, an toan.

+ Hiéu qua diéu tri.
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