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TUYEN BO BAN QUYEN

Tai liéu nay thudc loai sach gido trinh nén cac ngudn thong tin cé thé dugce phép
dung nguyén ban hoac trich dung cho cac muc dich vé dao tao va tham khao.

) Moi muc dich khac mang tinh l¢éch lac hoac sir dung véi muc dich kinh doanh
thiéu lanh manh s€ bi nghiém cam.



LOI GIOI THIEU

Duogc 1am sang la mon hoc cua nganh Duoc nham tbi wu hoa viée st dung thudc
trong diéu tri va phong bénh trén co s& nhimng kién thirc vé Duoc, Y va Sinh hoc.

Vai tro cua Duoc 1am sang khong chi cung cip cac thong tin lién quan dén thude
ma con giup cho nhitng ngudi 1am cong tac diéu tri biét dugc ndng do thude dé co thé
hiéu chinh lai liéu luong cho phu hop véi timg cé thé va trang thai bénh 1y, 1am cho hiéu
qua diéu trj chic chin hon va ngin chin dugc nguy co ngd doc hodc gip tac dung khong
mong mudn do qua liéu.

Pong thoi dé gbp phan nang cao chét luong giang day cho sinh vién bac cao dang.
Gido trinh Dugc Lam Sang da dugc bién soan dya trén chuong trinh cua truong Cao
dang Phuong Pong Quang Nam, dugc cdp nhat nhitng thong tin, kién thirc méi trén co
s phuong phap day va hoc theo huéng tich cuc c6 thé giup sinh vién tu hoc va luong
gia.

Tuy nhién trong qué trinh bién soan, khong thé tranh khoi nhiing thiéu sot, rat
mong cac ban dong nghiép dong gop ¥ kién dé ndi dung bai giang duwoc phong phua va
hoan chinh hon.

Xin tran trong cam on !

T.M TAC GIA THAM GIA BIEN SOAN
Chii bién
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GIAO TRINH MO DUN

Tén mon hoc/mé dun: Dwgc lam sang

Ma mon hoe/mo dun: MD 13

I. Vi tri, tinh chét ciia mén hoc:
- Vi tri: Mon hoc dugc phan bd vao ky VI cta khoa hoc
- Tinh chét: La mén hoc dao tao nghé bét budc.
I1. Muc tiéu mén hgc:
- Kién thuc:
+ Trang bi cho sinh vién thirc nén tang Dugc 1am sang dai cuong.
+ Pam bao viée st dung thudc hop Iy nham giup cho viée diéu trj dat két qua tot
nhét.
+ Phong ngira cac phan tng c6 hai do thudc gay ra.
- K¥ nang:
+ Reén luyén ki nang suy luan logic.
+ Rén luyén ki ning thuc hanh va hiéu rd dic trung cua nganh hoc.
+ Rén luyén k¥ nang thi nghiém kiém chung 1y thuyét vé Duoc 1am sang.
+Van dung dugc cac kién thurc trén vao viéc hoc tap va nghién ctru chuyén mon.
- Nang luc tu chu va trach nhiém
+ Tham du dy du cac budi hoc trén 16p,dung gid, thuc hién tét cac ndi quy cia
Nha truong trong gid 1én 16p.
+ Hoan thanh céac bai tap dugc giao.
+ Tham gia céc tiét thao luan.
+ Tham dy day du cac budi thyc hanh tai phong thi nghiém.
+ Phai doc va nghién ctru trude gido trinh, tai liéu tham khao, chuan bi cac ¥ kién,
dé xuat khi nghe giang.

III. N§¢i dung mén hoc:



6

BAI 1: MOT SO KHAI NIEM LIEN QUAN PEN DUGC LAM SANG,
THU'C TRANG SU DUNG THUOC VA GIAI PHAP CAN THIEP

MUC TIEU

1. Cdc khdi niém co ban lién quan dén siv dung thuéc: Dinh nghia sit dung thudc
hop Iy; qud trinh cham séc bang thuoc cia WHO; dwoc lam sang, dwoc 1y lam sang,
thuéc ké don, thudc khéng can ké don.

2. M6i quan hé bdc si, dwoc si, diéu dwéng trong sir dung thuée hop Iy cho nguoi
bénh.

3. Tinh hinh chung vé thuc trang sw dung thuéc tai bénh vién va trong cong do”‘ng.

4. Thuc trang, nguyén nhdn, hdu qua va nhitng giai phap can thiép viéc su dung
thuéc chua hop Iy (ddc biét la sir dung khang sinh) trong bénh vién.

NOI DUNG

Trong nhitng nim qua nganh Y té ¢6 nhiéu nd luc trong phuc vu thudce chim soc sirc
khoé cho nhan dan. Thi truong thubc di dap ing cung cap du thudc cho nhu cau kham
chita bénh. Tién thudc binh quin ddu ngudi ngdy mét ting. Tinh hinh cung tng, quan ly
su dung thude trong khu vuc diéu trj dd dugc chan chinh. Tuy nhién st dung thudc chua
that sy hop 1y. St dung thudc, dic biét 1a sir dung khang sinh chua hop 1y 13 van dé toan
cau khong riéng gi tai Viét Nam. Chung ta can danh gia ding thuc trang, tim ding
nguyén nhan va c6 nhitng giai phap can thiép hiru hiéu dé ting cudng st dung thude dic
biét 1a st dung khéang sinh hop 1y.

I. MOT SO KHAI NIEM
1. Sir dung thudc hop ly
Str dung thudc hop 1y doi hoi nguoi bénh phai nhan duoc thude thich hop véi doi
hoi 1am sang va & liéu luong dép Gng dugc yéu ciu ca nhin ngudi bénh, trong mot
khoang thoi gian thich hop va voi chi phi it gdy ton kém nhat cho ngudi bénh va cho
cong dong (WHO 1998)

2. Mt so chir viét tat

OTC (Over The Counter): Thudc khong can ké don
S

Ky hiéu E hoac F: : Thubc ké don

DDD (Defined Daily Dose): Li¢u dung mot ngay.
DDD 14 liéu téng cong trung binh thudc ding 01 ngay cua 01 nhom thude cho chi dinh
chinh ¢ nguoi.



Y nghia ciia DDD:

- DDD c6 tac dung theo doi, giam sat, danh gia tho tinh hinh tiéu thu va st dung
thudc, khong phai 1a birc tranh thyc vé dung thudc.

- DDD gitp so sanh, sir dung thudc khong bi phu thudc vao gia ca va cach pha ché
thudc.

- Gia tri ctia DDD quan trong trong dénh gia cac vu kién vé ké don.

Don vi DDD:

- Véi ché pham don, DDD tinh theo g, mg, pg, mmol, U (don vi), TU (nghin don
vi), MU (tri€u don vi).

- V6i ché pham hdn hop, DDD tinh theo UD (unit dose): 1 UD 1a 1 vién, 1 dan, 1g
bot uéng, lg bot tiém, Sml ché phém uéng, 1ml ché phém tiém, 1ml dung dich hau mon,
1 bbc thut, 1 miéng cdy dudi da, 1 liéu kem 4m dao, 1 liéu don bot.

- Mbt s6 thude khong dung DDD dé theo ddi nhu: Dich truyén, vaccine, thudc
chdng ung thu, thudc chdng di tng, thude t&, mé, can quang, md ngoai da.

3. Sinh hgc 1am sang: Day khong phai 1a thuat nglr méi va viéc gidng day da duoc
hé thong hoa. Nguoc lai, dugc 1am sang it dugc biét téi. Duoc 1am sang dugc dich tir
“clinical pharmacy” tir tiéng Anglo Saxon.

4. Dwge lam sang: Duogc lam sang lién quan tdi kién thirc vé st dung thuoc & nguoi:

- Pinh nghia vé cac bénh diéu tri voi sy mo ta khai quat nhitg dau hiéu chinh
cua lam sang - sinh hoc.

- S6 phan cta thude trong co thé (cac yéu t6 ctia duoc dong hoc va sinh kha dung
ap dung cho su hop 1y hoa phuong thirc cho thude thong dung va lidu lwgng thudc).

- Sy thay dbi liéu lugng trong nhiing tinh trang bénh Iy chinh (trudng hop ngudi
c6 tudi, mang thai, suy than, suy gan...), theo cach diéu tri va nhimg tac dung doc hai,
chdng chi dinh chinh, nhimg tic dung phu chi yéu.

- Cac phéi hop c6 thé, cac phdi hop can tranh dung (twong tac thude vai thude)

- Nhitng quy tic vé vé sinh an udng kém theo (twong tac thudc véi thic an dd
uong)

5. Dugc ly 1am sang

Diéu tri mang tinh cd thé.
- Ty 1& riii ro - hitu ich cua tirng bénh nhan cuy thé (riéng biét).
- Hiéu biét vé dic diém lam sang ctia bénh nhan.
- Hiéu lyc trung binh tir thir nghiém 1am sang dugc ddi chiéu véi timg ca thé.
- Hiéu luc c4 thé tang 1én hodc giam xudng.
- Phan ung c6 hai (ADR) duoc quan sét trong thir nghiém 1am sang déi chiéu voi
ting cé thé
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II. QUA TRINH CHAM SOC BANG THUOC. MOI QUAN HE BAC Si, DUQC
SI VA PIEU DUONG TRONG SU DUNG THUOC HQP LY CHO NGUOI BENH

1. Qua trinh chim séc bang thudéc (WHO)

r h J

Ké don thudc Cap phat thudc Theo ddi dung
thudc

l | |

- Chi dinh diéu trj hoéc
Dugc sTlam Cac vén dé khéng  diéu tri bang
sang lién quan dén thuoe. - )
thudic - Chi dinh dang hay sai
t thudc .
- : - Thute dudi lieu
- Tw van, théng tin ve - Thuéic qua lieu
thudc _ - Phan (rng co hai
-Theo doi ADR - Twerng tac thube
- Dénh gia siF dung - Nguwéi bénh khéng
thudc phuc ting diéu tri
- Phong phat thude vo y Chi dinh khéng c6 hiéu
trung Nhan biét e
Theao dai =0 dung thubc ;
trén lam sang.
Giai quyét ' Ngan ngira

Higu qua cla thudc tt nhat va khang co
ho#c cd it cac phan (rng co hai

Chat lwgng cudc song bénh nhan tot nhat




2. M6i quan hé bac si, dwoc si, diéu duéng trong sir dung thudc
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- Thiét lap duoc mdi quan hé béc si - duoc si - diéu dudng dé thong tin thude va
thue hanh duoc 1am sang trong bénh vién khong phai 1a d& vi ¢ ddy c6 su thay dbi quan
diém va cach thirc nhin nhan vé sy chim soc nguoi bénh, chir khong chi don thuan 1a
thay d6i k¥ thuat chim s6c ngudi bénh.

- Thay thudc, duoc si, diéu dudng, nguoi bénh déu can thong tin vé thudc. Thong
tin vé thudc khong thé tach roi thuc hanh duge 1am sang trong bénh vién.

- Trong thuc hanh duoc 1am sang thi quan hé cta dugc si v6i bac si 1a mdi quan hé
quan trong nhat.

3. Luu y khi tién hanh thwe hanh dwoc 1am sang trong bénh vién
Vi duge si:

- Khong nén 1am phién bac si vi nhimg chuyén vun vit "khong nén dim 1én chan
nguoi khac".

- Khong nén tiép xuc hodc phé binh bac si vé diéu tri khi bac si kham bénh, vi co
thé 1am bénh nhan lo ling.

- Phai chuan bi kién thtrc trude mdi cude thao ludn véi bac si. Hay gidi thiéu thong
tin mot cach téng hop va phat trién kién thirc rong hon xuét phat tir y van va duoc 1y.

- Chi nén dua ra quan diém khi béc si yéu cau. Khong bao gior boc 16 quan diém vi
chac chan va nhanh chéng thét bai khi bac si c6 y kién ddi 1ap voi minh.

- Duoc si khong nén quén bac si chiu trach nhiém ddi voi nguoi bénh.

Véi bdc sp: Dé thyc hanh ké don t6t can

- Cong tac voi dugc si vi loi ich cua nguoi bénh.

- Ludn trao dbi thong tin vé thude véi duge si trude khi ké don néu c6 nghi ngd va
chua 3 vé thudc dinh ké don.

Véi diéu dwong:

- Ludn hoi duoc si vé cach dung thude ding (thoi gian, khoang cach, duong ding,
cach phdi hop thude...) cho ngudi bénh.
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- Thyc hién y 1énh ciia bac si. Nhung chii dong phat hién nhitng nhdm 1an trong y
lénh diéu tri hodc tac dung c6 hai ciia thue d6i véi bénh nhan va théng béo kip thoi véi
bac si.

III. NGUYEN NHAN VA GIAI PHAP NGAN NGUA KHANG SINH TRONG
NGANH Y TE

1. Céc yéu t6 anh hwdng dén sir dung thudce

IV.NHUNG VAN g U HUA HQP LY

i biét

Thang tin Lzl
1. rong cOo' SO’ tn Ca nhan
khong
déy da

- Chan daaga bénlrentajung do bjic si chug

dinh chinh xac duoc vi

Van

vé ghh hinh kKhaRes vi khuan gay bénh

- KhiEET - ¢iy di thig t

= 8

tai dia phUNgEEAEPN c R

- Lam ITP ang sinh pho T mang tinh chat bao vay.Méi auan hé

- Lam ¢ ~4j hop khapgps fragiét cac ng Be phoi hop khang sinh.

- Ch inh licu g™ hom amiTrglTIES Sta-lactam. ..ddi voi
nhom bé biét (nguopcao toi, ngkoi suy tha ﬂt.;.?.:;q gan, tré em, phu nir

NNguyérwahdn

Quan
Iy

- Thiéu c4c hu Ae Méi

- Béc si va duoc si thiéu kiét qﬁn dunl%thuoc hOE 1y (duoc ly 1am sang, duoc
1am sang) hodc chua tng dung kién tree™vao thuc hrgn?lrrllam sang.

- Bac sig,‘fggy cap nhat thong tin st dung thudc hop 1y

- Tac dongcua yéu t6 kinh té trong ké don va str dung khang sinh.
SKIPIF

2. Trong cbﬁgﬂ dong

- Nguoi dan mua khang sinh va tu diéu tri khong c6 don ciia bac si.

- Quan 1y thuc hién quy ché ké don va ban thudc theo don chua chit ché.

- Str dung khang sinh khong ding muc dich nhu dung khang sinh diéu tri bénh
thong thuong do virus, sit dung khang sinh dudi liéu khuyén céo, khong du thoi gian.

Nguyén nhdn:

- Nguoi dan thiéu cac kién thire y hoc thong thudng, khong hiéu mirc d6 can thiét
ctia viéc chan doan va diéu tri dung bénh nhiém khuan.
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- Thiéu gido duc vé str dung khang sinh hop 1y.
- Khong biét tac hai cta viée sir dung khang sinh khong hop 1y, an toan.

3. Hau qua viéc sir dung khang sinh khong hop ly
3.1. Déi véi tic nhin gdy bénh

- Gia tang céc tac nhan giy bénh, cac ching vi khuan khang khang sinh.
- Xuat hién nhanh céc chung dé khang méi.
- Lan truyén céac chung vi khuan khang thubc tir dong vat sang nguoi.

3.2. Poi véi diéu tri

- Diéu trj kéo dai hogc that bai.
- Céac nha nghién ctru phai tim cac khang sinh méi thay thé cho céc loai khang
sinh d3 bi dé khang.
- Phai tang liéu hodc phdi hop nhiéu loai khang sinh néu gip vi khuan dé khang.

4. Ngan ngura khang khang sinh
4.1. Trong co sé'y té

- St dung céc s6 liéu vé khang khang sinh tai dia phuong nham liwa chon khang
sinh hop 1y. S6 liéu vé sy khang thudc ctia vi khuan gay bénh rit khac nhau va phu
thudc vao cac yéu td nhu dia diém, quz‘in thé bénh nhan, ting bénh vién hay thoi gian
diéu tri ctia bénh nhén, do d6 can luu ¥ dén sd liéu vé tinh hinh khang thudc tai mdi dia
phuong dé lya chon khang sinh diéu tri.

- Cac hoat dong tuyén truyén gido duc str dung khang sinh.

+ Theo di va thong tin vé khang khang sinh thudng xuyén, nang cao nhén thirc
vé khang khang sinh tai cac co so' y té.

+ Sir dung cac cong cu, chuong trinh dao tao, tuyén truyén gido duc, huéng dan
str dung khang sinh hop 1y cho bac si, nhan vién y t& va bénh nhan.

- Ngan chin nhiém khuan

+ Tiém vaccine phong cac bénh nhiém khuén ¢ thé phong tranh dugc.

+ Han ché cac tha thuat can thi€p, thu thudt gdy xam lan khi khong that can
thiét.

+ Thyc hién tt cong tac chong nhiém khuan bénh vién.

- Chan doan va diéu trj hiéu qua

+ Xac dinh chinh xac vi khuan giy bénh, tham khao y kién chuyén gia bénh
nhiém khuan truée khi ké don. Thuc hién thuc hanh ké don t6t (GPP).

+ Xay dung cac huéng din diéu tri cac bénh nhiém khuan, ting cudong hop tac
gifta cac td chuc chuyén mén, cac tap chi chuyén nganh ding tai cac thong tin y hoc dya
trén bang ching.

- Can thiép cta nhan vién y té voi bénh nhan c6 nguy co cao

- bao tao, gido duc kién thuc vé thong tin thudc va diéu tri
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+ Tang cuong dao tao lai cho bac si, dugc si kién thuc sir dung khéang sinh hop
1y, sir dung thong tin vé khang khang sinh trong ké don.

+ Xay dung danh muc thudc khang sinh sir dung trong bénh vién, danh gia sir
dung khéang sinh trén 1am sang.

+ Thu thap va bdo cdo thong tin vé hiéu qua diéu tri, cic phan tng c6 hai
(ADR).

4.2. Vi cong dong

- Tuyén truyén gido duc strc khoé thong qua cac co s¢ Y té va phuong tién thong
tin dai chung.

- Gi4o dyc str dung khang sinh hop 1y théng qua céc to chirc quan ching nhu Hoi
phu nir, Poan thanh nién...

- Str dung cac hinh thirc truyén thong khac nhau trong tuyén truyén kién thirc vé
stt dung thudc khang sinh.

4.3. V6i ngwoi bdn thuéc

- Gido duc st dung khang sinh hop 1y.
- Kiém soat chit ché viéc thuc hién ban thudc theo don.

5. Thiéu thong tin vé thudc va kién thirc cip nhat
Vi du: Kién thire lac hdu vé siv dung methionin

C6 nhiéu nguoi hiéu sai rang methionin 13 thudc nhét dinh phai c6 trong diéu tri
bénh vé gan. Théi quen ndy mau thuin nghiém trong véi sy thuc rd rang 1a bénh gan
cling din t6i giam kha ning thai trir amino acid cta gan. Bac si diéu tri ciing chua quan
tam dén nguyén nhan gay ra homocystin niéu va cic bién chimg c6 lién quan do qua licu
methionin. & nhitng bénh nhan méc bénh gan cap tinh hodc man tinh c6 nguy co giy ra
bénh ndo do gan. Sinh bénh hoc ¢6 lién quan téi mat kha ning cta gan dé giai doc
protein va amino acid. Amoniac va mercaptan dugc hinh thanh tir uré va hop chét chira
sulfua, cac chit nay co thé gy hon mé cho nguoi bénh (su hién dién ciia mercaptan
trong hoi thé ctia bénh nhan mic bénh nio do gan thuong giy ra mui dic trung)

Tdc dung ciia methionin trong diéu tri

Nhiéu bac sy diung methionin cho ngudi bénh ma khong danh gia thong tin dé phan
tich tinh trang, cac nguy co va su hop 1y trong cac truong hop bénh khac nhau, cha y:
- Chi dung methionin gidng nhu dung acetylcystein dé diéu tri ngd doc d6i véi
nhitng thudc c6 doc tinh ddi voi gan nhu paracetamol
- Khéng dung methionin diéu tri cho bénh nhan viém gan hodc xo gan.
Pé thay d6i théi quen chi dinh methionin chwa dung can cung cip thong tin cho bac
sT vé str dung methionin (doc phan phu luc khuyén cdo vé sir dung methionin)



14
Vi du: Vin dé lam dung glucocorticoid

St dung thuong xuyén glucocorticoid khi ding cac loai thudc tiém truyén 1a chua
hop 1y. Béc si sir dung corticoid trong diéu tri véi "muc dich phong ngira séc phan vé".
Do su thiéu hiéu biét nén viéc lam dung glucocorticoid trong diéu tri nhu mét thoi quen
thuong xuyén. Hau hét cac phan ung da do cac thude khang sinh duge cho 1a céc triéu
ching cua phan vé va vi thé méi lo ngai nguy co nay bi thoi phong. Bac si thiéu kién
thirc co ban vé co ché phan ung c6 hai chdm cua nhiéu loai thudc khang sinh. Van dé
nay can duoc thao ludn va danh gid qua phén tich vé nguy co, loi ich va tinh hiéu qua
ctia viéc st dung glucocorticoid thuong xuyén. Hoi dong thude va diéu tri bénh vién can
tang cudng kiém soat st dung glucocorticoid.

Vi du: Thiéu kién thivc vé twong tic thudc (trong phéi hop thuédc)

Bac si, dugc si thiéu hiéu biét vé co ché co ban cia twong tic thudc. Khong nhin
thirc duoc nhitng hau qua nguy hiém cua twong tac thong thuong nhu giita cimetidin va
theophylin hodc giita erythromycine va cac thudc khang histamin. Mic du trong bénh
vién thuong s dung cac thudc cii, nhung thiéu kién thic vé twong tac thuc do do
khong biét dugc cac nguy co do twong tac thude va bién phap dé giam tbi thiéu cac nguy
co nady, hoic khong biét tin dung twong tac co loi tang hidu qua diéu tri, giam lidu thude.

6. Sir dung khang sinh chwa hgp ly giy hdu qua gia ting cic chiing vi khuan
khang thudc

Lua chon khang sinh hop ly that sy khong don gian. Lam thé nao dé lya chon thudc
thich hop v6i yéu cau 1am sang ctia nguoi bénh?

Trude hét can sir dung huéng dan diéu tri nhitng bénh nhiém tring phd bién nht;
Chon khang sinh diéu tri dung tac nhan gy bénh trong mdi bénh, dong thoi sir dung
thong tin vé sy khang thudc cua vi khudn giy bénh tai dia phuong va cin clr vao dap
g 1am sang ciia ngudi bénh. Tang cudng giam sat sy khang thudc ctia vi khuan gay
bénh.

Pé khic phuc cic van dé s dung thudc chua hgp 1y trong bénh vién, Hoi dong
thudc va diéu tri bénh vién can ting cuong trién khai hoat dong giam sat ké don hop 1y,
trién khai hoat dong thong tin thudc trong bénh vién, khuyén khich bac si, dugc si tiép
can voi thong tin y hoc (medline, internet, danh muc tham khao, thudc thiét yéu, tap chi
Y hoc) va nam dugc phuong phép lya chon thong tin chat luong.

7. Chua quan tAm dén hiéu chinh liéu thudc cho bénh nhan la cac ddi twong diic
biét

Chua quan tam hiéu chinh liéu thube cho nhém bénh nhan dic biét: Nguoi bénh suy
giam churc ndng gan va than, nguoi gia, tré em, phu nit mang thai, cho con bu. Str dung
thudc chua hop 1y vé khoang cach dua thudc, thoi gian dung thude.
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BAI 2: CAC THONG SO DUQC PONG HQC
UNG DUNG TRONG LAM SANG

MUC TIEU

1. Cdc qud trinh hdp thu, phdn bo, chuyén héa, thdi trir ciia dwoc déng hoc.

2. Bon théng sé dwoc dong hoc: Dién tich dwéi dwong cong, thé tich phan bo, nira
doi va do thanh thai.

3. Ung dung cac thong s6 duoc dong hoc trong thuc hanh lam sang (luwa chon
thuéce, liéu ding, hiéu chinh liéu, khoang cdch giita cdc lan dwa thuoc...).

NOQI DUNG
I. DUGC PONG HQC VA TAM QUAN TRONG

1. Khai niém: Linh vuc dugc 1y bao gém duoc luc hoc va duge dong hoc. Dugc luc
hoc 13 qua trinh tac dung cua thudc 1én co thé. Miéu ta hiéu qua tic dung cta thude cling
nhu tac dung phy, cach tic dong, tai hé co quan nao, mod nao, trén thu thé nao, vai néng
d6 nao... Tac dung ciia mot thude co thé bi thay do6i bai cac thude khac dung dong thoi
hodc do tinh trang bénh ly gy ra. Cac hién tuong hi¢p déng, cong luc, ddi khang tac
dung va cac hién tuong khac lién quan dén tac dung cua thube déu duge duge luc hoc
miéu ta.

Dugc dong hoc la mon hoc nghién ctru tdc dong cua co thé 1én thudc thong qua bon
qua trinh: Hap thu, phan bd, chuyén hoéa, thai trir thudc trong co thé.

2. TAm quan trong cia dwoc dong hoc ciia thude: Dé dat dugc va duy tri nong do
thudc trong huyét twuong nham dat dugc tac dung duogc 1y cta thuoc, cac kién thic vé
duoc dong hoc cua thudc s€ gitup tinh toan hop ly:

- Liéu thudc dua vao sir dung
- Tén xuét dua thude
- Thoi gian diéu tri
- BPuong dung
Kién thirc vé duoc dong hoc hudng dan viéc lya chon thude cho bénh nhan dua trén
tinh trang bénh 1y cta bénh nhan (vi du nhu tudi, chirc ning than...) va huéng dan sir
dung thubc mot cach t6i wu (vi du sir dung thude khi da day rong...).

II. NONG PQ THUOC TRONG HUYET TUONG
1. Y nghia ciia ndng dd thudc trong huyét twong: Nong do thudc trong huyét trong

phan anh luong thudc ton tai trong huyét twong tai mot thoi diém nhét dinh. Nong do
thudc trong huyét trong cé thé do duoc bang cac phuong phéap thich hop.
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Viéc xac dinh néng dd thudc co tac dung tai m6 khong phai dé dang, (vi du néng do
thudc tai mo phdi trong diéu tri viém phdi), véi cac thude yéu cau phai dat duoc ndng do
cao tai co quan dich khi ding thudc dung liéu ndong do thudc trong huyét twong s& giup
chung ta trong diéu tri. Vi du dung khang sinh cin du lidu dé dat ndong do thudc trong
huyét twong dat nong do6 e ché toi thiéu (MIC 1a ndng d6 toi thiéu cé higu luc diéu tri).

2. Nong dd thudc trong huyét twong/ dién tich dwéi dwdng cong

Nong do thudc trong huyét twrong/dién tich dudi duong cong (Cp/ AUC) md ta
néng do thudc trong huyét twong cua bénh nhan tai nhiéu thoi diém sau khi st dung
thudc. Nong d6 thude trong huyét twong/dién tich dudi duong cong ddi véi thude dung
duong udng lidu duy nhat mé ta dudng cong di 1én (theo luong thude duge hap thu) va
dat dén nong d6 dinh (ndng do tdi da), sau d6 duong cong di xudng (biéu hién thude
dang duoc thai tru).

4
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Nong dé thude t6i da (Cmax), thoi diém dat ndng do thude t6i da (Tmax), va dién
tich duéi duong cong (AUC).
AUC, Cmax va Tmax 1a cic thong sd dung dé danh gia hiéu qua cua thude. Hiéu qua
ctia thude phu thudc vao dic tinh duge dong hoc va duoc Iy cia mdi nhom thude.
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Vi dy hiéu qua ciia thudc nhém aminoglycosid (amikacin, gentamicin, kanamycin)
phu thuoc vao Cmax; trong khi hi€u qua cua thudc nhom béta-lactam (ampicilin,
amoxicilin, cephalexin...) lai phu thudc vao thoi gian nong do thudc trong huyét tuong
cao trén MIC. Do viy, tong liéu trong ngdy cua thuéc nhém aminoglycosid nén dung 1
lan 1a t6t nhat (trir phy nit c6 thai va diéu tri viém mang trong tim) nham dat dugc nong
d6 thubc cao hon trong méu thay cho viéc dung 2 dén 3 lan/ngay. Tong liéu trong ngay
ctia thuéc nhom béta-lactam dung cho nguoi 16n nén chia 1am 4 1an dé ting toi da thoi
gian vi khuan tiép xuc v6i khang sinh.

3. Yéu t6 quyét dinh dén dién bién ciia dwong cong nong dd thude:

Cac yéu t& ADME (Absorption, Distribution, Metabolism, Elimination - hap thu,
phan bd, chuyén hoa, thai trir) quyét dinh dén dién bién ctia dudng cong ndng do thude.
Cac yéu t&6 ADME thay d6i c6 thé anh hudng t6i nong do thude trong huyét twong. Vi
du dudng cong ndng do thude trong huyét trong sé ting néu:

- Hap thu manh
- Phan b6 thap
- Chuyén hoa it
- Thai trir cham
Tinh trung binh, cac yéu t& ADME sé& khac nhau nhu trén cac bénh nhan c6 bénh 1y
vé than, kha ning thai trir aminoglycosid (nhu amikacin, gentamicin...) s& thip va nong
d6 thudc trong huyét trong ting cao dan dén nguy co gy doc. Can hiéu chinh liéu thude
nhom aminoglycosid cho nguoi bénh nay dé ngin ngira nguy co giy doc cho tai va than.

III. CUA SO PIEU TRI

1. Khai niém: Cira s6 diéu tri 13 khoang cach giira hai duong thing song song duoc
v& biéu thi cho ngudng diéu tri (ndng do t6i thiéu co tac dung, v6i khang sinh n6 tuong
g v6i ndng do e ché tdi thiéu (MIC) va nong do t6i thiu gay doc (ndng do thude toi
da ma co thé co6 thé dung nap duoc trudce khi xuét hién tac dung phu gay doc cua thude).

Chii y: Co mot sb tai liéu dich “therapeutic window” hoic “therapeutic rate” sang
tiéng Viét 1a cira sd diéu tri, hodc pham vi diéu tri, hodc khoang cach diéu tri, hodc
khoang gidi han sur dung.

Tir ndng do thude trong huyét twong Cp/ thoi gian dudi dudng cong va cira s didu
tri, ching ta c6 thé suy ra cac théng sb khac, vi du nhu thoi diém bat dau c6 tac dung,
thoi gian dat duogc tac dung toi da va thoi gian kéo dai tac dung cua thude.
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2. Y nghia ciia cira s6 diéu tri: Trong diéu tri bang thudc, chung ta can dua thudc
sao cho ndng d6 thudc trong huyét trong nim trong khoang ctra sb diéu tri. C6 nghia
réng chung ta dung thudc véi lidu co thé dat duoc néng dd cé hi¢u qua diéu tri nhung
phai tranh gy ra cac tac dung khéng mong mudn va doc tinh.

IV.CAC QUA TRINH DUQC PONG HQC

Céac qua trinh dugc dong hoc quyét dinh dén su thoai giang cua thudc trong co thé
bao gdm: Hap thu, phan bd, chuyén hoa, thai trir
Sy thoai giang cua cac thude trong co thé phu thudc vao cac yéu t6 sau:

- Cac yéu tb ctia thudc:
+ Tinh 4i m&/ tinh 4i nude cta thude.
+ Kich thudc phan tu.
+ Lién két protein.

- Yéu t6 bénh nhan:
+ Tubi, gioi.
+ Trong lugong, dién tich da.
+ Khéi luong mé.
+ Luong nudc trong co thé.
+ Chtrc nang than.
+ Churc nang gan.
+ Bénh tat.
+ Phu nir mang thai.
+ Gene di truyeén.

- Cac yéu t6 khéc:
+ Thude khac
+ Céc thire n, thudc, sita, nude, nude nho...

1. Hap thu: Thudc c6 thé duoc héap thu truc tiép vao mau khi ding duong tiém, hap
thu qua duong tiéu hoa khi dung dudng udng hay duong dit truc trang ciing nhu co thé
hap thu qua cac duong khac.

Cdc dwong ding thuoc:
- Puong tiéu hoéa: Udng, dat truc trang.
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Ngoai duong tiéu hoa: Tiém bép, tiém tinh mach, tiém dong mach.

Dung ngoai: B61 ngoai da.

Puong hit, khi dung.
Céc duong khac: Mit, tai, mii, dudi ludi, am dao, duong ni¢u, trong da, dudi da,
trong tim, trong mang bung, trong khdp, trong tuy, trong mang cung...

Cic wu diém khi diing thuéc dwong uong

Dung thudc dudong udng 1 an toan va c6 ty 1& hiéu qua - chi phi cao nhat. Puong
udng han ché duoc nguy co nhiém khuan va chéang phan vé (phan tng phan vé) so voi
dung dudng tiém. Nén lya chon dudng udng khi c6 thé.

Trong trudng hop cap ctru hay bénh nhan hon mé khong thé dung dudng udng thi
moi1 dung duong tiém va cac duong khéc.

Khong phai tit ca cac thudc déu duwoc hap thu qua duong tiéu héa, vi du
aminoglycosid khong hap thu qua duong tiéu hoa.

Bién phdp cdi thién hép thu thuéc qua dwong uong

Mot vai diém can nhé dé dam bao thude duoc hip thu t6i wu (dong nghia v6i ndng
do thude trong mau dat duoc l1a tdi uu):

- Dung mét s6 thudc khi da day rdng, truéc bira dn. Vi du: phenoxymethyl
penicilin, flucloxacilin, erythromycin, azithromycin, roxithromycin, ciprofloxacin,
norfloxacin, tetracyclin, rifampicin

- Ubng thubc véi it nhat mot cde nude. Khong duoc ubng tetracyclin (gdm
doxycyclin, tetracyclin) véi sira, khang acid. Néu phai dung ca hai loai thi nén dung
thudc va sira/ khang acid cach nhau it nhat 2 gio.

2. Phan bo6: Thubc mudn giy ra tic dung duogc 1y thi phai phan bd duoc téi co quan
dich. Phan b cta thudc bi anh huong boi chinh dic tinh ctia thude (nhu kich thude phan
tr, tinh 4i md/ tinh &i nudc) va phu thudc vao tinh chét cia co quan dich (nhu hang rao
mau nao).

Mot s6 co quan dich rat khé tham nhdp. Cac co quan ndy bao gdm dich ndo tuy
(CSF), xuong, mat. Mot sé thude c6 kha niang phan bd vao cac co quan dich nay tét hon
cac thudc khac. Chung ta phai chon lua cac thudc c6 kha ning phan bd tt. Vi du céac
cephalosporin thé hé 3 (cefotaxim va ceftriaxon...) phan b tbt vao dich nio tuy.

Céac thude c6 kha nang phan bd vao rau thai va sita me. Phai biét thudc co duogc phan bd
vao nhau thai hodc sita me hay khong va véi luong bao nhiéu, vi can quan tdm dén tac
dung c6 thé c6 cua thude trén bao thai va dua tré.

3. Chuyén héa
Y nghia ciia qud trinh chuyén héa thuéc

Gan 1a co quan chinh cho chuyén hoa thudc. Rat nhiéu thudc duoc chuyén hoa tai
gan nho cac enzym chuyén hoa.
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Chuyén héa bién ddi cac thudc thanh cac chét dé bai xuat hon. Chuyén hoa thude co
thé dan téi cac chat chuyén hoa mat hoat tinh hay con hoat tinh. Do6i khi c¢6 thé 1a chat
chuyén hoéa c6 doc tinh, vi du paracetamol.

Cdc thuoc dwge chuyén héa qua gan bao gom:

- Erythromycin, clarithromycin
- Metronidazol, clindamycin, cloramphenicol
- Cefotaxim, cephalothin

Khi suy giam chuc néng gan, chuyén hoéa cac thude trén bi suy giam. Diéu nay c6 thé
dan dén sy gia ting nong do thudc trong mau. Trong trudng hop suy glam churc nang
gan nén tranh dung céac thudc chuyen hoa qua gan hay phai hiéu chinh liéu thudc.

Cac thubc khac khong chuyén hoéa qua gan, vi du aminoglycosid (amikacin,
gentamicin, kanamycin).

Cic enzym chuyén héa

Enzym chuyén hoa 1a cic chit lam bién doi hay chuyén hoa thudc. Cac chit nay
duoc tim théy tai gan, rudt va cac moé khac. Cac enzym dac hiéu chuyén héa cac thube
ddc hiéu. Enzym chuyén hoa c6 thé trc ché hay cam tmg hay khong anh huéng boi cac
thudc nhét dinh.

Chii y khi irc ché hay cam vrng cdc enzym chuyén héa

Erythromycin trc ché enzym chuyén hoa theophylin dan dén ndng d6 theophylin cao
hon trong mau. Diéu ndy c6 nghia gy ting doc tinh cta theophylin.

Rifampicin cam tng enzym chuyén hoa thudc tranh thai duong udng va din toi
giam ndng d6 thude tranh thai, d6i khi 1am mét tac dung tranh thai.

4. Thai trir

Than 13 co quan thai trir chinh cia co thé. Mot vai thube duge thai trir qua duong
rudt, da hoac phéi.
Nhitng thudc thai triv qua thin:
- Aminoglycosid: gentamicin, tobramicin...
- Céc penicilin: penicilin G, penicilin V, ampicilin, amoxicilin...
- Cephalosporin: cephalecin, cephalothin, cefotaxim...
- Fluoroquinolon: ciprofloxacin, norfloxacin...

Phai tranh ding hay phai hiéu chinh liéu cac thudc nay khi dung cho bénh nhan suy
chtrc ning than. Can chu ¥ rang cefotaxim va cephalothin tranh dung hodc rat can than
khi dung cho nguo1 bi suy gan va than.

Néu khong that can thiét nén tranh dung phéi hop 02 thude cé nguy co doc tinh tiém
tang cho bénh nhan suy chirc ndng than (vi du gentamicin + cefotaxim). Chi sir dung
phéi hop nay trong mot s trudng hop nhiém khuan ning.

Cdc yéu t6 anh hwdng dén thai trir thuée qua thin:
- Chure ning than: Giam chirc nang than dan dén giam thanh thai thuc dugc dao
thai qua than.
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- pH nudc tiéu: Kiém héa nuéc tiéu din dén tang thai trir cac thude cd ban chat
acid yéu nhu barbiturat; acid hoa nudc tiéu din dén tang thai trir cac thude co ban chat
kiém yéu.

- Probenecid giam thai trir cac penicilin.

V. CAC THONG SO DUQC PONG HQC UNG DUNG TRONG LAM SANG

- Di¢n tich dudi duong cong (AUC)
- Thé tich phan bd (Vd)

- Nua doi (T1/2)

- B9 thanh thai (CI)

Y nghia ciia cdc thong sé dwoc dong hoc

Cdc théng s6 dwoc déng hoc givip chiing ta c¢é cdac chi dan vé:
- Lyra chon thude hop 1.
- Chi dinh thudc thich hop (liéu dung, duong dung, tan xuat dung thudc, thoi gian
diéu trj).
- St dyng thude tdi wu (vi du trong trudng hop dung thudc véi thirc dn va céac
thudc khac).
Lua chon thudc phai dua trén dac tinh cta thude (vidu thube c6 hép thu tot qua
duong tiéu hoa khong...) va phai dua trén bénh nhan cu thé (vi du chirc ning than...)

1. Dién tich dwéi dwong cong: Dién tich dudi duong cong (AUC) la dién tich dudi
duong cong cta do thi biéu dién sy bién thién ciia ndng d6 thudc trong mau theo thoi
gian, biéu thi tuong trung cho lugng thudc vao duoc dai tudn hoan & dang con hoat tinh
sau mot thoi gian t. Tir gia tri cia AUC, ¢6 thé tinh dugc tri s sinh kha dung ciia thude.

Sinh kha dung hay kha dung sinh hoc (F) (Bioavailability) biéu thi mirc d6 va toc do
(tinh theo %) cta hoat chét vao dugc dai tuan hoan so véi lidu di dung.

Sinh kha dung tuyét ddi 1a ty 18 so sanh giira 2 gia tri sinh kha dung cia cing mot
thudc dua qua dudng udng so véi dua qua dudng tinh mach.

AUC

F tuyét adi 8
= ALC tinh
mach

Sinh kha dung tuong dbi 1a ty 1¢ so sanh giita 2 gia tri sinh kha dung ctia cing mot
thudc nhung khac nhau vé dang bao ché va cing duoc dua qua dudng udng :

F cla dang bao ché A

F twong doi
= F cla dang bao ché B

Ampicilin dung dudng tiém tinh mach c6 sinh kha dung 1a 100% nhung ampicilin
dang udng thi lai c6 sinh kha dung rat thap, chi khoang 45%. Do d6 ampicilin dang
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ubng khong duoc dua vao danh muc thude thiét yéu ciia T6 chie Y té thé gidi va cia rat
nhiéu qubc gia. Amoxicilin dudong udng cé sinh kha dung cao hon vao khoang 90%, do
d6 thich hop chi dinh dudong uéng hon ampicilin.

Céc yéu td quyét dinh sinh kha dung cta thudc:

- Ban chét bén trong cta thudc. Vi du ampicilin hap thu tai duong tiéu héa kém
hon amoxicilin nén c6 sinh kha dung thip hon.

- Puong dung: Ampicilin udng c6 sinh kha dung thap 45%, ampicilin dang tiém co
sinh kha dung cao hon va néu tiém tinh mach thi sinh kha dung 1a 100%.

- Dang bao ché kém: Mot vai loai thudc c6 phém chat kém khong hoa tan hay do
phan rd khong t6t nén c6 sinh kha dung thap. Rifampicin nén duogc kiém tra ki chit
luong va cong thirc bao ché dé dam bao sinh kha dung cua thude.

- Ubng thubc trong bira an: Sinh kha dung cta erythromycin dang base giam do
dich vi da day phéa huy, do d6 khong dung khi no, trong khi d6 sinh kha dung cua
ketoconazol lai ting khi dung véi bita in nhiéu md. Do d6 erythromycin nén dugc udng
lac da day rong, khoang 1h trudc bira in.

- Tuong tac voi cac thude khac: Dung tetracyclin voi thude khang acid hay sita 1am
giam sinh kha dung cua tetracyclin.

- Tang cudng hap thu: Udng thudc véi mot cde nude (100 — 150ml) dé cai thién sinh

kha dung ciia amoxicilin va cac thudc khéc.

- Chuyén hoa thudc tai gan va rudt ciing lam giam sinh kha dung cta thude.

- Bénh nhéan khong tuan thu diéu tri.

2. Thé tich phan b6

Thé tich phan bd Vd biéu thi mbi lién quan giira lwong thudc trong co thé va nong
d6 cua thude trong huyét twong & trang thai can bang.

Lueng thude trong cor
vd +h.§

= Nong dd thube trong huyét tuong

Thudc chira trong huyét thanh (gén vai protein huyét twong) cé thé tich phan b Vd
nho hon.
Kha nang khuéch tan cia mot thube nao d6 vao céc to chirc cua co thé phu thudc vao 2
yéu tH:

- Hé sb phan b lipid/ nuéc cia thude

- Ban chét cia t6 chirc ma thudc tham nhap
Moi lién hé giira thé tich phan bb voi nong do thude huyét twong duoc trinh bay trong
phuong trinh dudi day

Vd =D x SKIPIF
1=0

Trong do:
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Vd: Thé tich phan bd (lit hodc lit/kg)

D: Liéu thudc can dua (g hodc mg)

Cp: Nong do thude trong huyét twong (g/1 hodc mg/l)
F: Sinh kha dung (%)

Do vay, nong d6 thudc (Cp) cang cao thi thé tich phan bd (Vd) cang nho. Nhing
thudc ¢6 khuynh hudng bi giit trong méu nhiéu hon thi Vd cang nhé (vi du gan két
protein huyét tuong).

Mot sb yéu td anh huong dén Vd gdm:
- CAu tao co thé bénh nhan, lugng nudc trong co thé. Vd cua gentamicin va
amikacin giam di ¢ nguoi béo phi.

- Chtrc nang gan. Vd cua ceftriaxon, cefotaxim va clarithromycin gidm & nguoi.

- Tudi: Vd cua doxycyclin giam & nguoi gid. Vd cua ceftriaxone, amikacin va
gentamicin giam & tré dé thiéu thang.
- Tinh trang bénh 1y. Vd cua ceftazidim giam di & nguoi bi bong giai doan bi mat
nudc va ting 1én ¢ giai doan phong rop nudc.

Ung dung thé tich phin bé ciia thuéc trong thwe hanh lim sang:

Can phai hiéu chinh liéu khi c6 nhitng thay ddi c6 y nghia ciia Vd nhiam dat duoc
ndng d6 thuéc mong mudn trong huyét twong.

Vi du 1: Vd cta ceftazidim ting & bénh nhin bong giai doan c¢6 phdng nudc.

F

Tir cong thirc: Vd =D x °P ta thdy khi Vd tang thi Cp s& giam. Vi vay, dé duy tri
ndng do thude (Cp) dam bao hiéu qua diéu trj thi phai tang liéu thudc (D).

F

Vi dy 2: Vd ciia gentamicin giam & tré béo phi. Dya vao cong thitc Cp=D x CP ta
thiy dé khong ting nong d6 thudc huyét twong do Vd giam can phai giam liéu dya trén
thé trong.

Vi dy 3: Tré em co ty 1& % nudc cao hon so voi nguoi 16n, liéu thude tinh theo
mg/kg thé trong cao hon nguoi 16n. Dicu nay giai thich tai sao phai tinh liéu cho tré em
theo mg/kg thé trong (hay theo dién tich bé mat). Tuy nhién, tong liéu khong duoc vuot
qua liéu khuyén cao dung cho ngudi 16n.

Vi du 4: Tré mét nudc cd nguy co ngd doc cao hon do d6 can giam lidu dung cia
mot sb thude.

3. Nira doi trong huyét twong (nira doi)
Nira doi trong huyét tuong (T,,,) 12 thoi gian can thiét dé ndng do thude trong huyét

tuong giam xudng con mot nira (50%). Khi thude thai trir véi mot toc do ty 18 voi ndng
do thude.

Thoi gian (h) % thuéc dao thdi
11anT1, 50 [0 + 50]
21anTl, 75 [50 + 25]

31anT1, 87,5 [75 + 12,5]
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41anT1, 93,75 [87,5+ 6,25]
51an Tl, 96,87 [93,75 + 3,12]
61anTl, 98,43 [96,87 + 1,56]
71anT1, 99.21 [98,43 + 0,78]

Nhu da trinh bay ¢ trén, sau 5 lan T1, gﬁn nhu toan b lugng thudc da duogc dao thai
ra khoi huyét tuong (96,87%).

Ung dung nita doi trén lim sing:

Khi biét T1,, ciia thudc cho phép ta tinh toan dugce khoang cach dua thude
Vidu5:

Khang sinh Tis Khoéng cach dua thudc

1,1 gio Clrmdi 4 - 8 gioy
Cefotaxim

1,8 gio Clrmbi 8 gio
Ceftazidim

7,3 gio Ctrmdi 12 - 24 gio
Ceftriaxon

Méi quan hé giita nira doi, do thanh thai va thé tich phan bé dugc thé hién trong
phuong trinh sau:

T,,=0693x
SKIPIF 1< 0

Trong do:
T,,»: ntra doi trong huyét tuong
Vss : thé tich phan bd ¢ tinh trang 6n dinh
Cl :dg thanh thai
Qua phuong trinh ta thdy néu Cl tang thi T1, s& giam, néu thé tich ¢ tinh trang 6n
dinh (Vss) tang thi T1,, s€ kéo dai.
Céc yéu td quyét dinh dén nira doi trong huyét twong (T,,,) ctia mot thude c6 thé bao
gdm cac yéu to thudc vé thude va yéu td thude nguoi bénh:
- Ban chat hoa hoc cta thude. Benzathin penicilin hoa tan 0,02%

trong nudc c6 T1,,dai hon procain penicilin, thudc hoa tan 4% trong nudc.

- Chtrc nang than. Vi du: T, cia amikacin, amoxicilin, ceftriaxon, cefotaxim,...
tang 1€n khi chirc nang than suy giam.

- Chtic nang gan. Vi du: T,, cua erythromycin, rifampicin, metronidazol,
cefotaxim ... tang Ién khi bénh nhan bi xo gan.

- Tudi. Vi dy: T, ctia paracetamol, amoxicilin, amikacin, ceftazidim, ceftriaxon,
ting 1én & tré so sinh. & nguoi cao tudi, T,, clia ceftazidim, clarithromycin ciing ting.
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4. D9 thanh thai, hé s6 thanh thai (Clearance viét tit 1a CI)

Do thanh thai biéu thi kha nang cua mot co quan (thuong la gan, than) loc sach mot
thudc ra khoi huyét twong khi mau tudn hoan qua co quan d6. Cl dugc tinh bang
ml/phut, biéu thi s6 ml huyét twong duoc gan hodc than loc sach thude trong thoi gian 1
phut. B thanh thai tic dong dén cac thude dio thai qua than.

Thyc chit d6 thanh thai phan anh kha ning thai thudc tir dich ndi bao ddi vai thude
& dang khong két hop. Néu thude cang it gin két, 6 thanh thai cta thude cang 16n.

4.1. Quan h¢ giiva dp thanh thdi va niva doi, thé tich phin bé:

Cl=0,693 x
SKIPIF1<0

Trong do:
Cl 14 d6 thanh thai
V., 1a thé tich phan bd & tinh trang 6n dinh
T, 12 ntra doi trong huyét twong
Tir cong thire trén cho thay:
- Néu d9 thanh thai ting thi nira doi giam.
- Néu thé tich & trang thai 6n dinh (Vss) ting thi d thanh thai ciing ting.

Do thanh thai tac dong dén cac thubc dao thai qua than. Nira doi ctia gentamicin va
tetracyclin s€ tang tuong Ung véi sy giam cuia do thanh thai (vi du nhu do thanh thai
creatinin). Rifampicin va doxycyclin khong bi anh huong vi thai trir qua gan khong thai
trtr qua than.

4.2. Y nghia ciia dj thanh thdi trén lim sang

Do thanh thai cho phép tinh toan hiéu chinh liéu trén bénh nhan suy chic ning
than. Than 14 co quan quan trong trong qua trinh bai xuat thude ra khoi co thé. Khi chirc
nang than bi suy gidm, nhiing thudc bai xuét qua than ¢ dang con hoat tinh b1 r lai s€
gy doc cho co thé. Trong nhing truong hop nay, liéu thong thuong khong thich hop
nita ma phai hiéu chinh lai dé tranh su tich luy thudc gay qua liéu dan dén ngd doc. Mot
vai khang sinh ciing c6 thé tryc tiép gay doc cho than va vi vay liéu dung va phdi hop
thudc trong trudng hop ndy can van dung rat cin thin (aminoglycosid, amphotericin,
vancomycin).

Chi can hiéu chinh vé6i nhitng khang sinh thai trir qua than ¢ dang con hoat tinh.
Trong céc khang sinh thong dung, c6 2 nhom khang sinh thai trir qua than & dang con
hoat tinh, d6 1a nhom béta- lactam va nhom aminoglycosid.

Chi s6 dé danh gia chic ning than 1a do thanh thai creatinin (con goi 1a clearance
creatinin, viét tit Cler). & ngudi binh thuong, Cler ~ 100 ml/ phat (80 — 120 ml/pht).
Khi chtrc nang than bi suy giam, hé sb nay giam.

Hiéu chinh liéu khi ding thuéc nhém aminoglycosid cho ngwoi suy giam chikc
ndng than.
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D¢ thanh thai creatinin dugc str dung dé tinh 1iéu hiéu chinh. D6 thanh thai creatinin
c6 thé duoc tinh nho cong thie sau:

(140 — Tudi) x Thé trong
Cl =

72 x Cris

Trong do:
Cl: Do thanh thai creatinin (ml/phut.)
Tudi: Tinh theo nam.
Thé trong: Tinh theo kg
Cr/s: Mtrc creatinin trong méau (mg/dL).
Néu dung don vi 13 umol/ L thi thay s6 72 & mau s6 = 0,8
Chu y:

- Cl thu dugc theo cong thire trén 1a tri sb6 danh cho nam gid1. Khi bénh nhan 1a nit,
két qua s& 1a (Cl x 0,85).

- Muc lidu quy dinh théng thudng cho mét sd khang sinh théng dung trong nhom
nay nhu sau: gentamicin, netilmicin va tobramycin c6 liéu bang nhau 3 - 5 mg/kg thé
trong/24h. Amikacin 15 mg/kg thé trong/24h (Dugc thu quc gia trang 132).

- Nhitng ngudi béo phi nghia 1a s6 cAn ning ciia co thé vugt qua quy dinh cho phép
tinh theo chiéu cao co thé thi khi tinh liéu duogc tinh theo can ning 1y tudng.

Chiéu cao (cm) - 100

Can ndng ly twéing (kg) = X9
10

- Nguoi mat nude nang phai duoc hiéu chinh liéu.
- Nguoi cao tudi hon 65 tudi du c6 suy than hay khong van phai giam 1/2 lidu.

4.3. Cdc yéu yéu to anh hwéng téi dp thanh thdi bao gom

- Chirc nang than. Suy giam chtic nang than din t&i giam d6 thanh thai cia thude
bai xuit qua than.

- Tubi: ngudi cao tudi, tré em khac nguoi 16n

- Tinh trang co thé nhu phy nir mang thai, suy tim xung huyét, béo phi.
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BAI 3: SUDUNG KHANG SINH HQP LY

MUC TIEU

1. Vi hé binh thurong ¢ co thé nguwoi va liét ké nhitng vi khudn gdy bénh thuwong gap.

2. Nhiém trimg bénh vién va cdc bién phap phong chong nhiém tring bénh vién.

3. Pinh nghia vé khang sinh; xép loai thudc khang khudn va co ché tic dung nham
lwa chon khang sinh hop [y.

4. Nguon goc sw dé khding khang sinh; kha nang lan truyén va cdac bién phdp ngan

ngira si gia ting vi khudan dé khdng.

NOI DUNG

I. MOT SO NET VE VI KHUAN HQC

1. Vi hé binh thwong & co thé nguoi

Phé vi khuan thudng gip trén co thé nguoi

Tén vi khuan Da Miii | Miéng Hau O}lg tle}l. Sm}? .duc TleF T Am dao
hong héa dudi | ngoai trude

Actinomyces + + +
Bacteroides (ky khi) n " . n n S
Bifidobacterrium 4+ (+) 4
Clostridium (ky khi) +) i +) +) ) )
Corynebacterrium + ++ + + (+) ++ +++ +++
Enterobacteriaceae (+) (+) +) (+) + + ++ +
Fusobacterium (ky khi) 4 i — n n N
Haemophilus + + +++ ) 4t
Lactobacillus (+) + + + ) () .
Mycoplasma (+) + (+) (+) +++ ++
Mycobacterium + (+) (+) ) + () (+)
Neisseria (+) (+) + + ) + + +)
Peptococcus (ky khi) +) +) n n +) n n iy
Staphylococcus aureus (tu
cau vang) + | bt () + ++ )
S. epidermidis (tu cau da)

| | ++ &) o+ +H+ et
Lién ciu nhom A (+) + + (+) (+) (_|_)
E. faecalis (cdu khuén
duong rudt, lign cau nhom GHEGEEG) (+) + + ++ +
D)
Lién cau nhém viridans I n n " +) t + n
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Tén vi khudn Da Mii | Miéng Hau Orng tleH SmIT 'duc Tle'f niéu |5 dao
hong hoa dudi | ngoai trudce

S.pneumoniae (phé cau) +) n n

Candida (ndm) +) () + (+) (+) ) () +

- 86 lwong vi khudn. Vi du:
+ Trén da 106/cm?
+ Trong miéng 109/ml nudc bot
+ Trong ta trang va hanh ta trang 104/ml (nhiéu lién cau va lactobacili)
+ Trong dai trang 10''/g phan kho
+ Trong am dao 107/ml dich

- Tuy tirng dia diém ma ti 16 vi khudn ky khi va wa khi c6 khdc nhau, vi du:

+10:1 ¢ da, dudng tiét niéu, phan sinh duc ngoai, am dao
+ 30:1 ¢ niém mac miéng
+ 100 - 1000:1 trong dai trang

Co s& cia sy cung chung séng nay 1a: Cac vi khuan sir dung oxy tao ra méi trudng

vi khi hau ky khi can thiét cho cac vi khuan ky khi.
O mbdi dja diém déu c6 cac vi khuan gdy bénh co héi, nghia 13 mot khi chung roi khoi
noi thuong tra va xdm nhap vao noi khac (bd phan co thé) hodc mé té bao khac ching
c6 thé tro thanh tac nhan gdy bénh nguy hiém (nhat 13 ¢ nhimg ngudi giam stc dé
khang). Vi du dai trang 14 noi "du trit" nhiéu tic nhan giy bénh (hang trim loai vi khuan
khac nhau); dic biét nguy hiém la:

- Céc vi khuan dudng rudt mang cac plasmid dé khang (goi 13 R - plasmid).

- Céac vi khuan ky khi giy nhiém tring mau va viém c6 mu nhu Bacteroides
fragilis, Peptostreptococcus  anaerobius,  Peptostreptococcus asaccharolyticus,
Clostridium perfringens ...

MObi mét lan diéu tri b::ing khang sinh 1a mot lan tac dong vao su can b::ing cua vi hé
binh thuong; vi khuén nhay cam vai khang sinh s€ bi tiéu di¢t; duoi ap luc chon loc vi
khuan khang khang sinh duoc giit lai va 1am mat su can bang cho co thé ngudi. Mat can
bang trong vi hé binh thudng ciing c6 thé phat trién thanh bénh, vi du viém dai trang gia
mac do Clostridium difficile hodc r6i loan tiéu héa sau khi dung khang sinh phd rong
duong ubng dai ngay.

2. Khai quat vé chuyén hoéa tao ning lwong

- Hiéu (wa) khi: Vi khuan st dung oxy tu do cua khi troi, vi du truc khuan mu
xanh, vi khuén ta ...

- Ua ky khi tuy tién: Khong nhat thiét can oxy tu do, khong c6 O, ciing van phat
trién tot, vi du céc truc khuan duong rudt (Enterobacteria), tu cau ...

- Vi hiéu khi: Phét trién tot nhat ¢ diéu kién thiéu O2, vi du Haemophilus, phé cau,
lau cau ...

- Ky khi: Khong sir dung oxy, tham chi O, 12 doc d6i voi ching (cac san pham
chuyén héa bang qua trinh ndy thudng c6 mui thdi), vi du Bacteroides, clostridia,
peptostreptococci ...
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3. Mt s6 vi khuin gy bénh hay gip

Tu ciu (staphylococci): Thudc vi hé binh thudng trén da, miii, 6ng tiéu hoa. Chung
1a nhitng vi khuan hinh cau (cau khuan), Gram - duong va c6 thé gay nhiéu loai bénh,
trong d6 hay gip 1a nhiém trung vét thuong, nhiém tring ¢6 m, nhiém tring mau...

C6 3 lodi tu cdu hay gdp, do la

- Tu cau vang - Staphylococcus aureus: Ludn co enzym coagulase va co xu hudng
khang khang sinh cao.

- Tu cau da - Staphylococcus epidermidis (truéc day duoc goi 1a tu ciu trang - S.
albus) khac tu cau vang 1a coagulase (-); thuong hay thay & canule, catheter ... va trong
céc phau thuat cay ghép tim, xuong ...

- Tu cau hoai sinh - Staphylococcus saprophyticus hay gip & duong tiét niéu, cling
coagulase (-).

Rét nguy hiém 1a tu cau vang khang methicilin - Methicillin resistant
Staphylococcus aureus (MRSA) vi ching thuong khang da khang sinh.

Truc khuan duong rudt (Enterobacteria): Gom nhiéu thanh vién thudc ho vi khuan
duong rudt - Enterobacteriaceae; trong d6 hay gip nhat 1a Escherichia coli, ngoai ra con
hay gip Proteus... vi chung 13 nhitng vi khuan séng cong sinh va hoai sinh trong dudng
rudt; tham chi trong may thd con gdp Klebsiella. D6 1a cac truc khuan, Gram -am va
cling c6 xu hudng khang khang sinh cao.

Pseudomonas 14 cac tryc khuan Gram - 4m, hay thdy trong cac bé chira va dng dan
nuéec... Vi khuan hay gip nhat 13 tryc khuan ma xanh - Pseudomonas aeruginosa. Pay 1a
vi khuan dé khang hau hét cac khang sinh thong dung nhung c6 thé con nhay cam véi
cac penicillin chéng Pseudomonas (antipseudomonal penicillins) va aminoglycosid dic
tri.

Vi khuan ky khi (anaerobe) bao gdm nhiéu loai khac nhau. Hay gip 13 cac vi khuan
sau day:

- Bacteroides 1a cac truc khuin Gram - 4m, ky khi; hay gip nhét 1a B. fragilis
thudc vi hé duong rudt va thuong cé mit trong cac nhiém tring hdn hop 6 bung, khung
chéu... thdm chi c6 thé gay nhiém khuan méu.

- Clostridia 1a céc tryc khuidn Gram - dwong, ky khi, c6 sinh nha bao va ton tai
trong rudt ngudi va dong vat; chung c6 mit trong nude ao hd ké ca nudce bién, trong dit,
trong bui, ca trén quan 4o... Hay gip nhat 1a Clostridium perfringens giy hoai thu, C.
tetanus gy udn van... Pay 1a nhitng vi khuan giy bénh bang doc tb nén hét stc nguy
hiém.

- Peptococci va Peptostreptococcei 1a nhitng cau khuan, Gram - dwong, ky khi; c¢6
mat trong vi h¢ binh thuong & am dao, duong rudt, hong, miéng va sinh duc - tiét niéu.
Chung thudng phdi hop véi cac vi khuan wa va ky khi khac trong cac apxe, nhiém tring
vét thuong va co thé ca nhiém khuan méu.

Mot s6 vi khudn khac ciing hay gip trong cac bénh pham ngoai khoa 1a Enterococci
(cAu khuan dudng rudt); nguy hiém nhat 1a Enterococcus faecalis khang vancomycin. &
vung ring ham mat con co thé gip Actinomyces.

M6t s6 vi khuin hay gip trong cac bénh phim ngoai khoa
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Cac bénh phcfm hay gap cua ngoai khoa la cac dich, mu, chat tiét va apxe.

- Trong bénh pham ving 6 bung hay gip cac truc khuin dudng rudt, truc khuan
Gram - am ky khi va clostridia.

- Trong bénh pham 6 apxe hay gip nhiéu loai, don hodc phdi hop: cau khuan Gram
- duong, tryc khuan Gram - 4m; tuy vi tri c6 thé c6 vi khuan ky khi va amip.

- Trong bénh pham tir da va dudi da (subcutaneous):

+ Thuong do tu cau

+ Da, hd: C6 thé ¢6 lién ciu tan mau béta hodc tu cau

+ Vét thuong, nhiém trung bénh vién: Vi khuan thudc vi hé trén da hodc vi hé
duong rudt. Néu trong sinh thiét hay gip truc khuin dudng rudt. Nén giir sach vét loét vi
c6 thé vi khuan tir 6 loét vao mau.

- Bénh pham tir vét bong: Hay gip tu cau, truc khuan mu xanh va tryc khuan

duong rudt. Theo bao cdo cua Vién bong Quéc gia (ndm 1992 - 1993): Tu cau 26,9%:;
Proteus 25,0%; truc khuan mu xanh 21,3%. & Bénh vién Viét Nam - Thuy Dién Udng
Bi - Quang Ninh (1991 - 1995): Tu cau 51,6%, truc khuin mu xanh 40,2%. & Bénh vién
Thai Binh (1995 - 1997): Tu cau 60,9%, truc khuan mi xanh 25,1%.
- Bénh pham dich: Binh thudng cic dich nhu dich mang ph01 dich baokhop, dich mang
tim, tai hoat dich 13 v6 tring. Néu bi nhiém trung thi c6 thé gip vi khuan, virus va nim.
Thuong 1a do mét loai vi sinh vat nhung c6 thé gip > 2 loai gay nén. Néu dich mang
phoi thi vi khun hay gip 1a phé cau, lién cau, Haemophilus influenzae, cau khuan ky
khi hay Bacteroides.

II. NHIEM TRUNG BENH VIEN (nosocomial infection)
1. Khai niém

Nhiém trung (infection) 1a khai niém chung chi sy nhiém vi sinh vat. Cin nguyén
gy bénh 13 vi khuan thi goi 12 nhiém khuan; cin nguyén 1a virus thi goi 1a nhiém virus.
Tac nhan giy nhidm tring bénh vién c6 thé 13 vi khuén hoic virus hodc ky sinh trung.
Hay gip va dong vai trd quan trong hon 1a cic cin nguyén vi khuan. Vi vay, trong nhiéu
tai liéu khi n6i vé& nhiém tring bénh vién nguoi ta thudng nghi téi nhiém khuin bénh
vién.

Theo dinh nghia ctia Trung tim kiém soat va phong bénh My (Center for Disease
Control and Prevention USA - CDC) thi: Nhiém trung bénh vién la mot nhiém trung tai
ché hay toan than do phan Gmg véi sy c6 mat cia tac nhan gay bénh (hodc doc t6 cua
nd) ma nd chua c6 mat hodc chua dugc 1t bénh luc nhéap vién.

Mot cach so luge ¢ thé néi: Nhiém tring bénh vién 1 mot nhiém tring ma nguoi
bénh mic phai khi nam diéu trj trong bénh vién.

Hau hét cac nhiém khuan bénh vién (NKBV) thudng xdy ra sau khi nhap vién di 48
gid hodc 14u hon (48 gid 1a thoi gian dic trung cho giai doan  bénh). Tuy thé, mdi loai
vi khuan giy bénh lai c¢6 thoi ky 0 bénh khac nhau; hon nita con phy thudc vao sic dé
khang cta ngudi bénh, nén mdi trudng hop NKBV can duoc danh gia riéng ré bang cac
chtng ¢ ¢6 lién quan véi viée diéu tri trong bénh vién.
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Dé két ludgn la NKBV phii dwa trén 2 co sé:

- Thir nhdt: Nhitng cin cir dé xac nhan sy c¢6 mit va xép loai NKBV phai 1a phbi
hop ctia nhitng bang chimg 1am sang va két qua xét nghiém.

+ Chung ctr 1am sang dugc chia ra thanh: Quan sat truc tiép vi tri nhiém khuan
hodc 1a tap hop cua cac dir liéu nhu bénh an.

+ Két qua xét nghiém bao gdm: Két qua nudi cdy vi khuan, test phat hién khang
nguyén hodc khang thé hay quan sat bang kinh hién vi. Thong tin hd tro 14 két qua cac
xét nghiém khéc nhu X- quang, si€u am, ngi soi, sinh thiét.

- Thir hai: Chan doan cta bac sy 1am sang hay bac sy phau thuat hodc két luan sau
hoi chan.
Co6 2 tinh huéng dac biét duoc xem xét 1a NKBV:

+ Nhiém tring mac phai trong bénh vién nhung khong cé bang chimng cho dén
luc ra vién.

+ Nhiém tring & tré so sinh khi di qua duong dé. Va 2 tinh hudng dic biét khong
duoc coi la NKBV:

+ Nhiém tring c6 lién quan véi bién ching hay mé rong nhiém tring c6 sin khi
nhap vién, trir khi c6 sy thay ddi tac nhan gay bénh hoac c6 tri¢u chiing rd rang cia mot
nhiém tring méi.

+ Nhiém tring & tré so sinh do truyén qua rau thai (vi du giang mai bam sinh) va
c¢6 bang chimg trong vong 48 gid sau khi sinh.

Ciing khong duoc coi 1a NKBV néu:

+ Chi c6 hién twong vi khuan nhap cu va c¢6 mit trén da, niém mac hay & vét
thuong hé ma khong gay triéu ching lam sang nao.

+ Hodc hién tuong viém do md phan tmg voi ton thuong hay phan tmg véi hoa
chat.

2. Hau qua cta nhiém trung bénh vién

Nhiém tring bénh vién 1a mot trong nhitng vin dé 16n cua truyén nhiém hoc trén
toan thé gigi. N6 c6 ¥ nghia to 16n va ludn dit ra yéu cau dbi véi moi can bd y té.

Mot nghién ctru cua To chirc Y té thé gid1 6 47 bénh vién cia 14 nudc co nguén
nhan lyc han ché (tir 1983 dén 1985) cho biét, ty 18 nhiém trung bénh vién 13 3 - 21%,
tac 1a c6 3 - 21 nguoi trong s6 100 nguoi bénh ra vién bi nhiém trung bénh vién. Ty 1€
méc 1a khac nhau & mdi nude va mdi bénh vién. Cac bénh vién & Trung Pong va Bong
Nam A ¢6 ty 1€ méc cao hon céc bénh vién & chau Au.

MGt nghién civu vé nhiém khudn vét mé 6 72 bénh vién véi 14.966 bénh nhén tai
Cong hoa lién bang Dirc (ndm 1994) cho thiy tin suit mdc la 1,61%.

Nhiém trung bénh vién giy ra hau qua:

- Kéo dai thoi gian ndm diéu trj tai bénh vién (cung cac hau qua do né gy ra cho gia
dinh va xa hoi).

- Tang chi phi chdm soc va thudc, nhét 1 khang sinh.

- Tang nguy co tir vong (gap 2 - 4 lan, néu nhiém tring bénh vién 1a viém phdi hodc
nhiém khuan mau).
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Thém vao d6 1a: Viéc sir dung khang sinh trong bénh vién khong ding sé cang lam
thiic day viéc chon loc vi khuan dé khang va 1am gia ting sy dé khang khang sinh cua
cac vi khuan c6 kha ning gdy NKBV.

NKBV c¢6 thé xay ra 1¢ té (timg khoa, phong) nhung ciing c6 thé xay ra thanh dich
trong mQt bénh vién hay nhiéu bénh vién (vi du do cung str dung mot san phrflm bi nhiém
trung nhu dich truyén...).

3. Nguyén nhan
3.1. Twr phia nguwoi bénh

Nhitng ddi tugng c6 nguy co cao mic nhiém tring bénh vién 1 nhitng nguoi bénh
c6 suy giam strc dé khang va c6 chiu nhitng can thiép y hoc. Thuong hay gip o
- Nguoi bi bénh nang
- Nguoi cao tudi hodc tré dé non
- Nguoi bi bénh suy giam mién dich hoic dung thudc trc ché mién dich
- Nguoi bénh dugc théd may, dat sonde, dat catether tinh mach...

3.2. Tir phia nhan vién y té

- Khong thyc hién nghiém chinh cic nguyén tic vo tring, khong dam bao an toan
truyén mau

- Lam dung: Cac thu thuat, khang sinh, thude e ché mién dich

- Méi truong trong bénh vién khong dam bao vé€ sinh, quan 1y bénh phong khong
tot ...

Vi vay, ty 16 mic NKBV hay gip ¢ cac khoa hdi stic cdp ciru, khoa ngoai, phu san,

tiét niéu, vi tri thuong hay gip 13 viém nhiém dudng tiét niéu, nhiém khuan vét mo,
viém phoi va nhiém tring mau.

3.3. Tac nhan gay bénh

Tdc nhdn gdy bénh cé thé la vi khudn, virus hodc ndm, nhung phan Ién la vi
khudn (> 90%).

Céc vi khuan hay gap la:

- Cau khuan Gram - duong:
+ Tu cau (tu cau vang, tu cau da)
+ Lién cau duong rudt

- Truc khuan Gram - am:
+ Truc khuan duong rudt: E. coli, Enterobacter, Proteus, Klebssiella
+ Truc khuan mil xanh Pseudomonas aeruginosa

Va nhiéu vi khuan khac.
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Hinh 1. Duong ldy truyén vi sinh vdt gdy bénh qua tiép xiic truec tiép va khong khi
Céac vi khuan 1 cin nguyén NKBV déu khang khang sinh cao vi duoc tiép xuc,
chon loc thudng xuyén trong mdi trudng bénh vién. Cin nguyén virus cé thé gip 1a cac
virus 13y truyén qua duong ho hip (virus cim , Adenovirus...), virus lay truyén qua
dudng méu nhu virus viém gan B.

3.4. Nguon géc cin nguyén giy bénh

Trén co dia nguoi bénh di bi suy giam strc dé khang hoic/va do can thiép, cau tric
giai phau binh thudng va hang rio bao vé tu nhién (da, niém mac) bi ton thuong, vi
khuan c6 thé tir chinh co thé ngudi bénh (ndi sinh) hodc tir bén ngoai (ngoai sinh) xam
nhap vao co thé.

- Nguon goc noi sinh (endogenous):

+ La cac vi sinh vat gay nhiém trung co hoi thudc vi hé binh thudng trén da,
niém mac, tir duong tidu hoa hay tiét niéu. Hay gap 14 tu cau, lién cau trén da va cac truc
khuan dudng rudt hodc truc khuan hoai thu sinh hoi (Clostridium perfringens...).

+ Nhitng nguoi bénh ndm lau ngay va suy giam sttc dé khang dé bi nhiém
khuan ho hip duéi do hit phai dich duong hé hap trén (hau, hong) trong d6 ¢ vi khuan
gy bénh co hoi nhu phé cau, Haemophilus influenzae, Klebssiella.

- Nguédn géc ngoai sinh (exogenous): Vi sinh vat tir moi trudng hodc tir nguoi
bénh khac hay tir nhan vién y té qua tiép xuc truc tiép D (nhu bét tay, hon) hodc gian
tiép (qua dd dung cdc, bat, diia...) hoic qua khong khi @®@@, thirc in, nudc... xam
nhap vao ngudi bénh. Vi du nhitng vi sinh vat bAm trén nhimng giot nudc 16n @ do ho,
hét hoi, noi bin ra hodc bam trén nhing giot nudc nho lo g @) hoic trong hat byi @
theo khong khi vao ngudi bénh; truc khuin mu xanh nhiém trong nguén nudc; vi khuan
Acinetobacter trong may thd khong duoc khir tring tot; vi khuan tir ban tay can bo y té

3.5. Puwong lan truyén
Bang nhiéu dudng khac nhau

- Qua tiép xtc voi vat bi nhiém: Cac d6 dung vat dung, quan 4o, do vai, thiét bi
v¢€ sinh...
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- Khong khi

- Ban tay

- BPuong tiém, truyén tinh mach, dat sonde, catheter
- Cac con tring nhu gian, rudi, kién.. .

Vi hé binh thurong Nhan vién y té May maéc, vat ligu,
nhap cu va phat Nguéri dén db vat, mi trudng
. tham (khéng khi,
triet I{LLIIUI isatior) l L iiv s
Can thiép Tiép xic Tao ludng khi
(Sonde, théng
khi...]

Mgurdvi bénh (bénh

nang,
gidm mién dich...)

Nhi&m tring bénh vién

Hinh 2. So dé tong qudt vé nhiém trimg bénh vién
III. THUOC KHANG SINH

1. Pinh nghia: Khang sinh 1a nhiing chit ma ngay ¢ nong do thap di c6 tac dung tic
ché hoic tiéu diét vi sinh vat (vi khuan, nim, don bao, virus) ma khong tac dung 1én té
bao dai sinh vat (ngudi)... Mbi thude khang sinh chi gay rdi loan mot phan tng sinh hoc
nhat dinh cua té bao vi sinh vat va tir 46 ddn dén ngimg phat trién.

2. Xép loai
2.1. Xép loai theo phé tic dung

C6 wu diém 1a d& nhd cho viéc Iyra chon khang sinh. C6 2 loai 1a khang sinh ¢ hoat
phé rong va khang sinh ¢ hoat phd chon loc.
- Khang sinh c6 hoat phd rong: Mot khang sinh cé tac dung trén nhiéu loai vi
khuan, ca Gram - duong va Gram - 4m.
+ Nhom aminoglycosid: Streptomycin, gentamicin, kanamycin, neomycin,
tobramycin, amikacin ...
+ Nhom tetracyclin
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+ Nhom phenicol
+ Nhom sulfamid va trimethoprim
- Khéang sinh c6 hoat phé chon lgc: Mot khang sinh chi cé tac dung trén mdt mot
hay mot s6 loai vi khuan nhat dinh, vi du:

+ Cac dan xuat cua acid isonicotinic: INH (Rimifon) chi ¢6 tic dung trén vi
khuén lao.

+ Nhém macrolid: c6 tdc dung trén vi khuan Gram - duong va mét s6 truc khuan
Gram - am, nhu erythromycin, spiramycin...

+ Nhom polymyxin hodc acid nalidixic: Chi c6 tac dung trén truc khuan Gram -
am

- Thudc khéng sinh béta-lactam gom co:

+ Nhém penicilin: Tac dong 1én vi khuin Gram - duong, bi penicilinase phan
huy, nhu penicilin G, penicilin V...

+ Nhém methicilin (con goi 1a penicilin chéng tu cau): Tac dong 1én vi khuan
Gram - duong, khong bi penicilinase phan huy, nhu cloxacilin, flucloxacilin, nafcilin...

+ Penicilin chdng Pseudomonas: Bi pha huy bai béta-lactamase nhu: carbenicilin,
ticarcilin, azlocilin...

+ Nhom ampicilin: C6 hoat phd rong, bi penicilinase phan huy, nhu: ampicilin,
amoxicilin, mecilinam, pivampicilin...

+ Nhém cephalosporin: C6 hoat phé rong, khong bi penicilinase phan huy, dwoc
chia thanh 3 (dén nay 1a 4) thé hé, bao gém thé hé 1 nhu cephalothin, cephalexin...; thé
hé 2 nhu cephamandol, cefuroxim, cefoxitin...; thé hé 3 nhu cefotaxim, ceftriazon,
ceftazidim, latamoxef...

2.2. Xép loai theo phwong thirc tic dung

Néu xép theo phuong thirc tac dung, nguoi ta chia khang sinh thanh 2 loai: Khang
sinh c6 tac dung kim khuin (&c ché - bacteriostatic) va khang sinh c6 tac dung diét
khuan (bacteriocidal); nhung thuc té khong c6 ranh gidi rd rang cho sy phan biét nay. Vi
mot sd khang sinh kim khuan & néng dd cao hon lai co6 tac dung di¢t khuan. Diéu nay
phu thudc vao chung loai va sb lugng vi khuan, vao giai doan phat trién, toc do phat
trién cta vi khuan, vao méi trudng va nong do khang sinh.

Mot sb thude co tac dung kim khuan nhu: Acid fusidic, acid nalidixic, clindamycin
va lincomycin, erythromycin, nitrofurantoin, sulfamid, tetracyclin, trimethoprim

Thudc c6 tic dung kim ham su phat trién ciia vi khuan; song dé huy hoai va giét chét
vi khuan, thi con can sy tham gia cia hé théng chéng d& cua co thé ngudi (dai thue bao,
khang thé...). Thudc kim khuan khong c6 tac dung trén céc té bao vi khuan & trang thai
nghi, do d6 yéu cau ndng d6 khang sinh luon phai dugc duy tri & mtc du e ché su phat
trién ciia vi khuan tai 6 nhiém khuan; ngudi bénh chi khoi bénh khi hé mién dich cua co
thé c6 du kha ning loai trir vi khudn dé bi trc ché ra khoi co thé.

Mot s thude c6 tac dung diét khuan nhu: polymyxin, aminoglycosid, cephalosporin,
fosfomycin, 5 - nitroimidazol, penicilin, rifampicin, vancomycin

Thudc c6 tac dung diét khuan tic 1a giy réi loan khong hdi phuc chic ning cua té
bao vi khuén va din toi chét. Duy nhét chi c6 polymyxin 13 ¢ tic dung diét khuan tuyét
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d6i (absolute bactericid) vi co ché tac dung cua né gidng nhu chat tiy, phd huy chirc
ning tham thau chon loc ciia mang nguyén twong; con cac thude khac chi co tac dung
diét khuan & cac vi khuan dang nhan 1én (degenerative bactericid), vi du penicilin trc ché
sinh tong hop vach. Pong ning diét khuan phu thudc vao ndng do cua thude.

3. Co ché tic dung ciia thudc khang sinh

4 Acid nucleic
- { Vich

Nguyén (uang

Hinh 3. So do cau tao té bao vi khudn va cac diém tac dong cua thuoc khang sinh

(1 = Vich, 2 = Mang nguyén twong, 3 = Nguyén twong véi nhiéu ribosom - noi sinh
tong hop protein, 4 = acid nhin gom ADN va ARN).

Sau khi vao té bao, khang sinh duoc dua téi dich tac dong s& phat huy tac dung bang
cach:

- Uc ché sinh tong hop vach té bao vi khudn: Vi khuan sinh ra s& khong ¢ vach do
d6 dé bi tiéu diét, vi du khang sinh nhom béta-lactam, vancomycin.

- Gay rdi loan chirc ning mang nguyén tuong, dic biét 1a chirc ning tham thau
chon loc, lam cho cac thanh phén (ion) bén trong té bao bi thoat ra ngoai, vi du
polymyxin.

- Uc ché sinh tong hop protein: Diém tac dong 1a ribosom 70S cia vi khuan va két
qua la cac phan tir protein khong dugc hinh thanh hodc khong c6 hoat tinh sinh hoc.

+ O tiéu phan 30S: Vi du nhu streptomycin can tré hoat dong ctia ARN thong
tin hodc tetracyclin ngin can cac ARN van chuyén di hoat hoa gin vao ribosom.

+ O tiéu phan 50S: Nhu chloramphenicol, erythromycin can tré sy lién két ctia
cac acid amin do gin vao enzym peptidyltransferase.

- Uc ché sinh tong hop acid nucleic: Gom co

+ Ngin can su sao chép ciia ADN tao ADN con, nhu nhém quinolon trc ché
enzym gyrase lam cho phan tir ADN khong mo dugc vong xoan.

+ Ngin can sinh téng hop ARN nhu rifampicin, do gan vao ARN - polymerase
phu thugc ADN.

- Uc ché sinh tong hop cac chat chuyén hoa can thiét cho té bao, vi du sulfamid va
trimethoprim {rc ché qua trinh chuyén héa tao acid folic - mot coenzym can cho viéc
tong hop mot sé acid amin va cac purin, pyrimidin.
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Vi vay, khi phéi hop khang sinh trong diéu tri ngudi ta thuong sir dung nhitng khéng
sinh c6 dich tac dong (co ché tac dung) khac nhau dé 1am ting kha ning tiéu diét mot
loai vi khuan.

IV.SU PE KHANG THUOC KHANG SINH
1. Mot s6 khai niém

Khi diéu tri mot ngwoi bénh bi nhiém khudn bang khdng sinh thi & day, ton tai moi
quan hé qua lai cia 3 thanh phan, d6 1a:

Khang sinh

72N

Co thé —_— Vi khuan

Vi vay, néu viéc diéu tri bang khang sinh khong thanh cong, ta cAn xem xét sy thit
bai nay tir ca 3 yéu td trén.

Trong mdi quan hé giira vi khuan va khang sinh thi sy d& khang dugc hiéu 1a kha ning
chdng dbi cta vi khuan véi khang sinh va héa chat diéu tri.

Chung ta nén phan biét giita d& khang sinh hoc (biological resistance) va dé khang
diéu tri (therapeutical resistance). Pé khang sinh hoc 1a nhimng cé thé ciia mot loai do thu
duoc nhitng dic tinh di truyén ma giam nhay cam so véi cac ca thé khac cung loai do.
Nhitng ca thé dé khang sinh hoc nay khong nhét thiét 13 dé khang diéu tri, vi dé khang
diéu tri chu yéu xét trén két qua diéu tri.

Do d6 dé khang diéu tri 12 khai niém twong dbi, c6 lién quan t6i cudong do tac dung
va phu thudc vao lidu lwong, tirc 1a ndng d6 te ché téi thiéu (MIC) in vitro va ¢ 6 nhidém
khuan. N6 phu thudc vao néng do thude c6 thé dat duoc va tac dung cua thude dya trén
nhing thong sé héa 1y do dugc ¢ 6 nhiém khuan d6. Mot tac nhan gy bénh c6 biéu hién
1a dé khang & nong do thip nhung c6 thé sé& 1a nhay cam ¢ ndng do cao hon.

2. Phan loai @& khang: C6 hai dang 1a dé khang gia va dé khang that.
2.1. Pé khdng gia

Pé khang gia la co biéu hién dé khang nhung khong phai 1a ban chat, tirc 1a khong do
ngudn gdc di truyeén.

Vi du hién tugng d¢ khang cta vi khuan khi nam trong cac 6 apxe nung mu 16n hoic
c6 to chirc hoai tir bao boc, khang sinh khong tham t&i dugce 6 viém va vi khuan giy
bénh nén thude khong phat huy dugc tic dung, tuong tu 1a truong hop cd vat can lam
tuan hoan  tré.
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Hoic khi vi khuan & trang thai nghi (khong nhan 1én, khong chuyén hoa) thi khong
chiu tac dung cua nhitng thudc trc ché qua trinh sinh tong hop chat, vi du khuan lao nim
trong hang lao.

Do viy, khi hé thong mién dich cta co thé bj suy giam hay chirc ning cua dai thuc
bao bi han ché thi co thé khong du kha ning loai trir duge nhimg vi khuan da bi wre ché
ra khoi co thé; vi thé khi khong con thude khang sinh chiing hoi phuc va phat trién lai.

2.2. Pé khdng thit

C6 hai loai 12 dé khang ty nhién va dé khang thu duoc.

- bé khang tu nhién: Mdt s6 vi khuéan khong chiu tac dong ctia mot ) khang sinh
nhét dinh, vi du Pseudomonas khong chiu tdc dung cua penicilin hodc tu cau khong chiu
tac dung cua colistin. Cac vi khuan khong c6 vach nhu Mycoplasma s& khong chiu tac
dung cua khang sinh trc ché sinh téng hop véach, vi du nhom béta-lactam.

- bé khang thu dugc: Do mdt bién cb di truyén 1a dot bién hodc nhan duoc gen dé
khang 1am cho mot vi khudn dang tir khong trd nén c6 gen dé khang.

Céc gen dé khang nam trén nhiém sic thé hay/va plasmid cua vi khuan hodc/va trén
transposon.

/~ I

e — @ =
. ,

@n

\ P
g ()

_ e

Hinh 4. Vi tri gen dé khang trong té bao vi khudn

(Chu thich: C = nhiém sdc thé: L = plasmid tra*; S = plasmid nho, tra -; Tn =
transposon)

Diéu dang quan tam 1a tic dung chon loc cia khang sinh: Khi khang sinh duoc ding
rong rii va nhat 1a khong du liéu lugng thi khang sinh chinh 1a yéu t6 tao ra ap luc chon
loc, giit lai nhitg dong vi khuan dé khang; nd c6 thé ddng thoi ciing 13 yéu t6 kich thich
gay ra nhimng dét bién cam irng & vi khuin, khong nhiing tao ra su dé khang ngay cang
nhiéu hon ma muc dé khang ciing ngdy cang cao hon (day 1a diéu ma chiing ta quen goi
ném na 1a "nhon" thude).

3. Sw lan truyén vi khuan dé khang

Mot vi khuan c6 gen dé khang, gen dé s& duoc truyén doc (vertical) sang cac thé hé
sau qua su nhan 1én (phén chia) cta té bao. Ngoai ra thong qua cac hinh thuc van
chuyén di truyén khic nhau nhu bién nap, tai nap, tiép hop va chuyén vi tri
(transposition), gen d& khang c6 thé dugc truyén ngang (horizontal) tir té bao ndy sang té
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bao khac; tham chi tir t& bao cia mot loai vi khudn ndy sang té bao ctia mot loai vi
khuan khac (néu gen dé khang nam trén R - plasmid), vi du tu vi khuén li sang E. coli,
hoic tir E. coli sang vi khuan thuong han.

- Trong quan thé vi sinh vét (cic quan thé vi khuan thudc vi hé binh thuong ¢
ngudi): Dudi tac dung cua khang sinh cac ca thé dé khang duoc chon loc, gitr lai va phat
trién thanh dong vi khuan dé khang; dong vi khuan dé khang tiép tuc duoc chon loc va
thay thé cac dong vi khuan nhay cam, lam cho vi khuan ngay cang khang khang sinh
nhiéu hon va cao hon.

- Trong quan thé dai sinh vat (nguoi, dong vat): Thong qua sy truyén nhiém (qua
khong khi, thirc an, bui, dung cu...) vi khuan dé khang 13y truyén tir ngudi ndy sang
nguoi khac hodc tir suc vat sang nguoi.

- Trong cudc chay dua gitta nhitng nd lyc phat minh ra khang sinh méi ctia con
ngudi va su dé khang khang sinh ctia vi khuan thi cho dén nay vi khuan luén gianh phan
thing. Vi vdy, dé phat huy hiéu qua va ngin ngtra vi khuin khang khang sinh chung ta
phai thuc hién chién lugc st dung khéang sinh an toan, hop 1y.

4. Co ché @é khang

Gen dé khang tao ra su dé khang bang cach:

- Lam giam tinh thAm ctia mang nguyén twong, vi du khang tetracycline, oxacilin;
gen dé khang tao ra mot protein dwa ra mang, ngin can khang sinh tham vao té bao;
hozc lam mat kha ning van chuyén qua mang do can trd protein mang véac va khang sinh
khong duoc dua vio trong té bao.

- Lam thay ddi dich tac dong: Do mot protein cau tric hodc do mdt nucleotit trén
tiéu phan 30S hodc 50S cua ribosom bi thay doi nén khang sinh khéng bam dugc vao
dich (vi du streptomycin, erythromycin) va vi vay khong phat huy dugc tac dung.

- Tao ra céc isoenzym khong c6 ai luc véi khang sinh nita nén bé qua (khong chiu)
tac dong cua khang sinh, vi du khang sulfamide va trimethoprime.

- Tao ra enzym: Cac enzym do gen dé khang tao ra co thé:

+ Bién dbi cdu trac hoa hoc cua phan tir khang sinh, 1am khang sinh mét tac
dung, vi du acetyl héa hodc phospho hdéa hay adenyl hoa cac aminozid hodc
chloramphenicol.

+ Phé huy ciu trac héa hoc cta phan tir khang sinh, vi du p-lactamase lam

cho cac khang sinh nhom B-lactam mat tac dung.
Mot vi khuan khang khang sinh thuong 1a do phdi hop cac nguyén tac riéng r& ké trén,
vi du vi khuan Gram - am khang B-lactam 1a do sinh ra B-lactamase cong voi giam kha
ning gan PBPs (penicilin binding protein = protein gin penicilin) va giam tinh tham cua
mang nguyén tuong.

V. SUDUNG KHANG SINH HQP LY
1. Mt s6 bién phap han ché gia ting vi khuin khang khang sinh

- Chi dung khang sinh dé diéu tri nhitng bénh nhiém trung do vi khuan giy ra
(khong dung thude khang khuan dé diéu tri nhidm trung do virus).
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- Chon khang sinh theo két qua khang sinh d6; nén wu tién khang sinh c6 hoat pho
hep c6 tac dung dac hi¢u trén vi khuéan gay bénh.

- Dung khéang sinh du liéu lugng va thoi gian.

- Bé cao cac bién phap khir triung va tiét trung, tranh lan truyén vi khuan dé khang.

- Lién tuc giam sat sy dé khang khang sinh ctia vi khuan.

2. Chgn khang sinh

S&u diéu can nhic khi chon khang sinh (theo T6 chirc Y té thé gidi, 1991) cho mot
vi khuan 13 tac nhan gay bénh, 1a:
- Pho tac dung cua thude
- bBac tinh dugc dong hoc
- Poc tinh
- Hiéu qua
- Kha ning san c6
- Gidca
Theo tai liéu "Hudng dan sir dung khdng sinh" ciia Hoi dong Tu van st dung thude
Victorian, Australia (1997) thi viéc chon thudc dya trén céc yéu td sau:
- Pho tac dung cua thudc trén vi khuan nghi ngo 13 tic nhan gy bénh
- D0 an toan
- Kinh nghiém diéu tri thuc té trudc do
-Giaca
- Kha ning chon loc vi khuan dé khang va nguy co boi nhiém
Tam quan trong cta timg yéu té tuy thudc vao mirc d6 ning nhe cua bénh va con tuy
thudc vao tac nhan gdy bénh phan 1ap duoc. Ngoai ra, con phai chu ¥ dén cac phan tng
khong mong muén cua ting thudc voi timg nguoi bénh.

3. Piéu tri khang sinh theo kinh nghi¢m

Dua trén co s& cac sd liéu dich & hoc vé vi khuan gdy bénh va kiéu cach (murc do)
dé khang khang sinh cta ching. Tuy theo diéu kién, 1dy dugc bénh phim dé nhudém
Gram, nudi ciy phan lap va thir khang sinh d6 trudc khi diéu tri khang sinh 1a tt nhat.
Mot tiéu ban nhuém Gram hay mot xét nghiém tim khang nguyén truc tiép, vi du trong
viém mang nao, co thé cho phép co dugc bién phap diéu tri dic hiéu, trude khi co két
qua nudi cay.

4. Piéu tri khang sinh (hwéng truc tiép) theo két qua xét nghiém

Piéu tri khang sinh huéng truc tiép vao tac nhan gy bénh bao ham: Thudc co hiéu
qua nhét, it doc nhat, phé chon loc nhat. Lam dugc nhu vay s€ gidm viéc su dung khang
sinh pho rong, gy ra ap luc chon loc va nguy co bdi nhidm, ciing nhu s&é mang lai hiéu

qua kinh té nhat.

5. Phéi hop khang sinh
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Dua trén co so:

- Nham diét dugc nhiéu loai vi khuan trong cac nhiém khuan hdn hop, vi du khéang
sinh diét vi khuan wa khi véi khang sinh diét vi khuan ky khi cho nhiém tring do ca vi
khuan wa khi va ky khi gay ra; vi du da chan thwong nhim ban, nhiém tring phu khoa...

- Nham lam ting hiéu qua diét khuan (tic dung hiép dong - synergy) trén mot loai
vi khuan gy bénh; vi du trong diéu tri viém mang trong tim do lién cau duong rudt,
viém tuy xuong...

- Nham 1am giam xéc suat xuat hién vi khuan dé khang (do dot bién), vi du trong
diéu tri lao phai phdi hop 3, tham chi 5 khang sinh.

6. Khang sinh db

Pinh nghia: Khang sinh dd 1a ky thuat xac dinh d0 nhay cam cua vi khuén véi
khang sinh nham gitip thay thuéc chon dugc khang sinh thich hop va biét lidu luong
thich hop dung trong diéu tri.

C6 hai ky thuat khang sinh do: K¥ thuat khang sinh khuéch tan va khang sinh pha
lodng trong méi truong nudi cay vi khuan. Phd bién nhit 1a ki thuat khoanh gidy khang
sinh khuéch tan, duoc thuc hién tai nhiéu labo Vi sinh 1am sang. Két qua cua ky thuat
khang sinh d6 nay duoc chia thanh ba loai: Nhay cam S (susceptible), trung gian I
(intermediate) va dé khang R (resistant). Thay thudc thudng s& chon nhitng khang sinh
cho két qua S dé diéu trj va khong dung nhimng khang sinh cho két qua R.

BAI 4 : TUONG TAC THUOC
MUC TIEU

1. Khdi niém vé twong tdc thudc véi thube; tuwong tdc thudce véi thirc an va do uong.
Khdi niém twong tdc thuoc ngodi co thé (twong ky)
2. Nguyén tic phéi hop thube nham:
- Loi dung twong tac co loi de tang hiéu qua diéu tri, giai doc thuéc.
- Trdnh twong tdc bdt loi.
3. Cdch xit Iy khi ¢é tiwong tdc thudc.

NOI DUNG
TUONG TAC THUOC

Tuong tac thudc 1a mot phan tng gitra mot thude véi mot tac nhan thr hai (thude,
thuc pham, hoa chat khac). Phan tmg d6 c6 thé xdy ra khi tiép xac voi co thé hay hoan
toan & bén ngoai co thé khi bao ché, bao quan, thir nghiém hay ché bién cac thudc.

Mot tuong tac thudc khong nhat thiét nguy hiém. D6i khi chi can chu ¥ than trong
dic biét cling du 1am giam nguy co (theo dbi diéu tri vé mit sinh hoc, dung liéu thich
hop, phan bd cac 1an dung thude, su tu theo ddi cia ngudi bénh, cung cp thong tin cho
ngudi bénh vé ty dung thude...).



43

I. BAN CHAT CUA TUONG TAC THUOC
1. Cac twong tac duwgc dong hoc

Pay la nhitng twong tac xay ra nhiéu nhit. Nguy co twong tic xuit hién ké tir luc
bénh nhan dung dong thoi hai thue hodc nhiéu hon.

1.1. Twong tic anh hwong dén hép thu thuéc

Chung thé hién & sy thay do6i téc do hip thu thudc ¢ duong tiéu hoa, va & luong
thudc duoc hép thu. Nhu vay da co su thay ddi mot thong s6 duoc dong hoc, tuc 1a sinh
kha dung ctia san phdm. Ngudi ta thuong thay hién tuong niy ¢ nhitng thudc dung theo
duong udng. Ta c6 thé tranh hién twong ndy bang cach tuan tha gitt mot khoang thoi
gian giita cac 1an dung thudc. Cac twong tic nay thuong giy ra sy giam tac dung cua
thudc.

Twong tac anh huong dén hap thu thude qua duong tiéu hoa c6 thé co nhidu co ché:

Sw tao thanh nhitng phirc hop khé hép thu

Vi du cic tetracyclin tao ra v6i canxi, nhém, magnesi nhitng phtrc chit khéng hip
thu dugc qua thanh rudt - Nhu vay can tranh dung dong thoi tetracyclin voi cac thude
bang niém mac dudng tiéu hoa cé thanh phan cha yéu 13 nhém, magnesi, canxi.

Vi du mot chét nhua nhu cholestyramin c6 muyc dich 13 giit cholesterol, lai c6 thé gii
nhiéu thtr thudc néu dung ddng thoi (cac chat chéng déng dung duong udng, cac thude
ho digital, cac ndi tiét to tuyén giap). Nhitng ché pham c6 chira mudi sit cling gy tuong
tac bang cach tao ra nhitng phirc hop vé6i cac chit khang acid chtra cac mudi nhom,
canxi, va magnesi.

Hoa tan trong nhitng chit long khong hép thu dwoc

Vi du dau vasolin dung lau dai ¢6 thé 1am giam rat nhidu sy hip thu cac vitamin tan
trong dau (A, D, E, K) - Can canh giac ¢ nhitng bénh nhin dung thudc khang vitamin K.

Sw thay déi pH ciia da day, rugt

Vi du céac thude khang H, hay khang acid c¢6 chtra muéi nhom, magnesi hay canxi c¢6
thé 1am cham lai hay lam gidm sy hap thu mét s6 hoat chat nhu furosemid, indometacin,
digoxin, isoniazid...

Do hién twong hip phu

Vi du céac chat Kaolin, nhom pentasilicat, pectin, cyclamat cé tic dung hép phu mot

s0 thudc (lincomycin, paracetamol, aspirin, acid nalidixic, nitrofurantoin, cac thuoc
chong dong dudong udng...)
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Sw thay déi thoi gian tiép xic giiva thuéc vdi niém mac do tic dung trén nhu dong
cua rugt

Cac chat khang cholinergic, cac chit khang histamin c6 tinh khang cholinergic, cac
chat phong bé hach, cac chét tir thudc phién, acid acetylsalicylic lam cham su théo sach
cac chét qua da day.

Sw thay déi lwu lwong mdu trong niém mac rujt
Vi du cac chét gdy co mach, dan mach.
Tdc dung déc trén niém mac rudt, thm chi phd huy cdc vi khuin rugt

Hoi ching hép thu kém, hodc c6 thé can tré cac vi khuén sinh ra mot cht can thiét.
Vi du nhu khi ding tetracyclin trong mot thoi gian s& pha huy vi khuan & rudt, ngin can
su tong hop vitamin K do vi khudn hoai sinh ¢ rudt (thay d6i dép ung cia cac thude
khang vitamin K).

Téc dp va lwong thuéc hdp thu qua dwong tiéu héa ting

Vi du cac thudc khang acid va penicilin G - Alcol ethylic va theophylin. Chat kiém
hoa va thudc co tinh base (cloroquin, imipramin, quinin, amphetamin).

Sw tdi hdp thu thu dong qua ong thin

Nhitng thudc da duoc loc ¢ thé tai hap thu thu dong & dng than, dic biét ¢ nhimng
vung xa ctia don vi than. Co ché sir dung & day 1a nhitng co ché diéu khién trao d6i qua
cac mang sinh hoc. Nudc tiéu loc qua cau than va bai tiét qua 6ng than gﬁn duoc co dac
do tai hap thu nuée. Hién twong ndy dong vai trd quan trong ddi véi nhitng hoat chét co
thé ion hoa, do pH ctia nudc tiéu dé bi thay ddi. Vi vay, nhimg loai thubc 1am thay doi
pH cua nuée tiéu co thé 1a ngudn gdc cua cic twong tac thude.

Cac thudc dé tan trong nudc cb trong luong phan tir cao khong bi tai hap thu va
khong gay tuong tac ¢ khau nay. Trai lai cic chat d& tan trong md c6 thé bi tai hap thu.
Pay 1a trudng hop céc acid, base yéu dudi dang khong ion hoa.

Vi véy, ting pH ctia nude tiéu 1am ting tai hip thu cac base bang cach 1am giam ion
hoa. Nguoc lai, giam pH nuéc tiéu lam tang tai hap thu cac acid. Cho nén, nira doi cua
amphetamin ting gip d6i khi pH ctia nudc tiéu chuyén tir 5 dén 8, con do thanh thai qua
than cta quinidin bi giam tr 1 dén 10 khi pH chuyén tr 6 dén 7,5 . Thai trir cua
phenobarbital ting khi dung natri bicacbonat (diéu trj kinh dién nhiém doc barbituric).

1.2. Twong tic anh hwéng dén phin bo thuéc do canh tranh véi thuéc vé cdc diém
gan két voi protein cua huyét twong va ciia mo

Trong giai doan dugc dong hoc ¢ nguy co tuong tic mot khi thude da duoc hap thu
vao mau. Nhung c6 nhi€u thudc lién két vdi protein huyét tuong, dac bi¢t vai albumin.
Su ga"m thudc vao protein 1a mdt qua trinh can bang thuan nghich, turong ty mot enzym
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v6i mot co chat, trir khi phirc hop khong phan huy dé tao ra mot chat méi. Su gan véi
protein nay tuan theo dinh luat tdc dung khoi luong.

Thudc ty do + protein tir do 2 ¢ thude - protein

Ai luc cta thude d6i voi protein duge biéu thi bang hang sé két hop Ka
Ka = £
Hing s nay duoc dinh nghia 14 : K,

Trong d6 K, va K, 1 cac hing sé tbc d6 cua phan Gng két hop va phan ly cta phtic
hop thudc - protein.

Mic du la su lién két v6i albumin it tinh chon loc hon nhiéu so véi lién két voi cac
globulin khac nhau, nhung mét s6 thudc (c6 tinh acid) thé hién nhiing lién két twong ddi
dac hiéu véi mot sd g161 han céc vi tri trén phan tir albumin dén muc nhirng vi tri nay co
thé bao hoa & nhiing nong do diéu tri trong méau.

Ngoai ra mot sd phan tir c6 khdi luong phan tir thap, c6 thé 1am rdi loan kha ning
lién két ma khong can tham gia canh tranh & cac vi tri lién két chung, nhung bang cach
1am thay doi cAu hinh khong gian ctia protein (hién twong di 1ap thé). Phan thudc lién két
c6 vai tro nhu mot kho dy trir dé thay méi phan thude ty do; nhung can ghi nhé 13 phan
lién két 6 khong duge phan bd trong co thé, khong bi chuyén héa va thai tri.

Duwa trén cdac yéu to nao dé du dodn cdac nguy co canh tranh nay va hau qua thé
nao?

Céac thude chiu mot su bién ddi sinh hoc manh m& va kéo dai. Chung phai lién két
v6i protein huyét twong ty 18 rat cao (trén 85%), & day sb lugng vi tri lién két c6 vai tro
quan trong, va ta can phai xac dinh hing s6 ai luc (két hop), ban chat cua sy lién két, s6
luong vi tri lién két. Chiing phai c6 mot thé tich phan b nho dé sy ting phan tu do co
dugc y nghia 1am sang. Vi du nhu cac thudc chéng trAm cam ba vong, mic du lién két
manh véi cac protein huyét trong, nhung c6 mét thé tich phan bd 16n trong mo, nén
khong gy ra nhiing twong tic kiéu nay trén 1am sang. Chung phai c¢6 nong do trong
huyét twong cao (do dung liéu cao hay do thé tich phan bd nho), va thai trir cham; c6
tinh chét acid va duoc dung véi lidu cao. Tudi tac (tré mdi sinh va ngudi cao tudi), su
thiéu dinh dudng, suy gan, than déu lam thay ddi mot cach dang ké vé ty 18 gan véi
protein.

Tac dung nay chi tha?iy o d6i vai nhirng thude co pham vi diéu tri hep; véi cac thude
nay, su giai phong mot phan thudc gan véi protein huyét tuong cé thé dugce phat hién
qua céac hién tuong doc hodc qua lidu (nguy co xuat huyét véi nhimng thudce chdng dong
mau, nguy co ha duong huyét v6i nhimg sulfamid chéng dai thao duong ding dudng
ubng).

Nhimng hau qué tirc thi cua sy giai phong mot phan thudc hoat dong va su gin mot
thudc khac vao protein huyét twong, dap tng nhimmg didu kién néi trén, c6 thé nhu sau:

- Tang nong d6 thudc trong huyét thanh phan hoat dong cua thudc bi day ra.
- Tang thai trir thude bi day ra do loc qua cau than.
- Tang tac dung duoc 1y cta thudc tai cac thu thé nhay cam
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1.3. Twong tic do kich thich cam ikng sw bién déi trong chuyén héa cdc thuédc

Khi mot thube duoc héip thu c6 thé dugc thai trir nguyén ven khong bi bién d6i, hodc
bi nhitng bién ddi sinh hoc trudc khi bi thai trir (cac chat chuyén hoa tao thanh cé thé co
hoat tinh hodc khong c6 hoat tinh), cudi cting ¢ thé lién hop véi chit khac ma khong bi
bién doi trude khi bi thai trir.

Ngudi ta chia nhitng bién ddi sinh hoc thanh hai giai doan: giai doan thr nhét 13 giai
doan chuyén hoa, bao gom nhitng phan g oxy héa, khir, thity phén, khir carboxyl; giai
doan thir hai goi 13 giai doan lién hop, mad thwc chét 1a phan tng giita thudc hodc chét
chuyén héa ctia nd véi mot co chit ndi sinh, thuong 1a mat dan chét cua glucid, mot hop
chat amin, hay 1a sulfat vo co. Giai doan thtr hai hau nhu bao gio ciing din dén mat hoat
tinh.

Giai doan chuyén héa c6 bon loai phan @ng

Phan vwng oxy hoa

La loai phan ng hay gip nhét. Sy oxy héa & microsom dugc cic enzym cia
microsom gan xuc tac. Chung doi hoi su ¢ mat cia NADPH va cytochrom P
- Su oxy hoa mdt chudi cacbon mach th'fmg, tién hanh hodc & cacbon cudi cung voi
su tao thanh moét acid, hoac & cacbon ngay sat cacbon cudi v6i su tao thanh mot ruou.
- Su N - oxy hoa - khir amin
- Sy khir cacboxyl

Phdn vrng khw

- Su khtr nitro
- Su khtr azo
- Su khtr cac aldehyt thanh rugu bac 1

Phan vwng thuy phdn

Vi du huyét twong cua ngudi co chira cac enzym nhu esterasa, khong dic hiéu,
chung thuy phan cac thudc nhu procain va succinyl cholin (cholin esterase)

Phan tng khir cacboxyl

Vi du vé chat L - dopa néi 1én tim quan trong ctia van dé nay. Dung duong udng, no
bi bién d6i thanh chit dopamin c6 tac dung gdy nén, phan 16n 1a do cic enzym nim &
niém mac da day ta trang, va khong qua dugc hang rao tiéu hoa.

Giai doan lién hop Su lién hop cua cac thudc hay cia cac chat chuyén héa cua
chung - Giai doan lién hop ciing nhu giai doan trén, sé din dén cac chat dé tan trong
nude hon, nhu vay dé bi thai trir hon. Tuy nhién, khac véi giai doan thir nhét, su lién
hop bao gio cling dan dén su bét hoat cua cac chét bi lién hop.

Lién hop voi glycocol
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Day 14 acid amin chinh duoc dung dé lién hop véi cac acid c6 nhan thom va mot s6
acid mach thang. Ngoai glycocol, phan tng lién hop ndy con cin sy c6 mit cua CoE A
va ctia glycocol N - acetylase. Su lién hop véi acid glycuronic chi yéu véi cac goc tan
trong nudc hodc cacboxyl.

Sw lién hop sulfo: xdy ra & mét so ruwou va phenol.
Phdn wrng methyl hoa

Nguon sinh ra nhém methyl 13 chat S-adenosyl methionin ma nhém methyl c¢6 hoat
tinh duoc chuyén cho chit nhin nhd enzym methyl transferase.

Phan wng acetyl hoa

Sy acetyl hoa cac amin bac 1 c6 nhan thom 1a phan ing quan trong nhit trong viéc
lam bat hoat cac thudc - N6 can sy c¢6 mit cia CoE - A, mdt amin cta N - acetyl
transferase, vi du isoniazid.

Cic yéu t6 c6 kha ning lam thay ddi toc dd nhirng bién d6i sinh hoc

Ta can phan biét nhimg yéu t6 noi sinh va yéu t6 ngoai sinh

Cdc yéu t6 néi sinh Loai, tudi, trang thai bénh 1y, gi6i tinh, ciu tao gien (vi du: thiéu
hut G,PD ¢ mét s6 quan thé kéo theo su thiéu mau tan huyét).

Cdc yéu to ngoai sinh

Chung c6 lién quan dén céac thudc, co thé ké: liéu dung, anh huéng ctia phdi hop véi

mot thude khac. Nhu vay, nhitg phan tmg bién d6i sinh hoc cac thude chia 1am hai loai:

- Cac phan mg cta giai doan 1 (su tao nén hay su thay ddi cac nhom chirc) va cac
phan tng cta giai doan 2 (su lién hop).

- Pa s6 cac hién tugng cam tng va rc ché men dugc biét cho dén nay 13 nhiing
phan tng oxy hoa va phan tng gin oxy, do cdc mono oxygenase ¢ cytochrom P450 va
nhiing phan tmg lién hop vai acid glucuronic thuc hién.

- Nhirng phan tng hydroxyl hoa va gin oxy thuc hién do cac cytochrom P450 can
mot chu trinh enzym phuc tap - Clt mdt chu trinh, cac cytochrom P450 doi hoi mot phan
tir oxy va hai dién ttr do cac chudi chuyén van dién tir khac nhau cung cap. Céac chit cam
g va cac chat tc ché enzym tac dung mot cach khac nhau trén cytochrom P450 va cac
enzym chuyén van dién tu.

- Tac dung cam ung nhu duoc ting cudng nhd su giam téc do phan huy cua
enzym. Do c¢6 rat nhidu enzym tham gia trong chuyén hoa céc thudc, ta c6 thé chd doi 1a
mdi enzym c6 cac cach cam ung khac nhau.

C6 thé phan loai cic chat cam mg 1am ba nhém:
+ Chat dai dién quen thudc nhat 14 phenobarbital. Trong nhém ndy con c6 nhiing
thudc khac va cac chat diét con trung.
+ Nhoém hydrocacbon thom da vong (benzo (a) pyren va methyl cholantren) c6
trong khéi thude 14.
+ Nhom steroid gay déng héa, chua xac dinh dic diém rd nét.
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Co6 thé con c6 nhitng nhom khac con chua biét. Vi du co ché cam ung cua ethanol
van chua rd nguyén nhan.

Nhiing dic tinh ciia mét thubc cam vrng enzym

Sy cam mg enzym té bao gan 13 mot qué trinh khong dic hiéu. Qua trinh nay doi hoi
mot thoi gian dé hinh thanh, thoi gian nay thay dbi tuy theo chat cam tng, tir vai ngay
dén vai tuan 16, va tac dung cam iing con kéo dai mét thoi gian sau khi ngirng ding chat
cam vmg. Cac chit cam ung enzym thudng 1a nhimg thudc tan trong md, c6 ntra doi
trong huyét twong dai, va su thai trir trong d6i cham. Chung thudng lién két manh véi
protein, va tap trung nhiéu & gan.

Hau qua cla sy cam tng enzym thuong thé hién qua giam tac dung diéu tri hodc
giam doc tinh cta thudc duoc cam ung, trir trudng hop 1a néu két qua cua cam tng
enzym lai dan dén céc chat chuyén hoa c6 hoat tinh cao hon hodc doc hon.

Vi dy truong hop diéu tri dong kinh bang phenobarbital phdi hop véi
diphenylhydantoin, chét sau s& bi chuyén héa nhanh hon binh thudng, kéo theo 13 ndng
d6 cia né trong huyét trong s& thip hon, do d6 c6 nguy co khong hiéu qua. Can thiét
phai hiéu chinh lai liéu lwong. Mot bénh nhan duogc diéu tri bang thudc khang vitamin K
va dung déu din cac barbituric, khi nging dung barbituric phai giam liéu cac thudc
khang vitamin K (loai bé cdm tng enzym) vai ngay sau do.

Cubi cung trong y vian di md ta nhiéu ca c6 thai & phu nit dang dung vién thude
tranh thai (nhat 1 véi loai lidu thap) va dung thudng xuyén phenobarbital (phu nir dong
kinh hodc mét ngu) hay rifampicin (diéu tri lao) - Su cam ng enzym giy ra boi cac
thudc trén lam tang di hoa cac steroid tranh thai, nén khong dat dugc mot néng do du dé
tic ché qua trinh rung trimg.

Vi du vé céc tac dung c6 191 cua sy cam Ung enzym:

Diéu tri vang da do bilirubin khong lién hop bang phenobarbital (kich thich
glycuronyl-transferase, enzym ddm nhiém lién hop bilirubin).

Diéu tri mot sé hoi chung thé hién ¢ su tang tiét hormon béng cac chat cam ung
enzym nhu: diphenylhydantoin, phenobarbital va OP’DDD (chét chuyén héa cia DDT )
da dugc dung trong diéu tri hoi chimg Cushing thuong than va trong trang thai ting
vitamin D.

Diéu tri nhiém doc digital (digitoxin) bang spironolacton. Thudc niy tic dung thong
qua cam tmg enzym, cht khéng qua thay d6i ndong d6 kali trong mau.

Nhitng chit cam ung enzym chinh: Barbituric (dic biét 1a phenobarbital)
gluthetimid, thudc chéng co giat (diphenylhydantoin), khang sinh (rifampicin), steroid
(spironolacton, thudc ting dong hoa), ethanol, hydrocacbon thom da vong (dic biét
benzo (a) pyren, methyl-3-cholanthren), thudc diét con trung c6 clo (DDT).

Sw tvc ché enzym
Co ché nay ciing phirc tap khong kém co ché cam tng. Sy trc ché c¢6 thé khong chon

loc, do hién tugng doc voi gan (Vi du carbon tetraclorid) hodc do giam tong hop enzym
gan.
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Nhing trc ché hay gip nhat thuong xay ra & cac monooxygenase va dic biét & mot
) cytochrom P,s, (Vi du IMAO)

Su e ché c6 thé canh tranh, khong canh tranh, tham chi hon hop. Trén thuc té tit ca
con can tim hiéu tiép. Van dé cang tré nén phuec tap khi nguoi ta biét 1a mot s6 san pham
ctia chuyén hoa, dic biét cac chat chuyén hoa hydroxyl hoa, ¢ tic dung tc ché bién doi
sinh hoc cua chit me hodc mot s6 co chit khac. Nhu vay, su uc ché enzym dan dén tang
cuong tic dung cua thudc bi e ché, thé hién ¢ ting nira doi cua thube trong huyét
tuong, va (hodc) tang ddc tinh.

Cimetidin 1a mot chat (rc ché ddng quan tim, thudc nay lam ting thoi gian tac dung
ctia diazepam do kéo dai nira doi va giam d6 thanh thai. Cimetidin @c ché hoat tinh cta
microsom, hoat tinh ndy chi phéi cac phan ung khir alkyl va hydroxyl héa cac
benzodiazepin nhu diazepam, chlordiazepoxid, di-kali chlorazepat, prazepam va
medazepam. Trai lai, cdc benzodiazepin khac nhu oxazepam hay lorazepam do lién hgp
v6i acid glycuronic (hién twong nay khéng chiu sy kiém soat cia microsom gan) nén
hoat tinh ctia ching khong bi thay doi khi dung dong thoi véi cimetidin. Cling nhu vy,
cimetidin 1am tdng ndng do6 cua phenylhydantoin, theophylin, carbamazepin trong huyét
tuong. Do cdc thudc nay cé pham vi diéu tri hep nén cin theo déi cin thin nhitng
phoi hop nay, hodc nén trinh.

Cain ghi nhé:

- Su tGrc ché enzym la mot hién tuong xéy ra s6m hon nhiéu so v6i sy cam ung
enzym.

- Su trc ché enzym c6 thé xay ra khong chi ¢ té bao gan, ma con ca & rudt.

- Cung mot thude co thé co tac dung cam ung hodc tc ché enzym tuy theo lidu
lwong dung va thoi gian diéu tri (vi du ruou).

- Su {rc ché enzym co thé dic hiéu.

Chét neostigmin trc ché cac cholinesterase huyét tuong, nén cho phép loai bo tac
dung cta cac cura khong khir cuc. Nhing chat (rc ché monoamin - oxydase (IMAO)
tuong tac voi nhiéu chit nhu cac chat gidng than kinh giao cam, cac thudc giam dau
kiéu morphin, cac barbituric. Cac thudc giam dau kiéu morphin lam tuy thugng than giai
phong catecholamin vao tudn hoan. Nhu vdy nguy co con ting huyét ap ting 1én, vi
catecholamin trong tuan hoan khong bi enzym MAO phé huy sé& tac dong trén nhiing thu
thé alpha khong bi kich thich (phong bé boi cac IMAO).

Mt s6 chit trc ché chuyén héa thuéc: Ruou, & lidu rat cao hay o lidu thap hon
nhung dung dai ngay co tic dung nhu chit cam ung enzym. Cloramphenicol, cac
estrogen, cac chat estro - progestogen dung duong udng, diltiazem, disulfiram, cimetidin
(va & mirc d6 thip hon 13 ranitidin) valproat, erythromycin, T.A.O, isoniazid, verapamil,
cac thudc khang nam azol.

1.4. Twong tic do canh tranh & khdu thdi triv thuéc (thdi triv qua thgn va mdt)

Luong thude thiy trong nudc tiéu tuy thudc vao cudng do cua ba co ché thai trir cia
than: Loc qua cau than, bai tiét tich cuc & éng than va tai hép thu thu dong & 6ng than.
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- Su loc qua cau than: Chi ¢6 phan thudc tu do 1a dugc loc qua cau than; Hon nira,
tat ca cac thude c6 kha niang 1am tang luu luong méu qua cau than déu 1am cho su thai
trir cac chat khac duoc dé dang hon.

- Su bai tiét tich cuc & émg than: o éng luon gﬁn, mdt s thude chuyén tU mau vao
nude tiéu nguoc voi gradien néng do. Su chuyén d6 thuc hién duge 1a nhd mét co ché
tich cuc co tiéu thu ning lugng. Qué trinh bai tiét nay sir dung nhimg phan tir van
chuyén nam trong mang té bao 6ng than.

Nguoi ta phan bi¢t hai hé van chuyén qua mang: Mgt h¢ chiu trach nhiém thai tru
cac thudc acid, hé tht hai thai trir cac thude base.

Khi ¢6 mit hai thudc cung nhom, ching c6 thé canh tranh nhau & vi tri van chuyén,
thé hién 13 su dao thai chung bi cham lai. Hién tuong nay c6 loi 1a duy tri ndng do thude
cao trong huyét twong nhung ciing c6 thé dan dén qua liéu.

Nhu chit probenecid, mot sulfamid bai acid uric niéu, trudc kia da dugce dung do tac
dung trc ché thai trir penicilin, c6 nhugc diém giit lai nhiéu thudc c6 tinh acid (vi du
indometacin). Ciing nhu vay, phéi hop dicoumarol vi mot sulfamid chéng dai thao
duong (clorpropamid) lam giam bai tiét tich cuc chit ndy, dén murc c6 thé gay tai bién
do ha duong huyét néu khong cha y giam bét lidu luong. Hién tuong nay ciing di duogc
phat hién v6i cac thudc chdng viém nhu acid acetylsalicylic, indometacin,
phenylbutazon, oxyphenylbutazon va nhiing thudc loi tiéu thiazid.

2. Twong tac duwge lwe hoc

Nhimng twong tac duoc luc hoc co thé xay ra: do sy thay doi tuong tac giira vi tri lién
két va hoat chat, hodc do su lién két giira mot chat thir hai voi mot vi tri khac, gy ra
mot tac dung lam khuéch dai hodc ngan can tuong tac gitta vi tri lién két v6i hoat chit
dau.

C6 hai dic diém phai quan tim:

- Ai lwe: tTuong tng voi mic d6 dé dang ma hoat chit gan véi thy thé.

- Hoat tinh néi tgi: Tuong Gng v6i sb thu thé can duoc gin v6i hoat chat dé thé
hién tac dung duoc ly (kich thich).

Hai thong s6 trén 14 nhitng bién s6 doc lap. Néi mot cach don gian, tuong tic co thé
xdy ra & cing mot thy thé, gy ra mot co ché canh tranh va & cac thy thé khac trén cing
mot co quan. DU thé ndo hau qua cia tuwong tac 1a mot tic dung hiép dong hay doi
khang.

Cic loai thay ddi twong tac giira vi tri hoat dong - thudc

2.1. Canh tranh lién két : Ca hai chat déu gin trén cung nhiing vi tri duoc ly. Hai
chit co trong co thé ddi khang nhau va tri€t ti€u cac hi¢u qua cia nhau. Nhu vay la c6 sy
doi khéng canh tranh, can dén khai niém thu thé duoc 1y. Vi du nhu atropin hay céac chét
chen béta, chiing phong bé su lién két cua cic chit c6 hoat tinh nhu acetylcholin hay
adrenalin.

Trong thuc té hang ngay, sy phdi hop mot chat dbi khang khong hay gip, trir trong
doc chit hoc nhim loai bo cac tac dung ddc cia mot trong cac san phém (thuéc gidi
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doc). Tuy nhién nhimg du bao khong phai qua don gian nhu vy, do tat ca cac thy thé
con chua xac dinh duoc hét, va co nhiéu chat 1 chu van hodc d6i khang chua dugc biét,
do d6 co thé xay ra hién tuong ting cuong tac dung hodc doi khang con chua biét. D6 1a
truong hop hoat tinh khang cholinergic ctia mot s6 thudc khang histamin, hodc truong
hop 4i luc giita butyrophenon véi thy thé ctia morphin méi dugc phat hién gan day.
Vi du vé tac dung cong hop va ting cuong tac dung:

- Tac dung ciia cac thudc ngii duoc ting cuong do ethanol, cac thude ho thude
phién, cac thudc an than, mot s6 thude khang histamin.

- Tac dung khang cholinergic cong hop giita cac thudc chong co that, mot s6
thudc khang histamin, thudc chéng trAm cam.

- Tac dung cua cac thudc chong ting huyét ap doi khi duge ting cuong do cac
thude loi tiéu, cac thude té, mé, thude an than.

- Cong tac dung hay hiép dong gitra hai khang sinh diét khuan: penicilin,
cephalosporin, aminosid, polymyxin.

- Tac dung cong hay hiép dong giita hai chit kim khuan: tetracyclin,
cloramphenicol, erythromycin, sulfamid.

Vi du vé ddi khang sinh 1y:

- Uc ché cac sulfamid do acid p.aminobenzoic va mot s6 dan chét (nhu thudc t8).

- Tuwong tac giita vitamin K v6i cac thudc udng chong dong.

- Twong tac giita cac thudc te ché cholinesterase va cac thudc loai curar.

- Twong tac giita cac thudc chéng trdim cam ba vong (imipramin, amitryptilin) véi
cac thudc ha huyét ap dan chit cua guanidin (guanethidin, debrisoquin).

2.2. Sw thay déi vi tri lién két: Mot trong hai chat lam thay dbi vi tri lién két cua
chat kia, chinh do vy ma warfarin cé tac dung ting lén khi phdi hop véi thyroxin. Chat
thyroxin d3 lam ting 4i luc cua vi tri lién két voi chit chéng dong .

2.3. Nhiing sw thay déi vé ddp teng sau khi cé twong tdc giita vi tri hoat dong
thudc: Noi chung d6 1a nho su phong bé cac enzym chiu trach nhiém vé su chuyén hoa
¢ vi tri hoat dong. Vi du cac thude loi tiéu, amphotericin B (dudng ti€ém), cac corticoid,
cac chat nhuan trang kich thich, nhd mot co ché lam mat kali, c6 thé ting cudng dap img
vO1 cac heterosid tro tim bﬁng cach lam sgi co tim nhay cdm vd&i sy Uc ché ATPase phu
thuéc Na"/K".

3. Cac twong ky ly, hoéa hoc: Pay 1a nhitng twong tac xdy ra, khong phai invivo
trong co thé ngudi bénh, ma 1 invitro trude khi ngudi bénh dung thude. Tuong tac xay
ra giita hai hay nhiéu chat khi phéi hop v&i nhau, giita chit chira - dung cu chira, giita
cac thube véi cac chat mang. Su twong ky vat Iy din t6i mét sy thay d6i thiy duoc bang
mat - Sy twong ky héa hoc khong gy ra nhiing thay d6i nhin thiy dugc. C6 rat nhiéu co
ché cua cac twong ky 1y hoa hoc.

- Dung méi gy bat hoat vi du nhu do pH: pH acid cua cac dung dich glucose gay
bat hoat cac béta-lactam va cephalosporin; c¢6 khi chi do tinh it bén viing ctia mot so6
thudc trong méi trudng nudce (vi du penicilin).
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- Tuong tac truc tiép gitra hai tht thudc: Dan dén su bat hoat, c6 hodc khong kem

theo két tua nhin thay duoc.

+ Khong c6 két tia — Vi du penicilin + aminoglycosid.

+ C6 két tua, néu co thay doi do phan cuc — Vi du tetracyclin + dung dich
mudi canxi (tao phic).

- Tuong tic truc tiép gitra nhom acid va nhém base. Vi du protamin (base) -
héparin.

- Bit hoat do mot chét bao quan dung dich thude. Vi du bisulfit - penicilin.

- Su bét hoat do thubc bi gin vao mot chat khac. Vi du dich thuy phéan cac acid
amin va cac thudc ho digital, tetracyclin, cac barbituric... Khong bao gio duoc cho thém
thudc vao dung dich dinh dudng ngoai dudng tiéu hoa.

- Bit hoat do oxi hoa do 4nh sang, giy ra béi mot sd chat co tinh khir. Vi du
riboflavin - tetracyclin (xem danh muc cac tht thudc can bao quan trong diéu kién toi).
Hién nay c6 thé tim duoc nhitng binh dung dich truyén, cac dng din can anh sang, cho
phép tién hanh tiém truyén trong thoi gian kha dai. Vi du mot s thude chdng gian phan.

- Bt hoat do bao quan & nhiét d6 xung quanh. Vi du dich thity phan cac acid amin,
céc ndi tiét td, cac vacxin, cac protein (xem danh muc céc thude can bao quan ¢ lanh).

- Bit hoat do thudc bi hdp phu hodc hip thy trén binh bang thuy tinh hay chat déo.
Van dé nay da xuét hién va dugc nghién ctru chii yéu véi diazepam va trinitrin tiém trén
nhirmg 6ng Polyvinyl chlorid.

Nguoi ta da biét dén hién twong hap phu insulin trén cac chai thiy tinh. Sy xuat hién
nhwa tong hop PVC (Polyvinyl chlorid), EVA (Ethylen vinyl acetat) dé ché tao day
truyén, cac tii dung thudc tiém truyén di ddy manh nhitng nghién ctru ndy, va cac diéu
nay ciing giai thich sy khac nhau vé lidu dung ghi trong cac tai liéu khac nhau, nhét 13
v6i trinitrin. Viéc dua ra dung nhimg bom tiém bang polystyren di budc Bo Y té Phap
phai dua ra cic quy dinh 13 nhitng dung dich dé tiém dung dung moéi khéng phai 1 nude
thi cAm dung cac bom tiém bang chit déo, ma phai bang thuy tinh. Viéc st dung cac
bom tiém bang polypropylen 1am giam thiéu nguy co nay.

Tuy vay, van dé tuong ky d3 phat trién rat manh cing véi su xuat hién nhitng diém
tiém thudc vao nhitng dng théng, nhitng dng tiém truyén, sy xuit hién cac chai bang
polyethylen khong cho phép phat hién bang mat cac két tia hay van duc, nhitng dng day
ctia bom tiém, nhiing bd khung voi chay nhiéu 16, nhitng bom nhu dong bang chét déo.

Hién twong hdp phu trén chit déo:

- Hién tuong hép thu: La hi¢n tuong cho mot chét di vao bén trong co ph?ln gitr lai.
Su xam nhap cua hoat chit vao trong chiéu day cua chit déo 13 hién tuong hép thu.

- Hién tuong hap phu: La hién twong giit lai mot chét (chat khi hay chit 16ng) & 16p
bé mit cua chét ran. Nhu vy, trong 1an tiép xuc dau tién giita hoat chat véi bé mat thanh
binh 14 xay ra hién twong hip phu (nhu vy day 13 mot hién tuong bé mit).

- Hién tugng tham: La hién tuong nhitng phan tir ciia dung dich di qua thanh binh
chtra. Trong hip phu, dong hoc xay ra rat nhanh, va trang thai cin bang chong thiét lap.
Trai lai, trong hap thu, qué trinh tién hanh 1au hon nhiéu (c6 thé ddy nhanh hon bang
cach ting nhiét do). Vi du sy hip phu cua heparin trén thuy tinh, hap phu insulin trén
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PVC, polyethylen, polypropylen, va chat polyme ethylen - vinyl acetat (EVA), su hap
phu insulin trén thuy tinh.

Vi du sy hip phu va hip thu cac dan chét nitro hoa trén PVC (nitro glycerin va
1sosorbid dinitrat).

Vidu su hép thu diazepam trén PVC va trén cellulose propionat.

Khéng dugce quén nhitng hién tuwong 1y hoa hoc cé thé xay ra khi pha ché thude, khi
thudc & khau pit tong, & khau thyc hién tiém truyén va khi dich tiém truyén chay qua
day truyén.

II. PHAT HIEN - PHAN TiCH - QUAN LY TUONG TAC

Vi du Ba B. 43 tudi, viém hong dugc chi dinh erythromycin 500mg x 2 vién/ 2
lan/ngay mot vién mdi 1an budi sang va budi chiéu. Bénh nhan kéu dau nira dau, va bac
sy ké ergotamin tartrat Img x 1 vién/ngay

Giai doan I - Phdt hi¢n: C6 twong tic thudc hay khong?

Co gilta ergotamin tartrat, 1a mot alcaloid cua nam cua ga va mot khang sinh ho
macrolid (erythromycin). C6 nguy co giy thiéu mau cuc bd ning co thé tién trién dén
hoai tir, hoai thu cac chi dudi va tir vong. Ban dau, dau chi lanh va di cam. Giai doan
nay ngén, va tién trién dén thiéu mau cuc bod cép tinh & vung dui, keém co that mach
manh va lan toa. Tuy vy, c6 thé nhiing ving khéc ciing bi nhu vay: mach mau nio (liét
ntra ngudi), mach mau co tim (thiéu nang dong mach vanh), ludi (hoai tir Iudi), mac treo
rudt va mat.

Giai doan 2 - Phén tich - ban chit la gi?

D6 1 do erythromycin (nhém macrolid) @c ché cac enzym ciia microsom chiu trach
nhiém vé di hoa ergotamin, din dén nhiém doc ergotamin. Thuc vdy macrolid do lam
giam d¢ thanh thai ergotamin di 1am ting nira doi va gay tich luy hoat chat nay.

Chii y: Trong khi hién tuong cam tng enzym duoc thiét 1ap trong 15 dén 20 ngay,
hién tugng e ché enzym thé hién ngay ngiy dau tién diéu tri. Pay khong phai 1a su
canh tranh & céc vi tri thu thé, ma 1a sy hinh thanh cac phtrc hop khong c6 hoat tinh sinh
hoc cytochrom - thudc.

Giai doan 3 - Qudn Iy - phdi xir tri thé nao?

- Dbi vé6i thay thudc: Phai thay d6i khang sinh hodc bé macrolid, va chi dung
Dalacine dé chita nhiém khudn c6 thé do tu ciu nay.

- Déi voi duge si: Pung truée mot don thude nhu vy, phai thong bao cho thay
thudc vé nguy co, dé thay thudc thay doi don thudc vi phai tranh twong tac nay.

- Ban luan: Khong phai tt ca cac alcaloid cia ndm cua ga déu cho cung twong tc
ndy, ma chi c6 ergotamin va dihydroergotamin (chat dihydroergocornin va
dihydroergocryptin c6 trong thanh phan nhiéu biét dugc) 13 trong y van c6 ghi nhan khi
phéi hop voi mot sé macrolid s& din dén nguy co thiéu mau cuc bd ning.
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- Dic biét nguy co nay quan trong dbi véi tri - acetyl oleandomycin, erythromycin.
Dbi v6i cac macrolid khac (Josamycin, Midecamycin, Rovamycin...) nguy co ndy 1a han

~

htru.
Chu y:

- Daiu tién, thiy thubc ghi don phai dam bao don khong c6 cac nguy co di biét.

- Nguoi dugc si cp thude khi doc don phai cé trach nhiém phat hién céc twong tac
thudc nguy hiém.

- Nguoi diéu dudng phai nhan biét & bénh nhan nhitng dau hiéu 14m sang ctia mot
hay nhiéu tac dung nguy hai; dam bao 1a dua vao trong dich tiém truyén, trong bom tiém
nhimg hoat chat twong hop vé phuong dién Iy héa. Cudi cing, nguoi bénh c6 quyén doi
hoi moi su dam béo an toan khi dung thudc, va trong twong lai van dé trach nhiém cta
cac nha chuyén mén c6 thé duoc dua ra xem xét.

Khi ké don, cip phat, cho nguwoi bénh dung thudc ludn diit ra cac ciu héi sau:

Cau 1: C6 nguy co tuong tac dugc dong hoc hay duoc luc hoc?

Nhitng twong tac vé dugc dong hoc (tac dung cua co thé trén thudc) ngudn goc cla
hién tugng nay la sy thay ddi ctia mot hoat chat, gay ra béi mdt thudc khac vé cac mat:
sb luong va tde do hép thu qua duong ti€u hoa, su phan bo, su chuyén hoa, su thai trir
ctia hoat chit.

Nhitng tuong tac vé duoc luc hoc (tac dung cua thudc trén co thé) co thé 1 twong
tac tryc tiép & cac thy thé, hodc 1a cac tuong tac gian tiép. Hai thir thudc tac dung trén
cac thu thé khac nhau s& giy ra nhiing tac dung sinh 1y c¢6 tac dung lam nhidu loan (voi
nguy co tc ché, ting cuong, hay dbi khang).

Nhitng twong tac truc tiép khong gip & trong cung mot don thude, vi hai thude ma
c6 tac dung trai nguoc nhau trén cing mot thu thé thi s& bat hop 1y néu ké don ciing vai
nhau.

Nhiing twong tac gian tiép c6 thé hay gap hon. Hai thudc tic dung trén hai thy thé
khac nhau c6 thé gy ra cac hiéu qua khac nhau, d6 1a trudong hop phdi hop thude loi
tiéu voi digital. Thude 1oi tiéu thai trir ion kali, 1am ting nguy co doc tinh cua digital, do
d6 can phai theo ddi chit chg.

Tac dung cudi cing cua loai twong tic ndy c6 thé hodc 1a ddi khang, hoic 13 tang
cudng hiéu qua dugc 1y hodc ting doc tinh. Cac co ché sinh hoc cua cac twong tac ndy
cling nhiéu nhu cac co ché tac dung ctia ban than céac thudc.

Céu 2: C6 thém céc tac dung khong mong mudn khong?
Pung trude mot nguy co 16n do 1 thude 1am ting tic dung khong mong mudn ciia
mot thuoc khac, di€u can thiét la trdnh ké don dong thoi va phat hai thuoc do. Nhu vy,
can thiét phai biét cac tac dung khong mong mudn chinh cua cac thudc, nhu vay doi hoi

su canh giac va phai c6 gang nhd.

Cau 3: Trang thai sinh 1y, bénh 1y cua bénh nhan ra sao?
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- Bénh nhén ¢ phai 1a ngudi cao tudi khong? Néu nhu vay, su chuyén hoa s& cham
hon binh thuong.

- Bénh nhan cé phai 1a ngudi nghién thudc 1a khong? & ngudi nghién thude 14,
ngudi ta di chimg minh ring sy chuyén héa mot sé thude ting nhanh (nhu phenacetin,
antipyrin, theophylin, imipramin, pentazocin...)

- C6 tir ubng thém thudc gi khong? Thude gi?

- Tinh hinh dinh dudng ciia bénh nhan nhu thé nio ?

- C6 tinh trang rdi loan vé ndi tiét khong? Vi du nhu bénh nhan cuong giap, co
nguy co chuyén héa sinh hoc ting nhanh.

- Bénh nhan c6 méc nhitng bénh vé chuyén hoa, nhu dai thdo dudng, thong phong,
rdi loan chuyén hoa porphyrin?

- C6 tinh trang suy than, gan, ho hip, tim mach, tiéu hoa?

- C6 trang thai than kinh - tAm than (dong kinh, Parkinson, tram cam...)?

- Co6 phai 1a mot phu nit mang thai?

- C6 phai 1a nguoi nghién ruou khong? Nguoi ta can phan biét rd nhing tac dung
do mot 1an uéng rugu duy nhét hay do nghi¢n rugu. Dot Xuét uéng mét 1an nhiéu rugu
cung voi cac thude cod thé gay tc ché chuyén hoa thude. Su hoat hoa cac enzym bién doi
sinh hoc do ubng ruou lip lai nhidu 1an c6 hau qua trudc tién 1a ting nhanh chuyén hoa
cua rugu. Va cling theo co ché d6, ma nghién ruou lam giam nta doi (T,),) cua nhiéu
thir thudc.

Céu 4: Phai tinh dén thoi gian cho thudc A va thoi gian cho thube B?

O khau trc ché enzym hoic chuyén dich chd cac protein, biét & thude duoc ké don
vao liic ndo rét co ich (sy chénh léch theo thoi gian). Va viéc dung thudc B ¢6 lam rdi
loan mot can bang da dat khong (thoi gian Quick, glucose méu ...). Ciing can chil y dén
viéc ngimg dung thudc. Nhitng hiéu biét vé thoi gian dung thudc nay can thiét dé quan
Iy cac twong tac thude duoc t6i wu. Do 13 ching cubi cing trude khi dua ra nhitng 101
khuyén bénh nhan.

Vidu:

- Ca thir nhat: Bénh nhan da dugc diéu tri véi thude A, rdi thém thude B.

- Ca thir hai: Bénh nhéan da dugc diéu trj voi thude B, roi thém thude A.

- Ca thir ba: Bénh nhan da dugc diéu tri 1au dai véi céc thude A va B.

- Ca thir tu: Liéu phap dung céc thudc A va B dua vao cing mot luc.

- Ca thir nam: Cac thudc A va B van dugc sir dung rat déu dian, bdng ngimg ding
thube A hay thuéc B mot cach dot ngot.

Viéc xac dinh chinh xéc trinh tu thoi gian dung thudc cho phép thiét l1ap hodc ting
cudng theo dbi 1am sang, sinh hoc hodc dién tdm d6 tuy theo co ché cua tuong tac (cam
g, tc ché, lién két v6i protein, hap thy, thai trir...). Nhung can cha y, bénh nhan van
c6 thé & trang thai can bing mic du c6 twong tac thude.

Trudng hop ciu tra 16i 1a ¢é véi mot hay nhiéu ciu hoi noi trén

Néu c6 tuong tac thudc, cip thiét phai tim hiéu kiéu twong tac 13 dugc luc hoc hay
dugc dong hoc dé nhanh chong danh gia nguy co.
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Diéu quan trong 1a chi cAn phat hién nhiing tuong tic co ¥ nghia lam sang. C6 rat
nhiéu twong tac dugc dong hoc, nhung khong phai 1a tat ca déu cé ¥ nghia 1am sang rd
rang

III. PE PHONG CAC NGUY CO TUONG TAC THUOC

Viéc dé phong cic nguy co twong tac thudc nhét thiét phai thong qua su hiéu biét vé
dugc ly hoc. Béc si, dugc si can két hop v6i nhau nham tranh cho bénh nhan nhitng
nguy co vo ich.

1. Cac truwdng hop twong tic ¢ thé xay ra

- Tuong tac khong dy kién trude duge. Viée dang ky cac tuong tac ¢ ¥ nghia 1am
sang phai duoc tién hanh théng qua cac trung tdm canh giac thudc da dugc cac nha thuc
hanh canh bao (thay thudc, duoc si). Viéc ding ky phai thuc hién theo mot phuong phap
chinh xéc.

- Tuong tac du kién trudc duge. Ching ta dit minh trong tinh hinh nhitng hiéu biét
da duoc kiém tra k¥ hién nay (cac twong tac duoc dong hoc hay twong tac duoc 1y hoc)
va nhu vay cac can bd thuc hanh s€ phai cc') trach nhiém - Nhung ta phai nhé ré‘mg tac
dung phu c6 thé khong xay ra. Tt ca 13 ¢ van dé liéu lugng, thoi gian dung thudc, trinh
tu thoi gian dung céac thude, s6 lan dung thudc va tlnh nhay cam V0’1 thudc cua mdi ca
thé. Néu sau mot 1an dung thuéc ma cé nguy co thi can nhé 1a trong gan nhu toan bo cac
truong hop ta c6 thé khéng ché, quan 1y duoc nguy co nay.

2. Nhirng bién phap don gian dé dy phong twong tic thudc
Voi bac si ké don:

- Khong phdi hop mét lac qua 5 thude, trir trudng hop dic biét. Trinh do cua thay
thudc khong duoc do theo d6 dai ciia don. Pay ciing 1a mot van dé can phai gido duc
dan ching.

- Khong phéi hop céc thude khi loi ich cta su phdi hop chua duoc chimg minh.
Phai hoi bénh nhan cin ké& vé nhitng don thuéc méi dugc ké va nhitng thuéc ma ho van
tu minh str dung thudng xuyén (tu diéu tri).

- Khi ¢6 nghi ngo, thi kiém tra lai qua may tinh hay qua sach méi nhat va van dung
nhirng thong tin thu dugc vao ngudi bénh.

Vi dwoc si lam sang, nguwoi phdt thudc:

- Tham dinh don thudc dé phat hién va danh gia cac nguy co ¢o tuwong tac thudc,
sau d6 hodc 1a quan 1y don gian bang nhitng 161 khuyén (ding cac thudc cach nhau it
nhat hai gi®), hoic 13 trao d6i véi thay thubc dé hoi xem béc si ¢ y thirc duogc nguy co
khong?
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- Hoi bénh nhan xem c6 ty diéu tri bang nhimng thudc gi khong, hodc 1a bénh nhan
c6 chita theo nhiéu thay thudc cing ké don (thay thudc da khoa, chuyén khoa, va ngudi
bénh ty y dung 13n 16n nhiéu thudc ciia cac don khac nhau).

Viée quan 1y hd so ctia bénh nhan trong trudng hop nay 1a mot trong nhimng bién
phap tbt nhat. Khi c6 mot chut nghi ngd, tra ctru ngay tai liu hay mot ngan hang dit liéu
trén may tinh dé thong tin, huéng dan.

IV.TRA CUU TUONG TAC THUOC
1. Sir dung sich dé tra twong tic thudc

- Phéan interaction ctia Vidal Phap

- Phan interaction cta Vidal Viét Nam

- Drug interactions (Ivan H Stockley, 2001)

- Drug interaction facts (David S.Tatro, PharmD, 2003)

2. Sir dung phan mém tra ciru

Nhanh, thun lgi nhung can phai c6 may vi tinh. C6 bon phan mém hay dugc st
dung:
- Mims interaction (Tiéng Anh)
- Drug interaction facts (David S. Tatro, PharmD, 2003)
- Incompatex (Tiéng Phéap)
- Tuong tac va cac chi ¥ khi chi dinh thudc (Tiéng Viét)
Trong phan mém tra ctru twong tac thudc dugc phan ra 4 muc do (trir fact):
- Mirc d6 1: Cén theo ddi diéu tri
- Mirc d¢ 2: Can theo ddi nguoi bénh
- Mike @ 3: Can cén nhic loi, hai cta su phéi hop thudc
- Mirc dg 4: Phdi hop nguy hiém
Trong phan mém tiéng Viét va Incompatex (Tiéng Phap) muc do 4 dugc canh bao 1a
tuong tac phai cAm, “cAm” & ddy ciing chi mang tinh twong d6i, thuc sy néu dung phdi
hop xuat hién tuong tic tang doc tinh cia 1 thuéc giy nguy hiém cho nguoi bénh thi
khong dung phdi hop thudc nay; Trong trudng hop ngudi bénh ning khong co thude
diéu tri khac thay thé thi vin c6 thé phdi hop.

V. TUONG TAC THUOC VOI THUC AN VA PO UONG TUONG TAC THUOC
VOI THUC AN
Tdc dpng ciia thirc én dén thuéc:
- Lam giam hap thu hodc cham hép thu thudc
- Anh huéng dén chuyén héa thude

- Thay d6i bai xuat thudc
- Lam thay do61 doc tinh cua thudc
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Thoi diém uong thuéc:

- Ubng ltic no, thoi gian thirc an luu lai da day 1a 1 - 4h. Udng thudc lac da day
rong (lac doi) véi cac thude dé bi pha huy trong méi trudng acid cia da day vi du
digoxin, cac thudc giai phong cham dé mang bao vién khong bj mdi trudng acid pha huy
vi du Aspirin pH8, Adalat LP 20 mg...

- Nhu vay can tra Duoc thu quéc gia hoac doc don thudc dé biét dugc chinh xac
lac nao cho nguoi bénh udbng thude 12 hop 1y nhat.

VIL.TUONG TAC THUOC - PO UONG

- C6 mdt vai thubc khi ding cung lic v6i mot s6 do an, thirc ubng s& gy nhimng
tuong tac bat loi. Khi dung thudc qua duong tiéu hoa, thube duoc hip thu tai miéng, tai
da day, tai rudt non, tai rudt gia, mdi thudc s& bén ving ¢ méi trudng pH khac nhau. Do
d6 can hudéng din ngudi bénh an udng hop 1y khi dung thude, dong thoi biét ubng thude
vao thoi diém hop 1y: trudce, sau, gan, xa bita an.

- Cho ngudi bénh ubng thube véi nude dun soi dé ngudi 1a tot nhat. Can tranh udng
thudc véi :

+ Stra: Cac khang sinh déu bi sita 1am giam hép thu.

+ Nuée ché: Gay két tiia nhiéu thude.

+ Nuée khéang: Do kiém cao gy ting hap thu mot sb thude.

+ Ruwou: Rugu cd thé gy nén tuwong tac v6i cac nhom thude chong tram cam,
thudc ngu. Rugu ting tac dung viém loét chay mau cua thudc chéng viém khong steroid.
Ruou dung dong thoi thude ha huyét ap gay tut huyét ap dot ngdt. Ruou ding dong thoi
voi1 isoniazid hodc metronidazol gdy phan ung s¢ rugu, nguoi bénh nghién ruou s€
khong bd ruou ma lai bo thude.
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BAI 5: PHUONG PHAP LUA CHON THUOC PIEU TRI
TREN LAM SANG

MUC TIEU

1. Nguyén tdc lira chon thudc dé xdy dwng danh muc thubc ding trong bénh vién
2. Cach xac dinh cdc yéu to khi lua chon thuoc, phwong phap phan tich toan dién vé
hiéu qua, an toan, gia thanh, dé su dung dé lwa chon thuoc diéu tri cho nguoi bénh.

NOI DUNG

I. NGUYEN TAC LUA CHON THUOC XAY DUNG DANH MUC THUOC
DUNG TRONG BENH VIEN

1. Thudc dam bao hiéu luc diéu tri

Lua chon thudc trén co s¢ y hoc dua trén bang chimg (EBM - Evidence Based
Medicine)
- Dua trén tai liu day du va tir ngudn tin cdy (tir cic thir nghiém 14m sang ngiu
nhién)
- Thubc di duge chimg minh hiéu qua diéu tri (tr ngudn tai lidu chit luvong)
- Lya chon thudc ¢6 hiéu qua diéu trj tot nhat trong cac thude c6 hiéu qua diéu tri.

2. Thuoc ¢é dd an toan

- Dva trén dir liéu déy da va dang tin cay dé phan tich nguy co/ lgi ich va chon
thudc c6 ti 16 nguy co/ loi ich phut hop nhét dé dwa vao danh muc
- Thudc it phan tmg c6 hai

3. Thudc dam béo chit lwgng
- Thudc ¢6 tiéu chudn chat luvong day du (ké ca do on dinh va sinh kha dung)
- Lua chon thudc cua cac co s duoge phém dat tiéu chuén thuc hanh tot san xuét
thudc (GMP), thuc hanh tét bao quan thube (GSP)
4. Thudc c6 gia hop ly
- Thudc c6 gia hop 1y v6i hiéu qua didu tri (dua trén dir liéu ddy da va tin cay dé
phan tich).

- Thubc mang tén gbc (generic Name).
- Thuoc goc (generic Drug - thudc hét thoi gian ban quyén cua cong ty).

II. TIEU CHUAN PE CHON VOI THUOC CO TAC DUNG PIEU TRI TUONG
PUONG NHUNG KHAC VE HOAT CHAT

Can luya chon thuoc c¢o6 cac ti€éu chuan sau:
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- Hoat luc diéu tri cao

- Cira s6 diéu trj rong

- It cac phan g khong mong mudn

- Mtre 6 nghién ctru thir nghiém séu

- Chat lugng khoa hoc ctia cac hd so nghién ciru, tai liéu cung cap c6 s6 lidu day du
- Sinh kha dung cao

- Gia va hiéu qua diéu tri hop ly

- Loi ich vé thuc hanh: cung ung thuan loi, dy tru dé dang

- Cac diéu kién bao quan tot

- Nha san xuét c6 tin nhiém

III. LUA CHON THUOC CO CUNG HOAT CHAT NHUNG KHAC NHAU VE
BIET DUQC

- Twong dwong bao ché: Hai san pham c6 tuong duong bao ché 13 hai san pham c6
cung hoat chat ¢ cing mot nong do

- Twong dwong diéu tri: Néu hai san phim twong dwong vé bao ché dugc dung &
cung mot lidu va co tic dung 1am sang va d6 an toan nhu nhau.

- Twong dwong sinh hoc: Hai dugc pham dwoc goi 14 ¢6 cing twong duong sinh
hoc néu nhu hai san pham d6 ¢ su twong duong vé bao ché duoc dung & ciing mot licu
va dugc nghién ctru dua trén nhitng co s¢ thi nghiém tuong tu va c6 sinh kha dung nhu
nhau (hai san pham khong c6 nhiéu sy khac biét vé ti 1é va pham vi hap thu). Néu sinh
kha dung cua chiing hoan toan khéc nhau thi ta goi do 1a khong twong duong sinh hoc.

- Pdnh gid twong dwong sinh hoc can ddnh gid qua cdc théng so:

+ Di¢n tich dudi duong cong (AUC) - Sinh kha dung (F%)
+ Néng do dinh (Cmax)
+ Thoi gian dat nong d6 dinh (Tmax)
+ Nira doi trong huyét twong (T,,)
Hai thudc ¢ cung hoat chat nhung khac nhau vé biét duoc ta can xem xét vé tuong
duong sinh hoc cua hai thude do dé lva chon

IV. LUA CHON THUOC THEO PHUONG PHAP MADAM

(Multi Attibute Decision Analysis Method)

Phuong phap lua chon thude trén co s& phan tich toan dién cac yéu td lién quan dén
su dung thudc: tinh hiéu qua, an toan, chi phi, thuan ti€n sir dung... dé dua ra quyét dinh
Ira chon thudc hop 1y. Liy 5 chit cai dau cua tiéng Anh MADAM (Multi Attibute
Decision Analysis Method) dé goi tit cho phuong phép nay.

1. Céc yéu to can xac dinh khi lya chon thudc
1.1. Xdc dinh diing chi phi cho diéu tri: Nhiéu y kién khac nhau vé chi phi, do c6

su hiéu biét khac nhau va do c6 khai niém khac nhau vé thuét ngir “chi phi”. Hau hét
céc bac si chang hé quan tim dén chi phi khi diéu tri.
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Néu chi phi tinh theo vién thudc thi c6 thé dé dang cung cap s6 liéu thuc té. Néu chi
phi duge tinh 1a mot qué trinh diéu tri trung binh thi can xac dinh thoi gian cta qua trinh
diéu tri va can biét nhitng gi lién quan dén liéu diéu tri thuc té trudc khi xac dinh chi phi
cua ca qua trinh.

1.2. Tinh hiéu qud, an toan ciia thuéc:

Can danh gia thong tin va xem xét nhitng thir nghiém 1am sang da c6 nhu 1a nhiing
bang chimg khoa hoc. Xem xét k¥ viée dung thube ¢ dia phuong:

Liéu luong va thoi gian diéu tri thuc té trong cac bénh vién c6 gidng nhu nhing thir
nghiém 1am sang khong? Nhitng bénh nhan trong thir nghiém 1am sang liéu c6 dién hinh
cho nhimg bénh nhan hang ngay & cic co so diéu tri khong?

Bac si, dugc si, nha quan 1y can tién hanh k§ ning phan tich chét luong diéu tri nhu
1a trong mot qui trinh lam viéc tai bénh vién cua minh. Phuong phap nay c6 thé duoc
dung dé nang cao hodc diéu chinh hudng dan diéu tri chuan quéc gia cho phu hop véi
diéu kién dia phuong.

1.3. Cdc théng tin cdn thiét dé théio lugn lwa chon thuéc

- Ti 1¢ mac bénh (phan tich tir cac bao céo thong ké y t& hang nam cia bénh
vién).

- Qua trinh chan doan

- Théi quen dung thudc hién nay

- Cac thir nghiém 1am sang lién quan (da xuét ban).

- D6 an toan va phan tng phu cta thude.

- S6 liéu thong ké tinh hinh sir dung thudc hién nay tai bénh vién.

- Gi4 ca va muc do khan hiém ciia thudc.

- Quyét dinh lya chon nhitng bénh can ¢6 trong huéng dan diéu trj chuan.

- Nghién ctru va 1y s6 lidu vé gia thudc dé thao luan.

- Nghién ciru liéu lugng va thoi gian diéu tri trung binh.

- Nghién ctru linh vuc chan doan nao c6 thé di dén quyét dinh chan doan.

- Nghién ctru muc do c6 san cta thube dé trao d6i thao luan.

- Nghién ctru bénh str. Tai li¢u théng ké vé ché do thude thuc té dung cho bénh
nhan méc nhitng bénh can trao doi.

- Thu thap tai liéu vé nhing thir nghiém 1am sang c6 lién quan.

- Thu thap Huéng dan diéu tri chuan trong nudc va nude ngoai.

- Thu thap s6 liéu vé d6 an toan va nhitng phan Gmg c6 hai cta thuc dé xem xét.

Thu ty wu tién trong danh muc thude s& duoc dua ra ban bac théng nhét trong HO1

déng thube va diéu tri bénh vién.

2. So sanh giira gia thudc véi tinh hiéu qua va an toan trong lra chon thudc: Do
an toan ctia thudc rat quan trong. Dung thudc diéu tri bénh man tinh trong thoi gian dai
thi mtrc d0 quan trong cia sy an toan can duoc dic biét quan tam. Néu tinh trang bénh
nang thi tinh hi¢u qua dang quan tam hon la d¢ an toan. Khi mt bénh nhén c6 nguy co
bi tir vong néu khéng dugc diéu tri thi nguy co tac dung phu cua thudc 1a chdp nhan
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duoc va dugc coi nhu it quan trong hon hiéu qua cia nd. Do d6 viéc chon thudc dicu tri
khong chi lién quan dén thuéc ma con lién quan mat thiét dén tinh trang bénh nhan va
vo1 muc ti€u dicu tri.

Tinh diém cho tirng thudc dinh chon do tung thanh vién Hoi déng thudc va diéu tri
lya chon dua theo y kién riéng va kinh nghiém chuyén mén ctia mdi thanh vién theo cac
tiéu chi: hiéu qua, an toan, d& sir dung, chi phi. Sau d6 phan tich cac quan diém néu moi
thanh vién déu cé cing mot ¥ kién ddi véi mot yéu té nhat dinh nhu tinh hiéu qua. Co
thé so sanh sy lién quan giita hiéu qua va gia ca. Mot thir thude ré va chira khoi duoc
90% bénh nhan thi dé dugc chép nhan hay ta nén chon loai thude ¢6 ti 16 khoi bénh rét
cao nhung gia ciing rat dat? Sau khi cho diém céc yéu t6 chit lugng thudc, ta dwa ra cac
cach dung thudc dé so sanh va Iya chon.

Thudc c6 tinh hiéu qua cao nhét duogc cho diém hiéu qua cao nhét
Thudc c6 tinh an toan cao nhit dugc cho diém an toan cao nhét
Thudc ré nhét duge cho diém kinh té cao nhét
Thudc dé su dung nhét duoc cho diém dé st dung cao nhat

Sau do tat ca thudc dugc 1én danh sach va so sanh, cho diém theo tung loai tur O -
100. ¢ cot tinh hiéu qua, thudc nao co hiéu qua cao nhat duoc nhan diém cao nhit va
nguoc lai. Co thé bat dau cho diém tir cach lya chon diéu trj khong dung thudce, ta cho
cach nay sb diém can xtng véi ti 16 khoi tu nhién:

Néu 50% bénh nhan khoi bénh tu nhién trong mot khoang thoi gian nhét dinh thi c6
thé cho diém hiéu qua cua cach diéu tri “khong dung thude” = 50. Céac cach diéu tri khac
c6 dung thudc 1am ting ti 1¢ khoi bénh thi cho diém cao hon, tir 50 - 100. Twong ty nhu
vay, do an toan dugc xac dinh nhu 1a mot kha nang cta tdc dung phu cling dugc tinh
diém tir 0 - 100. Néu thudc c6 do an toan cuc ky kém thi nén cho diém am. Tuong tu
nhu vay d6i véi tinh hiéu qua, ap dung véi thube nao lam x4u di tinh trang bénh chir
khong ¢ tac dung chita khoi bénh. Mot vi dy 1dy tir hudng dan diéu tri chuin dbi véi
bénh suy tim xung huyét thi nhitng thudc gy ting co co s& lam ting ti 1& tr vong. Bang
sau dung dé tinh diém khi lya chon thudc:

Murc do Hiéu An Dé str Chi
quan trong qua toan dung phi Téng cong diém
tuong d6i (E) (S) (EU) (©)
Khong dung thube C D b I CxE+DxS+Dx
EU+1xC
Thudc A Ae As Aeu Ac | AexE+AsxS +
Aeux EU+ Acx C
Thudc B Be Bs Beu Bc | BexE+ BsxS +
Beux EU +Bc x C

Sau d6 dién vao bang va cudi ciing dua diém tinh cho cac cach dung thudc. Diém tinh
mirc d6 uu tién 1a diém téng cong. Sau khi diém tinh cho do quan trong nhan theo hang
doc véi diém timg cot twong tng cho mdi cach dung thudc. Tuc 1a diém cho muc do
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quan trong cua tinh hiéu qua 1a tich s6 cia mdi diém hiéu qua trong cot. Trong cach diéu
trj dau tién 1a khong dung thudc, két qua biéu thi tai hang dau cot cong diém da viét &
bang trén.

Cubi cung, téng cla tat ca cac diém duoc cong lai cho moi cach dung thude. Két qua
dugc biéu dién qua biéu do ti 18. Biéu d6 nay dugc dung trong phién hop toan thé cta
Hoi dong thude va diéu tri.

3. Xem xét chi phi thudc va s6 bénh nhan khéi bénh

Viéc lya chon thudce hop 1y dugc minh hoa br:ing vi du c6 2 loai thude khac nhau 1
loai cti binh thuong va 1 loai moi, dét tién. Su lya chon gifra 2 loai nay c¢6 anh hudéng
dén s6 luong bénh nhan diéu tri theo tinh toan sau:

Loai ré tién gia chi co 1 d@)ng cho qua trinh diéu tri. Nhung hi¢u qua han ché, ti 18
khoi bénh nhiéu nhat 12 90%

Loai thudc méi gia 100 dong cho 1 1an diéu tri. Theo hing san xuit thudc nay thi
thubc c6 ti 1& chira khoi bénh rat cao it nhat 1a 99%. Néu tong ngan sach hang nim la
10.000d/ nam, chi cho loai thubc 1 thi téng cong c6 900 bénh nhan duoc chita khoi
bénh. Nhung c6 100 bénh nhan khong dap ung véi diéu tri. Néu chon loai thude 2 thi
téng cong c6 99,9 bénh nhan duoc chita khoi bénh. Nhung vi ngn sach da tiéu hét vao
doé nén con 900 bénh nhan khong dugce diéu trj va phai doi dén nam sau mai co thé duoc
diéu tri. Vi thé, khi nghién ciru biéu do phén tich, diéu quan trong 1 phai xem xét dén
tinh hi¢u qua.

Nhung theo minh hoa trén, tinh hiéu qua khﬁng phai chi 1a chat luong thuéc ma
théi. Tinh hi€u qua phai dugc nghién ctru trong méi quan hé véi gia ca, mic do ndng
cua bénh, va trong moéi quan hé voi tong s0 bénh nhan can diéu tri. Viéc danh gia tong
hop nay 1a diéu tdi quan trong dé di dén mot quyét dinh lia chon thude hop 1y.

4. Tinh bién thién va khung diém rong: Néu két qua c6 sé diém cao thi diéu nay c6
nghia cac hinh thuc diéu tri khac nhau trén cung mot bénh nhan sé phu thudc vao chi
dinh cta bac si diéu tri. Vi thé diéu d6 khong can thiét dua ra thao luan chung. Cén xé4c
dinh xem diéu tri nhu the nao la hop ly, thich hop nhat va hiéu qua ddi voi mot bénh
nhan trong tinh trang mic bénh nhat dinh theo huéng diéu trj chuan.

Trudce khi thao luan can so sanh:

- Nhitng diém khac biét trong cac y kién Ve gia thudc

- Nhitng diém khac biét trong cac y kién Ve do an toan

- Nhitng diém khac biét trong cac y kién vé tinh hiéu qua ctia thude

- Nhiing diém khéc biét trong cic y kién vé tinh d& str dung hodc tuan tha véi cac
thudc trong danh muc

Sau do, so sanh:

- Viéc phén loai d an toan d6i voi nhitng thude khac nhau ¢ lién quan nhu thé
nao dén cac két qua thir nghiém 1am sang va nhiing thong tin qua sy giam sat tac dung
phu cua thude.

- Viéc xem xét tinh hiéu qua cta nhiing thudc khac nhau c6 quan hé nhu thé nao
v61 nhitng thir nghiém 1am sang.

- Thir tw vu tién co6 lién quan gi dén viéc lwa chon thudc c6 sin trong huéng dan
diéu tri chuan ma nhitng noi khac van lam.



64

Piéu can ban bac 1a can di toi mot sy thong nhat nhitng thudc nao s& duge khuyén
dung dé diéu tri bénh nhit dinh. Pua ra khuyén c4o lua chon thudc cho bénh nhan. Xay
dung mdt qua trinh kiém tra hodc nghién ctru viéc su dung thudc nham danh gia hudng
dan diéu tri chuin dang dugc ap dung nhu thé nao? Tinh hiéu qua va kinh té, d6i voi
viéc dung thudc va chat luong cham séc bénh nhan.

5. Cac buéc trong ky nang phan tich thuwe hanh

- Bué6c dau 1a xéc dinh bénh, loai bénh nhan va muac do nang cua bénh cho viéc xay
dung huéng dan diéu tri chuan.

- Xac dinh muc tiéu diéu tri. Vi du v6i mot nguoi bénh A can giam dau nhanh
chong hay chong viém? Dbi v6i bénh nhan viém phé quan tic nghén, cé thé cé vai muc
tiéu didu tri: lam giam tic nghén phé quan, chéng viém, ngin khong cho bénh ning
thém.

- Lya chon nhiing thong s6 quyét dinh lién quan nhu tinh higu qua, an toan, dé sir
dung va chi phi cua thudc.

Nhing thong s6 nay c6 thé gdm ca nhing yéu to nhu thoi gian dleu tri dén khi hoi
phuc, nhu cau dleu tri nd1 tru hodc kha nang (nguy co) bénh tré nén tram trong. Danh
gi4 co thé bao gém nhing s6 liéu kinh té phirc tap nhu chi phi chung cho tat ca cac qua
trinh diéu tri.

Ddnh gid mirc dp quan trong ciia nhing théng sé

Murc d6 quan trong cua nhiing thong s6 nay duogc danh gia va cho diém (tr 0 -1).
Viéc phén loai tAm quan trong cua moi thong so phai gan v&i bénh nhan cu thé. Tong 6
diém cua tat ca cac thong sd bang 1. C6 nghia la néu coi chi phi la mét yéu t6 dic biét
chiém 50% mirc do quan trong cua quyet dinh thi diém chi phi bang 0,5. Viéc cho diém
mot cach chu quan nay lai 1 can thiét cho nhimg cudc trao d6i sau nay. Co rat nhiéu
khia canh khi xem xét dén phan chi phi. C6 thé xem ai phai tra tién, c6 bao nhiéu bénh
nhan. Di véi loai thude can ding cho nhiéu ngudi, thi gia thude 1a diéu quan trong
dang ké. Vi thé khai niém va mirc do quan trong cua cac thong s6 can duoc xac dinh rd.

Liét ké, so sanh va phan logi cic cich lwa chon khdc nhau dé lén danh sdach
nhitng thuéc di cé

Diéu quan trong 13 phan chia cac thudc theo cac muc tiéu diéu tri khac nhau. D6i véi
mot bénh nhan bi viém phé quan man, nén phan chia thudc theo danh muc riéng trong
viéc diéu tri chong tic nghén phé quan. Va mot danh sach khac dé so sanh cac cach
dung thudc chdng nhiém tring. Trong mdi bang phén tich ddi v6i mdi muc tiéu diéu tri,
mdi thudc duoc cho diém phan loai chét luong so véi cac thue thay thé d3 liét ké.
Trong s6 nhiing thudc ré nhat thi dugce diém cao nhat trong cOt “chi phi”, thudc an toan
nhit dugc diém cao nhét trong cot an toan...

Cudi cing, qud trinh nay tao ra mgt phwong thircc cho diém phén logi cdc cich
diéu tri khdc nhau doi vdi tirng thong sé

Két qua cudi cing 14 nhan va cong thanh téng cudi cuing. Két qua nay biéu thi do wu
thé cta cac cach dung thude va no 1a budce khai dau cho viéc thao luan toan thé Hoi
ddng thude va diéu tri.

Phién hop toan thé s& xem xét ky ludng cac két qua. Liéu thudc A c6 that hidu qua
hon thubc B trong viéc chita ciing mot loai bénh nhan khong? Liéu thudc C c6 that ré
hon thudc A khong? Két qua cho diém s& duoc kiém tra can than va duoc so sanh véi
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két qua tir cac thir nghiém 1am sang va nhiing nguon thong tin khac. Cudc thao luan nay
s€ ket thuc bang sy nhat tri.
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BAI 6: SUDUNG THUOC CHO NGUOI BENH
SUY GAN, SUY THAN, NGUOI GIA, PHU NU CO THAL PHU NU CHO
CON BU VA TRE EM

MUC TIEU

Sau khi hoc bdi nay, sinh vién cé kha ndng trinh bay dwoc nguyén tdc ding thudc
hop Iy cho nhom bénh nhan ddac biét: Nguwoi suy giam chirc nang gan, than, nguoi gia,
phu nit mang thai, phu nit cho con bu va tré em.

NOQI DUNG
I. NGUOI BENH BI SUY GIAM CHUC NANG THAN

1. Nhirng van dé can cin nhic trong sir dung thudc cho ngudi bénh bi suy giam
chirc nang than

Hau hét cac loai thudc déu duoc bai xuit qua than. Vi¢c suy gidm chic ndng than co
thé gay ra nhiéu van dé trong viéc dung thudc diéu tri, boi nhitng 1y do dudi day:
- Khéng bai xuat duoc thudc hodc chit chuyén hoa cia thude co thé gay nhiém
doc.
- Nguoi bénh bi suy than kém chiu dung dugc cac tdc dung phu khong mong
mudn.
- C6 mot sd thude khong c6 hodc giam hiéu qué khi chirc niang than bi suy giam.

2. Mt s6 nguyén tic khi ding thudc & nguwoi bénh bi suy than

- Ludn dung s thude can thiét & muc tdi thiéu.

- Can tranh, néu c6 thé, cac thudc giy doc cho than.

- Can diéu chinh liéu dung cua nhiéu loai thudc cho ngudi bénh bi suy than dé
tranh nhiém doc va dam bao hiéu qua cua thude.

- Muc d6 suy giam chuc ning ciia than dé diéu chinh lidu cta thubc. Mirc do nay
phu thudc vao muic ddc hai ctia thube va kha nang thube d6 duoc bai xuit hoan toan qua
than hay duoc chuyén hoa mot phan thanh cac chat chuyén hoa khong hoat dong.

- Nhin chung, tat ca nguoi bénh bi suy giam chirc niang than c6 thé s& gip nguy co
xau khi dugc dung thude vai lidu bang véi lidu
cho nguo1 bénh ¢ chirc nang than binh thuong.

- Piéu chinh liéu duy tri theo tinh trang 1am sang. C6 thé giam liéu duy tri bang
cach giam lidu & mdi 1an dung ma khong thay ddi khoang cach dua thude, hodc gidn
khoang cach dua thudc ma khong thay d6i liéu.

- Chtic ndng cua than (thé hién ¢ muc loc cau than, do thanh thai creatinin) gidm
theo d6 tudi. Vi vay, dbi voi ngudi bénh cao tudi thi dung thube véi liéu nhu liéu cua
bénh nhéan bi suy than nhe.

3. Cach diéu chinh liéu cho nguwdi bénh suy than
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Viéc diéu chinh liéu dugc dwa vao muc do suy than, thé hién & muc loc ciu than
(GFR) hoidc d6 thanh thai creatinin huyét thanh. Bénh suy than thuong duoc chia 1am 3
muc do:

Mirc do GFR (ml/phit) Creatinin huyét thanh
(Mmol/L)
Nhe 20 - 50 150 - 300
Vira 10-20 300 - 700
Nang <10 > 700

4. Nhirng thudc cin tranh hodc thin trong khi sir dung

Danh muc cac loai thudc can tranh hodc than trong khi st dung cho ngudi bénh suy
than duoc trinh bay trong phu luc 7. Danh muc ndy bao gém cac thudc quan trong hodc
hay dugc dung nhu:

- Thudc tre ché men chuyén angiotensin: captopril, enalapril, perindopril, quinapril

- Aminoglycosid: amikacin, gentamicin, kanamycin, tobramycin

- Thubc chéng ung thu: bleomycin, cyclophosphamid, cisplatin, dacarbazin,
methotrexat

- Thudc chen béta: acebutolol, atenolol

- Cephalosporin: cefadroxil, cefradin, cefazolin, cefuroxim, cefotaxim, ceftriaxon,
ceftazidim

- Thudc chéng viém khong steroid (NSAID): acid acetylsalicylic, diclofenac,
ibuprofen, indomethacin, ketoprofen, meloxicam, naproxen, piroxicam, tenoxicam

- Penicilin: amoxicilin, ampicilin, benzylpenicilin

- Quinolon: ciprofloxacin, acid nalidixic, norfloxacin, ofloxacin

- Tetracyclin ngoai trir doxycyclin va minocyclin

II. NGUOI BENH BI SUY GIAM CHUC NANG GAN

1. Nhitng van dé lién quan dén viéc diing thudc cho ngwdi bénh bi suy giam chic
nang gan

Chuyén hoa qua gan 1a duong bai xuit chu yéu cuia nhiéu loai thudc. Bénh gan c6
thé gay nhiéu kho khan cho diéu tri bang thudc vi nhimg 1y do sau:

- Chire nang chuyén hoa thudc cia té bao gan bi suy giam, c6 thé gay nhiém doc
thudc.

- Suy giam chirc nang san xuat albumin & nguoi bi bénh gan ning c6 lién quan dén
viéc giam gin két protein va lam ting nhiém doc cac thudc lién két protein nhu
phenytoin, prednisolon...

- Giam tong hop cac yéu td 1am dong méu, biéu hién & viéc kéo dai thoi gian
prothrombin, 1am ting d6 nhay cam véi cac thudc chong dong mau, vi du warfarin dan
dén lam giam dong mau.
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- Suy giam chirc ning bai xuat mat do (r mat co thé dan dén tich tu di v6i mot sd
loai thude dugc bai xuit & dang khong ddi nhu rifampicin, acid fusidic...

- Thay d6i luu lwong mau trong gan do duong thong, tudn hoan bang hé hodc tudi
mau kém do xo gan va tang 4p luc tinh mach cua.

- Thay d6i thé tich phan b do ting dich ngoai bao (giy c6 chudng, phi) va giam
khéi co.

- Tang sinh kha dung ciia thudc do giam chuyén héa lan dau.

- Giam sinh kha dung do hép thu m& kém & cac nguoi bl bénh gan do & mat.

2. Mt s6 diéu can luru y khi dung thudc cho ngudi bi bénh gan

- Céc loai thudc gay o dich c6 thé lam cho phul va co chudng ning thém & ngudi bi
bénh gan man tinh vi du thudc chéng viém khong steroid (NSAID), corticosteroid. ..

- Bénh nao do gan cé thé xuét hién & bénh gan nang do mot sb
thube c6 thé 1am chuc nang nao bi ton hai thém vi du thudce giam dau, thubc an than,
thudc loi tiéu mat kali, thudc chdng tdo bon...

3. Mt s6 nguyén tic khi dung thudc cho ngudi bénh suy gan

- Giam luong thudc can dung & mirc t6i thicu.

- Tranh thudc gay doc cho gan.

- Piéu chinh liéu ding cta nhiéu loai thubc cho nguoi bénh suy chirc ning gan dé
tranh ngd doc cho gan.

- Gan phan ung bu trir bang cach to ra, bénh gan trd nén tram trong trude khi thay
nhimg thay d6i quan trong trong chuyén hoa thubec. Cac xét nghiém chirc ning gan
thudng quy it tac dung trong viéc chi dan kha nang chuyén hoa thude cua gan.

- O tré thiéu thang, chirc ning gan chua phat trién day du, do d6 phai than trong khi
dung thudc ¢ nhitng dbi twong nay.

4. Nhirng thudc can tranh hodc than trong khi sir dung

Danh séch 1iét ké céac loai thudc cin tranh hodc than trong khi dung cho nguoi bénh
bi suy chtc ning gan duoc trinh bay trong phu luc 8. Danh sach thudc ndy gom tén cic
loai thubc quan trong hodc hay duoc dung nhu:

- Thudc chéng hen: Aminophylin, theophylin

- Thudc chita tiéu dudng: Glibenclamid, gliclazid, metformin

- Thubc chdng ndm: Ketoconazol, griseofulvin

- Thubc khang histamin: Clorpheniramin, promethazin, diphenhydramin,
dimenhydrinat.

- Thubc chdng ung thu: Cyclophosphamid, cytarabin, doxorubicin, methotrexat,
vinblastin, vincristin.

- Thudc chéng lao: Isoniazid, pyrazinamide, rifampicin

- Thudc ngi: Diazepam

- Khang sinh nhom béta-lactam: Ceftriaxon, cloxacilin
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- Thudc loi niéu nhém thiazide va thubc loi niéu quai henle: Furosemid,
hydroclorothiazid.

- Khang sinh nhém macrolid: Erythromycin, clarithromycin, azithromycin

- Thubc chéng viém khéng steroid (NSAID): acetylsalicylic acid, diclofenac,
ibuprofen, indomethacin, ketoprofen, meloxicam, naproxen, piroxicam, tenoxicam.

- Thubc giam dau nhom opi: morphin, pethidin, fentanyl, dextropropoxyphen,
codein, dextromethorphan.

- Thubc chdng déng mau duong udng: warfarin

- Thudc tranh thai duong udng

- Paracetamol

- Nhom quinolon: ciprofloxacin, nalidixic acid, norfloxacin, ofloxacin

- Céc khang sinh khdc: tetracyclin, cloramphenicol, metronidazol, clindamycin.

- Thudc chéng ting m& mau nhom statin: simvastatin

M. NGUOI CAO TUOI
1. Nhirng véan dé c6 lién quan t6i st dung thudce cho ngudi cao tudi

- Ngudi cao tudi thuong phai dung nhiéu loai thuée khac nhau dé diéu tri cho céac
tinh trang bénh 1y cta minh. Piéu nay lam ting nguy co tuong tac thudc va nhitng phan
ung c6 hai khac.

- Nhitng bénh nhan cé tudi thuong gap kho khin khi nudt vién thude. Trong truong
hop thudc bi giir lai trong khoang miéng no c6 thé gy loét.

- O nhiing bénh nhén rat gia, nhimg biéu hién binh thudng cta lta tudi ¢ thé dan
t6i nhitng sai sot trong danh gia bénh tat va dan tdi viéc ké don khong hop 1y.

- Ngudi cao tudi thuong hay tu diéu tri bang nhitng thubc khong can ké don hoic
nhimg thudc dé diéu tri cho nhitng bénh gip trong nhimmg 1an diéu tri trudc hay thude
cua nhiitng nguoi khac.

- Hé than kinh cua ngudi cao tudi thudng d& bi nhitng ton thuong béi nhitng loai
thudc thuong dung nhu cac loai thude giam dau co opi, benzodiazepin va thude diéu tri
Parkinson.

- C6 su giam chuc nang loc & than. Nong d6 thudc tai to chirc thudng ting 50%.

- Nguy co chay mau do dung cac thudc chéng viém khong co steroid (NSAIDs)
thuong gip hon & ngudi cao tudi va thuong 1a nguyén nhin giy ra nhitng hiu qua
nghiém trong hoac tir vong.

2. Nhirng nguyén tic khi dung thudc cho ngudi cao tudi

- Khi ké don cén ¢o 1 pham vi gidi han cta thube va thude phai thé hién duoc tinh
tac dong ctia thude ddi v6i ngudi cao tudi

- Thong thudng lidu dung dbi véi ngudi cao tudi phai thap hon so véi nguoi tré
tudi. Nén bat dau lidu ding cho nguoi cao tudi bang 50% liéu danh cho nguoi truong
thanh.

- Thudong xuyén theo ddi ké don phong trudng hop phai dimg dung thudc hoic
giam liéu.
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- Ché d9 diéu tri don gian. Nguoi cao tudi thuong khong thé chiu dung duge viée
ding nhiéu hon 3 loai thuc khac nhau va khéng nén dua thude qua 02 1an trong mot
ngay

- Giai thich phai r& rang. Viét hudong din ddy du dbi véi cac don thudc va mdi
thudc trong don phai c6 chi dan dung, ddn nhan chuan.

3. Nhitng loai thudc nén tranh hoic than trong khi sir dung cho nguoi gia

Do chirc ning thai cta thin & ngudi cao tudi giam cho nén can cd nhitng huéng dan
vé sir dung thudc cho nhitng bénh nhéan suy giam chtc ning than khi dung thudc cho
ngudi cao tudi.

- Thudc chéng viém khong steroid (NSAIDs). Nguy co chay méau do dung céac
thudc chdng viém khéng steroid (NSAIDs) thudng gip hon ¢ ngudi cao tudi. Chi st
dung trong nhitng trudng hop ma paracetamol khong c6 tac dung ddi v6i bénh viém
khép thoai hoa, dau lung hodc viém khép dang thip va chi nén dung mot lidu rat thip
NSAID (vi dy ibuprofen). Khong dung dong thoi cung mot lac 2 loai NSAIDs khac
nhau

- Thudc ¢ kha ning gay suy tiry xuwong (vi du co-trimoxazole)

- Thudc chéng Parkinson, cao huyét ap, hudng than va digoxin thudng gy nhiing
phén g c6 hai

- Liéu dung cta thudc chéng déng warfarin can thap hon liéu
cua nguoi trudng thanh.

IV.PHU NU' CO THAI

1. Nhitng van dé lién quan dén viéc sir dung thudc cho ngudi bénh dang mang
thai

- Trong thai ky, ngudi me va thai nhi ¢ mot mdi lién hé khong thé tach roi. Thube
c6 thé gay hai cho bao thai tai bat ky thoi diém nao trong thai ky.

- Trong 3 thang dau, mot sb thudc c6 thé gay di tat bam sinh. Nguy co dj tat bam
sinh 16n nhat 13 tir tuan thi 3 dén tuan tha 11 cia thai ky.

- Trong 3 thang giita va 3 thang cudi, mot sb loai thubc c6 thé anh hudng xdu dén
su phat trién va phat trién chirc ning ctia bao thai hodc gy nhiém doc mo thai.

- Mot s6 thude ding gan trude hodc trong khi sinh c6 thé giy tac dung c6 hai cho
viéc sinh hoac cho tré sau khi sinh.

2. Mt s6 nguyén tic khi dang thudc cho ngwdi bénh mang thai

- Chi ké don thubc dung trong thai ky néu loi ich cho ngudi me 16n hon nguy co
cho thai nhi.

- Tranh dung tat ca cac loai thudc, néu c6 thé, trong 3 thang dau.

- Nén dung céc loai thudc da duoc sir dung rong rai trong thai ky va c¢6 hiéu qua an
toan. Khong nén dung nhing loai thubc méi va chwa qua dung thu.

- Nén dung véi liéu thap nhat ma c6 tac dung.
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3. Nhirng thudc nén tranh hoic than trong khi sir dung

Danh sach cac loai thudc can tranh hodc than trong khi dung cho ngudi bénh mang
thai duogc trinh bay trong phu luc 10. Danh sach nay bao gém mét s6 loai thudc quan
trong hodc hay dung nhiéu nhat nhu:

- Thudc trc ché men chuyén dang angiotensin

- Ruou

- Thubc khang sinh: tetracyclin, cloramphenicol, aminoglycosid, quinolon,
co-trimoxazol

- Thubc chdng ung thur

- Thude chen béta

- Thubc chdng viém khéng steroid (NSAID)

- Nicotin

- Thubc nhom statin

V. BA ME PANG CHO CON BU
1. Nhirng vén dé lién quan dén sir dung thudc cho ba me dang cho con bu

- Mot sb thude co thé gay nhiém doc cho tré, vi du ergotamine, iod.
- Mot sb thude giam tiét stra, vi du estrogen...

- Mot s thube tre ché phan xa bu cia tré, vi du phenobarbital.

- Mot s thudc trong sita me c6 thé giy nhay cam cao & tré.

2. Nhirng nguyén tic khi dung thudc cho cic ba me cho con b

- Can tranh dung nhitng thudc c6 ndng do dang ké trong sita me va gay nhiém doc
cho tré.

- Chi dung nhiing loai thudc quan trong can thiét cho me.

- Nén dung véi liéu nho nhat ma co tic dung.

- Khuyén khich nudi con bang sita me bat cir khi ndo c6 thé.

3. Nhirng thudc cn tranh hogc thin trong khi sir dung

Danh muc céc loai thudc can tranh hodc than trong khi dung véi ngudi bénh la céc
ba me dang cho con bt dugc trinh bay trong phu luc 9. Danh myc thudc nay bao gdm
nhimng loai thuc quan trong hoic duge dung nhiéu nhat nhu:

- Ruou

- Thubc chong ung thu

- Thubc nhém ergotamin

- Thudc tranh thai duong udng
- Phenobarbital

- Nhom quinolon.

VI. TRE NHO
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1. Nhitng van @@ c6 lién quan t6i viéc dung thudc cho tré em

Tré em, dic biét 1a tré so sinh c6 phan tng dbi voi thude khac so véi ngudi 16n. Doi
v6i tré so sinh (trong vong 30 ngay tudi dau tién) nguy co ngd doc thude tang cao do:
- Chtrc nang loc ctia than chua hoan chinh
- Thiéu mét s6 men chuyén héa
- Murc d6 nhay cam cua céc co quan dich khac nhau
- Hé thong giai doc chua hoan chinh 1am cho qua trinh thai trir dién ra chdm

2. Nguyén tic quan trong khi diing thudc cho tré em

Do la:

- Can thue hién nhitng bién phap chim soc dic biét khi cho tré so sinh dung thube

- Can than trong khi tinh lidu dung

- Liéu & tré nho tinh theo kilogam can ning c6 thé cao hon liéu cua ngudi 16n, do
tré c6 toc dd chuyén hoa cao hon

- Can tranh dung thudc tiém gy dau dén cho tré

- Khong dung cac loai dau xoa, cao xoa cho tré em dé dé phong suy ho hap

- Khi can bu nuéc va dién giai, néu dung Oresol thi phai pha du nuéc theo ding
huéng dan

- Khong nén dung dung dich naphazoline dé nho miii cho tré so sinh, tré em.
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BAI 7: THONG TIN THUOC
MUC TIEU
1. Tam quan trong ciia théng tin thudc, tiéu chi vé théng tin chat heong.
2. Cdch lya chon théng tin chdt lirong tir cdc nguon thong tin.
3. Cdch t6 chirc hoat dong Don vi thong tin thudc trong bénh vién.
4. Noi dung, phuwong phap tra loi cac cdu hoi thong tin.
NOI DUNG
I. KHAI NIEM VE THONG TIN THUOC

1. H¢ thong thong tin thudc qudc gia

Taechgc y 1)
thOgii i
— | coh
BeYtO chuy®n men
]
]
Cocquinly |¢ » VO §ilu trp
dic /
Trung t€m Trung t@n ADR HOthéng BY Ch ~ngtpah g, m | | Trung t&m chéng
Theng tin thuéee A . s, tthh kh ng @5c quéc gia
Héi @ang thuéc vy thuse ofig vi
@by bRV ugc cia vi
khuEn (ASTS)
§-nvbtheng tin 1
thuée trong BY

G, o dbe di ng thude
cho ng & bOnh
(néi vy ngo' i tré)

T vEnvOthuge

Th«ng tin thuéc cho

cho thyy thuéce BY tuylnd (i

vu@dud ing

Lam cach nao dé cip nhat kién thtc vé thudc: Kién thirc vé thude ludn ludn thay
ddi. Cac thudc mdi lién tuc xuat hién trén thi truong va kinh nghiém st dung cac thube
cii ciing luén dugce nang cao. Cac tac dung phu ngdy cang duoc biét rd hon va cac chi
dinh méi cho cac thubc dang c6 dugc ap dung ngay cang nhiéu. Néi chung bac si can
phai biét moi kién thirc mé&i vé thude. Chéng han, néu mot bénh do thudc gay ra duogc
phat hién thi bac si can biét va ngin ngira kip thoi. Trong cac truong hop nay su thiéu
kién thirc khong duoc xem nhu mét 1y 18 hop 1y dé thanh minh cho viéc diéu tri sai.
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Lam thé nao dé ban c6 thé cap nhat kién thirc vé thudc? Van dé nay c6 thé dugc giai
quyét theo cach thong thuong: nghién ciru tit ca cac ngudn thong tin sin cé, so sanh cac
vu diém, nhugc diém cila cic ngudn thong tin nay va chon cac ngudn thong tin bo ich
cho riéng ban.

2. TAm quan trong ciia thong tin thudc
Thudc (D) = San pham (S) + Thong tin (I)

Thong tin thude nham muyc tiéu:
- Pam bao thudc chat lugng, an toan va hiéu qua
- Tang cuong sir dung thudc hop 1y an toan
- Phuc vu muyc dich gidm sat va danh gia
- Phyc vu quyét dinh chinh xac va kip thoi.
- Nhim st dung hiéu qua thoi gian va tai nguyén

3. Céc yéu cau dé sir dung thudc hop ly

- Chi dinh thich hop
- Thudc thich hop
- Bénh nhan thich hgp
- Thong tin thich hop
- Theo dai thich hop
Nhu vay thong tin thudc 14 1 trong 5 yéu cu quyét dinh sir dung thudc hop 1y

4. Tiéu chi vé thong tin "chat lwgng"

- Khach quan

- Khong thién vi

- C6 gia tri khoa hoc

- Dya trén bang ching
- Cap nhat

II. CAC NGUON THONG TIN THUOC

C6 rat nhiéu nguén thong tin khac nhau vé thudc, tir cac co sd dir liéu quéc té, tap chi
va sach tham khao, cho dén cic ngudn thong tin qudc gia va khu vuc vé thude, cic
huéng dan diéu tri, tip san.

Mot s6 ngudn mang tinh thuwong mai, mot sé ngudn khic khong mang tinh chat
thuong mai. Thong tin co thé & dang néi hodc viét, ghi trén bang tir hodc video, cd trén
mang (giao tiép tuwong tic voi co so dir liéu méy tinh trung tim) hodc trén dia CD -
ROM (Compact Disk Read - Only Memory, dia compact mang thong tin c6 thé truy cép
dugc qua may tinh).
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1. Thong tin tir sich Martindale

Cubn duoc dién dich thuc (Luan d6n Duoc bao) - Ngudn thong tin toan dién:
- Cung cip thong tin vé cac loai thudc chinh va nghién ciru cong thirc bao
ché thudc, dia chi hang san xuat thudc...
- Liéu luong chung.
- Tém tit vé do on dinh va tuong thich cta thude.
- Tom tit tinh hubng vé mot s phan tng c6 hai cua thude.
- Théng tin diéu tri bang thude/ hiéu qua cta thude.
- Ngudn thong tin dugc st dung 1au bén nhat
- Sé&n c6 dudi hinh thue sach va dia CD.
- Sach thong tin hay vé thudc cta Anh va thudc ngoai.

Théng tin dwoc dién My (USPDI) - Rockville: Hpi nghi Dwoc dién My
Rét toan dién xut ban hang nam, cap nhat hang thang.
Duoc thw quéc gia Anh (BNF)

Cubn sach nay chtra dung cac thong tin vé& san pham cong thirc thudc ctia Vuong
quéc Anh, thudc méi, danh muc thudc so sanh véi gia. Cap nhat mot nam hai lan va
dugc cong nhan 1a mot tai liéu tham khao vé dugc hitu dung

Thong tin ké don gém:
- Chi dinh, chéng chi dinh
- Thén trong khi sir dung va liéu dung.

Duoc thw quéc gia Viét Nam (VNDF)

Cubn sach chira dung cac thong tin vé 16 chuyén luan chung va 500 chuyén luan
thudc riéng va 3 phu luc.

2. Danh muc qudc gia vé thudc thiét yéu va ciac huéng din diéu tri: Chi rd loai
thudc pht hop cho timg tuyén diéu tri (tuyén trung wong, tuyén tinh, trung tim Y té,
tuyén x&). Danh muc nay thuong dua trén cac phwong phéap diéu tri duoc thong nhat lwa
chon dé chita cac bénh thuong gip va xéac dinh céac loai thudc bac si ké don cé thé st
dung. Thong thudng, cac sach huéng dan diéu tri qudc gia bao gdm thong tin quan trong
vé 1am sang (lya chon diéu tri, lidu thudc va cach dung, khuyén cdo, tic dung phu,
chdng chi dinh, cac thudc thay thé...)

3. Bang thong tin thudc: Cac 4n pham thuong ky loai ndy rt c6 ich trong viéc
khuyén khich dung thudc hop 1y va dugc xuat ban dinh ky tir hang tuan dén hang quy.
Cac bang thong tin thudc 13 mot trong nhitng ngudn thong tin quan trong nht gitp bac
si ké don xé4c dinh cach dung cac thudc méi va cap nhat kién thire vé thudc. Bang thong
tin thudc co thé do nhiéu dbi tuong tai tro, chéng han cac co quan chinh phu, cac td chirc
chuyén mon, cadc by mdn cua truong dai hoc, cac t6 chirc tr thién va cac hoi nguoi tieu
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dung. Loai sach ndy dugc xudt ban & nhiéu nudc va thuong duge cung cip mién phi
ddng thoi rt co uy tin vi thong tin néu ra thuong chinh xac va khong bi nhiéu. Vi du vé
cac an pham loai nay bang tiéng Anh la: Thudc va bang thong tin diéu trj (Drug and
Therapeutics Bulletin) cia Anh, La thu y khoa (Medical Letter) cua My, Nguoi ké don
Australia (Australian Prescriber) clia Australia. Mot 4n pham thong tin thube doc lap va
c6 gia tri bang tiéng Phap 1a Prescrire dugc cung cip mién phi.

Cac an pham thong tin thudc xuat hién ngay cang nhiéu & cac nude dang phat trién. Uu
di€ém chinh cua cic an pham thong tin thudc quoc gia la cac an phadm nay lya chon céc
linh vyc quan trong cho quoc gia d6 va str dung ngdn ngtt trong nudc.

4. Cac tap chi Y hoc: Mot sd tap chi Y hoc 1a tap chi da khoa vé y nhu Lancet (The
Lancet), Tap chi Y hoc New England (the New England Journal of Medicine) hoac Tap
chi Y khoa Anh qudc (British Medical Journal); cic tap chi khac thudng mang tinh
chuyén khoa sau hon. Pa sb cac nudc c6 cac tap chi qudc gia twong tw. Cac tap chi nay
chtra dung nhiéu thong tin quan trong cho nguoi ké don. Céc tap chi y khoa da khoa
thudng xuyén dang cic bai tong quan vé diéu tri. Cac tap chi chuyén khoa c6 nhiéu
thong tin vé cac thudc chuyén khoa.

Céc tap chi Y hoc c¢6 ndi dung tt thudng theo nguyén tic "ddng nghiép nhan xét" tirc
1a tit ca cac bai bao dugc giri cho cac chuyén gia co uy tin nhin xét trude khi duoc
dang.

Mot s tap chi khong phai 1a tap chi doc 14p. Cac tap chi ndy thudng khong cé gia tri
va chi bao gdm cac thong tin theo kiéu "dé& tiéu hoa". Céc tap chi ndy c6 cung dic tinh:
mién phi, nhiéu quang cdo hon 1a bai bao, khong do cac td chirc chuyén mon xuét ban,
khong cong bd cac cong trinh gbc, khong duoc cac chuyén gia xem xét trude khi dang,
thiéu cac bai tong quan. & cac nude cong nghiép, cac tap chi ndy thuong duogc quang cao
dén cac bac si v6i 1y do "la mot cach tiét kiém thoi gian". Trén thuc té, doc céc tap chi
nay moi 13 lang phi thoi gian vi thé ma loai tap chi nay thudng bi goi 13 loai "tap chi vt
di". Ciing can rat than trong voi cac phy truong cua tap chi Y hoc. Nhiéu khi cac phu
truong nay thuong dang cac bao cao tai cac hoi nghi dugc cac cong ty tai trg; nhiéu khi
toan bg phu truong cling dugc tai trg bdi cac cong ty nay.

Vi vay khong nén nghi rang tit ca cac bai bao tong quan hodc cong trinh nghién ctru
duoc ding déu 1a cac cong trinh khoa hoc nghiém tic. Hang nghin “tap chi Y hoc” duoc
xudt ban va c6 chét luong rat khac nhau. Chi c6 mot s6 lwong nho 1a c6 chat lugng khoa
hoc va diang cac bai bao dugc cac chuyén gia xem xét. Néu nghi ngd vé chat lugng khoa
hoc ctia mdt tap chi, hdy tim hiéu dbi tuong nao tai trg tap chi do, hay trao ddi voi cac
ddng nghiép 16n tudi hon, hiy kiém tra xem tén tap chi ndy c6 duoc liét ké trong Danh
sach y khoa (Index Medicus) 1a cubn sach dang tén cia tat ca cac tap chi co uy tin hay
khong.

5. Thong tin n6i: Mot cac khac dé cap nhat thong tin 1a tham khao kién thirc cia céc
chuyén gia, dong nghiép, duoc si, tham gia cac khoa dao tao sau dai hoc hé tai chic hay
chinh quy hoac tham gia vao cac Hoi déng diéu trji. Cac Hoi déng thudc va diéu tri ¢ co
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s& bénh vién g@)m cac bac si chuyén khoa, dugc si lam sang. Kién thuc chuyén moén sau
ctia bac si chuyén khoa c6 thé khong phai lic nao ciing ap dung vao truong hop cu thé.
Mot s6 cong cu chan doan va phuong phap diéu tri c6 thé qua phirc tap hoic khong san
¢6 & murc d6 cham soc strc khoé ban dau.

6. Cac trung tim thong tin thudc: Trung tdm thong tin thudc, trung tim thong tin
chdng doc. Nhan vién Y té co thé goi dién xin giai dap cc van dé lién quan dén st dung
thube, doc tinh... Phuong tién thong tin hién dai, chﬁng han may tinh ndi mang va
CD-ROM d3 gitip ning cao dang ké kha nang truy nhap cac kho dir liéu 16n. Nhiéu co
so dit liéu chinh nhu Tac dung phu cta thudc cia Martindale va Meyler (Martindale and
Meyler's Side effects of Drugs) c6 thé truy cap dugc qua mang thong tin dién tir.

Néu cac trung tam thong tin thudc truc thuoc Cuc Duoc cua BO Y té thi thong tin
thuong tap trung vao thude. Cac trung tam b tri tai cac bénh vién thuc hanh va truong
dai hoc téng hop thi c6 thé c6 dinh hudng 1am sang hon.

7. Théng tin vi tinh héa: Cac hé thdng thong tin thude duoc vi tinh hoa luu trit toan
bo thong tin vé ting bénh nhan dang duoc xdy dung. Mot s6 hé thong kha phirc tap va
gém nhiéu phﬁn khéac nhau dé xac dinh tuong tac thude va chéng chi dinh. Mot sb hé
théng chtra cac thong tin vé hudng dan diéu trj cho ting chan doan, cung cép cho bac si
ké don mét sd thube duogc chi dinh dé lya chon bao gém ca liéu thube, cach dung, va
tong s6 thuéc mudn vay thong tin phai duoc cap nhat thudng xuyén tir ngudn thong tin
khach quan. Hé thong thong tin vi tinh hoa s& rat c6 ich cho cong viéc ké don thude. Tuy
nhién, mdy tinh khong thé thay thé nguoi bac si Iya chon thude va diéu chinh cho phu
hop véi tirng bénh nhan.

8. Cac ngudn thong tin tir nganh cong nghiép dwge phim

Théng tin tir nganh cong nghiép duoc pham thudng rat sin c6 qua cac kénh thong

tin khac nhau: néi, viét va vi tinh hoa. Ngan sach tiép thi ciia nganh nay rat 16n va thong
tin duoc dua ra rat hdp din va d& hiéu. Tuy nhién, cic ngudn thong tin thuong mai
thuong chi tap trung vao cac khia canh t6t ciia san pham va bo qua hodc néi rat it dén
cac mit khong tot. Thong thudng nganh coéng nghiép duge pham st dung cach tiép cén
"nhiéu kénh". Piéu ndy c6 nghia la thong tin dugc cung cip bang nhiéu cach: Thong qua
cac trinh dugc vién (tham chi con chia ra nam va nit), quang cdo tai cac cudc hop
chuyén mon ctia bac si, quang cdo trén tap chi va giri thu truc tiép.
Nghién ctru ¢ nhidu nudc cho thiy 90% bac si da timg gip trinh dugc vién va mot bo
phan déng ké dua vao cac trinh dugc vién dé thu thap thong tin vé thude diéu tri. Tuy
nhién nhiéu nghién ctru chi ra rang khi bac si cang dya nhiéu vao cac ngudn thong tin
thuong mai thi ho cang c6 xu hudng ké don khong diing muc.

Khi quyét dinh sir dung dich vu cua céc trinh dugc vién dé cap nhat kién thuc vé
thude, cAn can nhic céc loi ich tiém tang véi cac loi ich thu dugc thong qua viéc doc cac
thong tin so sdnh khach quan tir tap chi.

Bao gio ciing yéu cau dugc cung cép cac ngudn tham khao chinh thirc vé tinh hiéu
qua va an toan. Tham chi truéc khi doc thong tin tham khao thi ban than tén va chat
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luong tap chi dang thong tin nay ciing néi 1én nhiéu diéu vé chat luong cta cong trinh
nghién ctru vé loai thudc d6. Can luu ¥ rang da sé cac thude méi duge quang cao trén thi
truong thuong khong dua ra dugc cac uu thé diéu tri that sy ma thudng duoc biét dén
dué6i cai tén cham biém "thudc cta t6i ciing thé". N6i cach khac, cac thube "méi" nay
thudng c6 thanh phan héa hoc va tac dong tuong tu cac san pham khac trén thi truong.
Su khac nhau thudng chi nim & gia ca; cac thude méi duoc quang cao thuong bao gio
cling dit nhat! Gap cac trinh duoc vién 1a can thiét dé tim hiéu vé cac thuéc méi, nhung
thong tin can phai dugc xac minh va so sanh véi cac ngudn thong tin khach quan va
nghiém tlc.

Thong tin vé thube tir cac ngudn mang tinh thuong mai thudng ciing duoc ding tai
trong cac bai bao vé thudc méi, cac bai bao khoa hoc trong cac tap chi chuyén mén.
Nganh cong nghi¢p duogc cling 1a nha tai trg chinh cho cac hoi nghi va hdi thdo khoa
hoc. Ranh giéi giita thong tin khach quan va thong tin mang tinh quang céo nhiéu khi
khong rd rang.

St dung thong tin tir nguon thuong mai nhu mot ngudn thong tin thudc duy nhat 1a
khong phu hop dé cap nhat kién thirc. Mic du day 1a mot cach 14y thong tin d& dang,
thong tin tir cdc ngudn thuwong mai thuong bi nhidu theo huéng quang cao cho mot san
pham nhat dinh do d6 c6 thé dan toi ké don khong hop 1y.

Néu sir dung thong tin tiv nguén thwong mai thi nén theo cdc quy tic sau day:

- Thir nhét, hay tim hiéu nhiéu théng tin hon 13 nhitng gi ¢6 trong quang céo.

- Thir hai, can tim kiém céc tai liéu tham khao va xem xét vé chat lugng cua cac
ngu@)n nay. Chi c6 cac tai liéu tham khdo dugc dang trong cac tap chi Y hoc co chét
lugng va dugc cac chuyén gia doc lap kiém tra mé&i nén st dung. Sau do can kiém tra
chét luong ctia phuong phap nghién ctru ma trén co sé d6 bai bao dua ra két luan.

- Thir ba, héi lai cac dong nghiép, nhat 14 cac chuyén gia trong linh vyc nghién ciru
c6 kién thtc vé& thube. Cudi cing, bao gid cling can thu thap thong tin tir cac ngudn
khong bi nhiéu trude khi bat dau str dung thudc dé ké don. Pung bat dau bang viéc sir
dung cac thuéc mau dugc cung cip mién phi cho vai bénh nhan hodc ngudi than, va
khong dugc dua ra két luan riéng cuia minh trén co so chi diéu tri vai bénh nhan.

Tuy vay, thong tin tir cdc ngudn thuong mai c6 thé bo ich vé nhidu mat, nhat 1a dé
biét cac hudng phat trién méi ctia thudce.

9. Cdc Website thong tin thuoc (Drug Information Websites)

- www.nlm.nih.gov/medlineplus/druginformation

- www.cochrane.org

- www.usp.org (Dugc dién My - United States Pharmacopeia)

- www.ashp.org (Héi duge si Y té My - American Society of Health - System
Pharmacists)

- www.med.uc.edu.aahsl (Hiép hoi cac Thu vién y hoc Han lam - Assiciation of
Acedemic Health Sciences Libraries).
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- www.prnusm.my (Trung tam théng tin thuéc, thong tin chong déc quoc gia
Malaysia)
- www.cimsi.org.vi/CucQuanLyDuoc.htm (Cuc quan ly Dwoc Viét Nam)

III. LUA CHON THONG TIN TU NHIEU NGUON THONG TIN

Uu diém va nhuoc diém cia cac ngudn thong tin thudc khac nhau da duogc mo ta ¢
trén. S6 luong va chung loai thong tin ciing khac nhau ¢ mdi nudc va tuy theo hoan
canh cy thé. Can biét cach cap nhat kién thirc bang cach 1ap danh sach tit ca cac ngudn
thong tin ma ta co thé tiép can. Nén cb gang tim duoc it nhat mot ngudn thong tin tir mdi
loai néu sau day: (1) tap chi Y hoc; (2) bang théng tin thudc; (3) sach tham khao vé
duogc ly; (4) cac Hoi déng diéu tri, chuyén gia hodc tham gia cac khoa dao tao sau dai
hoc.

Mic du ngudn thong tin co ban sir dung trong thuc té ké don hang ngay, d6i khi van
c6 thé gip mot van dé méi va kho giai quyét, do d6 can thém cac ngudn thong tin khac.
C6 thé tham khao cac sach duoc 1y hodc sach tham khao vé 1am sang, bang thong tin
thudc, tu van cac chuyén gia (duoc si, bac si chuyén khoa, dong nghiép), cac bach khoa
thu vé thude hodc duoc dién.

Han ché ciia cdc thong tin tir nguén thwong mai

Néu thay rang thong tin ndy van c6 phan gia tri thi nén tuan theo cic quy tac di noi
dén ¢ trén. Pic biét 13 khong nén chi st dung cac thong tin c6 ngudn gdc thuong mai
ma khong cha y dén cac ngudn thong tin khéc.

Lam thé nao dé doc tai lieu mot cach co hiéu suat cao?
Poc cac bai bao:

Nhiéu bac si gip kho khin vi mudn doc moi thtr mot lac. Ly do chinh 13 thiéu thoi
gian va sb luong tai liéu tham khao nhan dugc quéa nhiéu. Vi thé can co phwong phép cu
thé dé sir dung thoi gian mot cach hiéu qua nhét. Co thé tiét kiém thoi gian khi doc céc
tap chi 1am sang bang cach xac dinh trudc cic bai bao dang dé doc thong qua cic budc
sau:

- Xem lu6t qua tén bai dé xem c6 bo ich cho ban khong. Néu khong nén chuyén
sang bai khac.

- Xem tén tdc gid. Mot ngudi doc c6 kinh nghiém thudng biét cac tac gia ¢ uy tin.
Néu khong, ban khong nén doc bai bao d6. Néu gip cac tac gia méi, c6 thé doc nhung
can than trong lua chon.

- Doc tém tdit bai bao. Pidu quan trong 1a can chu y xem két luan cua bai bao co
can cho minh khong. Néu khong quan trong, khong nén doc bai bao do.

- Xem xét bdi canh nghién ctru xem c6 phu hop véi truong hO’p cua minh khong va
két luan cua bai bao ¢ thé ap dung vao cong viéc khong. Vi du két luan ciia mot bai bao
nghién ciru trong bénh vién co thé khong co gia tri nhidu véi truong hop ban 13 bac si
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cham soc stc khoé ban dau. Néu su khéac biét gilra bdi canh nghién clru cua bai bdo va
hoan canh ctia minh qua 16n thi khong can doc bai bao.

- Hay kiém tra phan "déi twong va phu’o’ng phdp nghién ciru"". Néu dong ¥ véi
phuong phap nghién ctru thi hiy ban téi viéc két luan cua bai bao c6 dung duoc khong.

- Kiém tra k¥ phan tai liéu tham khdo. Néu hiéu rd linh viuc minh 1am thi s& biét
ngay tac gia c6 trich dan du céc tai liéu tham khao quan trong nhat khong. Néu khong,
can rat than trong.

Doc thu nghiém ladm sang cdn biét mgt so nguyén tac sau:

- Thir nhat, cac thir nghiém 14m sang ngiu nhién, ap dung phuwong phap mu doi,
thuong cho cac thong tin vé tinh hiéu qua cua phuong phap diéu tri. Cac thir nghiém 1am
sang khong ap dung thiét ké nghién ctiru nhu trén thudng cho két qua bi nhidu.

- Thir hai, mot thir nghiém 1am sang can mo ta day du cac phan sau:

+ (1) bénh nhan tham gia nghién ctru, s6 lugng, gidi tinh, tudi, cac tiéu chuan lua
chon va loai trur ;

+ (2) cach dung thudc: lidu lwong, dudng vao, s 1an va tan sb, kiém tra tinh trang
khong tuan thu diéu tri, thoi gian diéu tri;

+ (3) phuong phap thu thap sé liéu va danh gid hiéu qua diéu tri;

+ (4) mo ta cac phuong phap xir Iy théng ké va phuong phap dé kiém soat tinh
trang s6 liéu bi nhiéu.

- Cudi cing, can dé y dén y nghia 1am sang cta két luan dua ra chi khong chi y
nghia théng ké. Nhiéu khac biét thong ké qua nho nén khong cd ¥ nghia thuc té vé mit
lam sang.

Nhiéu khi cac nguén théng tin khac nhau dua ra cac thong tin trai ngugc. Néu co
nghi ngo, truée hét can kiém tra phu’orng phap nghién cuu Vl cac phuorng phap nghién
ctru khéc nhau c6 thé cho ra cac két qua khac nhau. Sau d6 can xem lai quan thé nghlen
ctru xem quan thé nao phu hop hon véi truong hop ma ta can tim hiéu khong. Néu van
con nghi ngd, nén doi thém mot thoi gian khi ¢6 cic bang ching rd rang hon rdi hiy
quyét dinh chon thudc nao.

Cap nhat kién thirc khong chi 1a mot cong viée khé khin ddi v6i ngudi bac si ké don
& tat ca cac nudc, can nam duoc nguyén tic, phuong phap dung dan dé sir dung toi da
kha ning tiép can cac thong tin co ban 1a mot viéc quan trong dé co thé gitip bénh nhan
c6 duoc loi ich tdi da khi diéu tri béng cac thube do bac si ké don. Hay than trong va
hiéu rd cac vu nhuge diém cia cic ngudn thong tin khac nhau va danh thoi gian nghién
cuiru cac thong tin dang gia.

IV.TO CHUC HOAT PONG PON VI THONG TIN THUOC TRONG BENH
VIEN

1. T6 chirc hoat dong Pon vi thong tin thudc trong bénh vién

1.1. Co s6 vit chdt: Tuy thudc vao tuyén, vao mirc do cong tac thong tin ma thiét bi
can thiét cling khac nhau. Nén tan dung cac trang thiét bi hién cé ctia bénh vién va cua
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khoa dugc. Thong thudng nén cé mot sb trang thiét bi nhur ban ghé, gia sach, ta dung tai
li¢u, dién thoai, néu c6 thé trang bi may tinh, n6i mang internet.

1.2. Ngwoi lam thong tin:

Thong thudng don vi thong tin thude do duogc s ddm nhiém, nhung ciing c6 thé 1a
bac si tiiy tinh hinh thyc té ctia don vi. Ngudi 1am cong tac thong tin phai co cac yéu td
sau:

- Nhiét tinh, ham hiéu biét va c6 trach nhiém;

- Biét ngoai ngfr, toi thiéu 1a tiéng Anh;

- Puogc dao tao vé nghiép vu thong tin;

- C6 kién thirc duoc 1y 1am sang, kién thic duogc 1am sang;
- C6 kién thirc str dung thudc trong 1am sang.

1.3. Nguon tai ligu:

Nguon tai liu chlnh thirc, khach quan, day du, chinh x4c, ph1 thuo‘ng mai. Nguon
tai lidu dya trén yéu cau thuc té cla benh vién dat ra. Theo cach sap xép bd tri ciia nguoi
phu trach thong tin, ngudn tai liéu gdom:

Tai liéu goc:

- Déy dt danh muc tai liéu can phai cho mot don vi thong tin thude trong bénh
vién: duge dién, duoc thu, quy ché chuyén mon, tdp san Dugc lam sang, tap san Duogc
hoc, tap san Y hoc thyuc hanh...

- Tai liéu tir nguén INRUD, WHO

- Tai liéu tr Cyc quan Iy Dugc Viét Nam: tai lidu thude cho phép luu hanh dﬁ
duoc Bo Y té Viét Nam hodc nudc so tai chdp nhan tai liéu nay do cic nha cung cip
thudc hoic thong tin tuyén trén cung cp.

- Tai lidu tir Trung tdm qudc gia theo ddi phan tmg c6 hai cua thudc (ADR -
Adverse Drug Reaction), Trung tim thong tin thudc qudc gia.

- Tai liéu tir Trung tim chéng doc qubc gia

- Hudng dan diéu tri cua BO Y té (Vu Piéu tri).

Tai liéu tham khdo:

- Céc sach, bao, tap chi trong nudc, ngoai nudc.

- Kinh nghiém str dung do Hoi dong thudc cta bénh vién xay dung.

- Kinh nghi¢m st dung cua cac don vi khac duogc dtc két va thira nhan.

- Nguén tai liéu thuong dugc ton trir dudi dang thu vién hodc tu sach.

- Tai liéu cdp nhat: Nguyén tic dau tién cua hoat dong thong tin thudc 1a cap nhat
thong tin, nho co6 cap nhat thong tin ma ngudn cung cap thong tin ludn dam bao tinh day
du, chinh xac. Vi du néu noi vé asplrln ma chi biét cac chi dmh ha nhiét, gidm dau,
chéng viém thi khong du, ma phai biét cac kham pha méi day vé kha ning ngin ngira
bénh tim mach cua aspirin.
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- Théong tin phan hoi: Pon vi thong tin thudc trong bénh vién thu thap, xir 1y
thong tin tir thay thudc diéu tri va ngudi bénh trong qua trinh diéu tri chuyén 1én don vi
cung cip thong tin tuyén trén.

Chit y: Poi véi mét thudc thieong cé hai loai tai lidu:

- Tai liéu gbc: La tat ca cac tai lidu c6 lién quan dén thude do nha san xuit cung
cap dugc kiém chimg va dugc B Y té (hodc co quan quan 1y cdp tuong duong) cong
nhan. Tai liéu ndy phan anh ban chat cia thudc.

- Tai liéu tham khao, b6 sung: La cac tai liéu lién quan dén thudc phan anh quan
diém riéng vé thude d6 ma chua c6 két luan cua BO Y té.

- Hinh thirc luu trit tai liéu phd bién hién nay 1a thu vién (ta sach) va may vi tinh.

2. Noi dung thong tin thudc
Phdn teng c6 hai va cdc nguy hai ciia thuéc

Cdc khuyén cdo vé: Licu dung; Dugc dong hoc va sinh kha dung so sach giira cac
thuoc dudi cac tén biét dugc; Cac bao cao tham dinh thuoc.

Cic thong tin vé:

- Piéu tri: cach xir 1y, diéu tri trong truong hop dung thude qué liéu va ngd doc
do dung thudc. Thudc thay thé khi nguoi bénh khong dap ung véi thude dang didu tri

- Kinh nghiém st dung thudc trong diéu tri cua cac Hoi dSng thude va diéu tri
tuyén trén cho tuyén dudi va théng tin phan hoi tir tuyén dudi 1én tuyén trén.

Cac thong bao:

- Nhitng thudc dugc phép luu hanh tai Viét Nam.
- Nhitng thudc da bi thu hoi va bi cam ¢ Viét Nam va & cac nudce khac.

3. Quy trinh giai quyét mot yéu ciu thong tin thudc

4. Cach thu thap cau héi thong tin

- Dung dién thoai dé tiép nhan va tra 16i yéu cau truc tiép tir thay thudc va diéu
dudng.

- V6i théng tin khong can ngay: Dung thung thu (hodc cip) dé tai cac khoa phong,
ngudi c6 nhu cau (bac si, dugce si, can bo Y té khac hodc ngudi bénh) viét cau hoi 1én
gidy, bo vao thung thu (hodc cidp), cir 2h dén 1/2 ngiy can bo thong tin md thung thu
hoic 14y cidp, dwa vé Pon vi thong tin thude (hoic khoa Dugc).

5. Trd 107 mét cau héi vé thong tin thuéc
Luon tra loi 5 cau hoi chinh sau:
- Ai (WHO)
- Cai gi (WHAT)

- Tai sao (WHY)
- O ddu (WHERE)
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- Khi nao (WHEN)
Chi tu van dung thudc khong can ké don (OTC: over the counter) cho ngudi bénh
ndi tri va ngoai tra. Pbi véi thude ké don thi chi tra 101 yéu cau tir ngudi bénh sau khi
da co trao ddi va duoc su ddng ¥ cua thay thude diéu tri.

Ai la ngwoi hoi?

Trudc khi tra 16i thong tin can biét trinh d6 chuyén mén ctia ngudi hoi:
- Ho 1a bac si hay chuyén gia?
- Ho 1a dugc si, diéu dudng hay ho 1y bénh vién?
- Ho 14 bénh nhan hay la mét ba me c6 con nho?

Sau d6é chudn bi trd li theo nguyén tic sau:

- Tra 101 thong tin trén co s& bang ching mot cach toan dién voi nhimg ngudi co
chuyén mon sau. Vi nguoi hdi thong tin cang c6 trinh d§ hoac chuyén mon cao thi cau
hoi cang kho.

- Tra 161 mot cach don gian, d& hiéu d6i voi cau hoi vé thong tin thude tircong
dong.

Ciu héi vé vin dé gi? Yéu cau thong tin gi? Pé phan loai thong tin chinh xac, vi can
hiéu cau hoi dé chuan bj kién thac cho thong tin. Thao tac nay yéu cau ngudi duoc si
phai dit cdu hoi v6i nguoi thong tin. Trude hét hiy xac dinh thuc chit cau hoi 1a gi 6
nghia 14 xac dinh thyc chat nguoi héi mudn biét cai gi? Sau d6 phan loai cau hoi theo
cac nhom sau:

- Nhén dang thude/ sinh kha dung cua thude.

- Dugc dong hoc.

- Liéu luong.

- Phan tng c6 hai, tdc dung phu.

- Thudc dugce lya chon? Hiéu qua?

- Twong tac/ twong ky cua thudc

- Ngd doc thudc.

- Cac véan dé khéc

Tai sao ngwoi hoi lai yéu cau tra loi cau do?

Khi muc dich cia cau hoi 13 chung chung, chi can tra 10i chung chung. Dé tra 10 cac
thic mac co lién quan dén ngudi bénh, can biét thong tin vé nguoi bénh trudce khi giai
dap day du. Lay thong tin tir nguoi bénh va gia dinh dé tim hiéu chi tiét vé nguoi bénh:
Tén tudi, cAn ning, giGi tinh; Tién st bénh tat, tién cin di tng va phan Gng c6 hai cua
thudc; Chirc ning gan, than...

Cau hoi bat nguon tur dau?
Tinh cap bach va tdm quan trong cia cau hoi phu thugc vao ngudn goc cua cau hoi

dé biét dugc khi nao thi can tra 151 cau hoi do. Thong thuong hay gap cac céu hoi tu
khoa kham bénh (bénh nhan ngoai tr)); Khoa cip ctru, Khoa héi strc tich cuc; Tai nha.
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Khi nao thi can trd 10i?

Nén giai dap thic mic cang nhanh cang t6t, nhung khong bao gio dugc bo qua tinh
chinh x4c va diy du cua thong tin. Ly v kién cta nguoi thir hai néu nhu con nghi ngo
cau chuan bi tra 10i cia minh. Khong bao gid ngai dé cap van dé d6 véi nguoi co thé
gitip tra 101 day du, chinh xac. Néu khong biét cr tra 101 12 khong biét va hua s& goi lai
cho nguoi hoi.

Bon budéc co ban chudn bi cdu tra loi:

- Budc 1: Panh gia va st dung tat ca cac ngudn tham khao da tra ctru dé tim cau
tra 101.

- Bude 2: Ghi chép lai nhitng ndi dung tir nhitng ngudn tham khao, 1am 1 va/
hodc tra 101 cau héi yéu cau.

- Bu6c 3: Tom tat rd rang thong tin da chon.

- Burde 4: Tra 101 "miéng" va/ hodc tra 101 bang vin ban chinh thuc.

Hinh thure tra loi:

Tra 161 qua dién thoai: Chuén bi sin sang tra 161 nhitng cau hoi khac ctia nguoi dat
cau hoi khi nghe thong tin giai dap.
Tra 101 bang van ban ludn dua di cac thong tin sau:
- Théng tin gidi thiéu hodc kién thirc vé van dé tra 10i.
- Toém tit va thao ludn vé viéc nghién ctru cac tai liéu thong tin thude (ké ca cac
bang, biéu va d6 thi néu can) theo trinh ty thoi gian.
- Két luan rat ra tir tai liéu thong tin thude.
- Ghi myc lyc cac tai li¢u st dung trong thao tac tra 101 cau hoi.

Huéng dén chung cdch tra loi:

- Nén lién lac v6i nguoi yéu cau thong tin trong mot thoi gian cu thé, ngay ca khi
ban chua co6 cau tra 1o1.

- Tranh dung nhimg cum tir nhu “theo t6i” hodc “theo toi... khong...”. Néu ban
khong tim dugc cau tra 101, dirng phdng doan.

- Khoéng bao gi¢ sir dung nhimng ndi dung triru tugng khong thuc té khi giai dap.

- Héi ngudi yéu cau thong tin xem thong tin ban cung cap da day du chua.

- Hoi xem nguoi yéu cau thong tin co can thém thong tin khong. Dé xac dinh
xem thyc t& ngudi yéu ciu thong tin dd hoi dung cai can hoi chwa va ban da tra 101 dang
chua. Pé xac dinh liéu ciu tra 16i hay goi y d6 dd duoc chip nhan chua va néu dugc
chap nhan thi d3 co tac dong gi dén két qua diéu tri cua bénh nhan.
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BAI 8: HUONG DAN SU DUNG DUQC THU QUOC GIA VIET NAM

MUC TIEU

1. Khdi niém vé Duoc thw quéc gia Viét Nam (DTQGVN)

2. Tam quan trong ciia DTOGVN trong cong tdc hwéng dan sir dung thuée hop Iy,
an toan va hiéu qua.

3. Nam viing néi dung DTOGVN va cdch sit dung DTQGVN dé tra ciru théng tin vé
thudc nham hudng t6i viée sir dung thuoc hop Iy, an toan va hiéu qud.

NOI DUNG
I. GIOI THIEU CHUNG

Tt nhiéu nam qua, cac nha khoa hoc 1a cac bac si, duoc si da t6 chirc bién soan, xuat
ban mot sd tai lidu hudng dan st dung thude phuc vu nhu cau cia dong ddocan by Y té
va nhan dan. Pac biét nhitng ndm gén day, khi nén kinh té Viét Nam hoat dong theo co
ché thi truong, nhitng tai liéu hudng dan st dung thude cua mot sb cong ty duoc phém
trong nudc va nudc ngoai ludn dugce cap nhat, phat hanh rong rai, 1a cac tai li€u tra ctru
vé st dung thudc kha phd bién. Tuy nhién, cac 4n pham do cac cong ty hay cac nha san
Xuét phat hanh khé tranh khoi tinh thuong mai va khong dé cap toan dién dén cac noi
dung lién quan dén thudc va cach st dung thude, dic biét 1a cac tac dung phu c6 hai.
Mot tai liéu hudng dan sir dung thudc cung cdp nhiing thong tin khoa hoc, ding dén,
khach quan do BO Y té chinh thirc ban hanh ludn 13 niém mong moi ciia cac can bd Y té.

bé dap ung yéu cau cép thiét noi trén, BO Y té da giao cho Hoi déng Duogc dién -
Ban chi dao bién soan Duogc thu Quéc gia Viét Nam (DTQGVN) td chirc bién soan tai
liéu huéng dan sir dung thudc do BO Y té chinh thirc ban hanh goi 1a Dwge thw quoc gia
Viét Nam.

DTQGVN la tai liéu huéng dan st dung thude hop 1y, an toan va hiéu qua do Bo Y
té ban hanh; Cung cip nhitng kién thirc co ban, dung din, can thiét vé diéu trj va sir
dung thudc cho can bo y té, dic biét 1a cac thay thude thuc hanh.

DTQGVN bao gébm 16 chuyén luan chung, 3 phu luc va 500 chuyén luan thubc gbc
trong s6 gan 900 dugc chat c6 & hon 10.000 duge pham luu hanh trén thi trudng Viét
Nam. Danh muc thudc trong DTQGVN gdm hau hét cac thude trong Danh muc thude
thiét yéu Bo Y t& ban hanh lan tha tu (1999) va mot s6 thude chuyén khoa.

Céc thong tin trong Dugc thu qudc gia Viét Nam 13 nhitng thong tin chinh thirc,
khoa hoc, khach quan dugc tham khao tir cac tai liéu huéng dan sir dung thudc cia Bo Y
té, T6 chirc Y t& thé giéi va cac tai libu cd uy tin trén thé giéi nhu: Goodman va
Gilman’s, The Pharmacological Basis of Therapeutics; Martindale; British National
Formulary (BNF); Drug information (AHFS); Drug information For The health Care
Professional (USPDI); Physicians’ Desk Reference (PDR)...két hop voi thyc té diéu tri
tai Viét Nam.
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I1. NOI DUNG DUQC THU QUOC GIA VIET NAM

Bao gdém 4 phan chinh:
- Phan chuyén luan chung
- Phan chuyén luan thudc
- Phan phy luc
- Phan muc luc tra ctru

1. Phin chuyén luin chung

Céac chuyén luan chung cung cip cho thiy thudc mot sb kién thirc chung, co ban,
can thiét vé thuc hanh su dung thude trong diéu tri, bao gém 16 chuyén muc nhu sau:
Ké don thudc
- Thudc dung trong thoi ky mang thai va cho con bu
- Twong tac thudc
- Phong ngira va xu tri phan Gmg thudc c¢6 hai va tac dung phu (ADR)
- Nguyén tic sir dung thubc & tré em
- Ngo doc va thude giai doc
- Di tmg thudc va cach xir tri
- Diéu trj hop 1y bénh hen
- Anh hudng ciia mot s6 bénh d6i véi liéu dung va nguyén tic diéu chinh liéu cia
thudc
- St dung hop 1y cac thudc khang virus va diéu tri nhidm khuan co hoi ¢ ngudi
bénh bi HIV/ AIDS
- Sir dung hop 1y thude khang sinh
- Binh hudng st dung cac cephalosporin
- Sir dung hop 1y thude khang dong kinh
- Thubc chdng loan than, xt tri cac tac dung khéng mong mudn
- Giam dau

2. Phén céc chuyén luin thudc
Gidi thiéu vé 500 chuyén luan thude gdc.
Méi chuyén lugn dwoc trinh bay theo bé cuc thong nhét véi néi dung nhw sau:

Tén chuyén lugn: Thudc duoc ghi tén Viét Nam, viét theo danh phap trong Dugc
dién Viét Nam da dugc Bo Y té cho phép 4p dung, dua trén nguyén tic chung 1a Viét
hoa mot cach hop 1y cac thuat ngit duoc pham theo tén chung quéc té tiéng Latin (DCI
Latin), tranh 1am thay d6i mat chit khac nhiéu so vé6i thuat ngit quéc t& nhu: bo cac 4m
cudi trong tén thudc theo chir Latin: um, ium, us; phu am nhic lai 2 1an thi bo 1 néu
khong gay nham 1an, chit "h" van doc dugc theo phat 4m tiéng Viét thi dé nguyén, néu
nguoc lai thi bo.

Vi du "Ampicillinum" (tén Latin) chuyén sang tén Viét Nam la "Ampicilin",
"chloramphenicol" (tén Latin) chuyén sang tén Viét Nam 1a "cloramphenicol"
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Néi dung m@t chuyén lugn: La nhiing thong tin kha day du va toan dién vé thude
va cach sur dung thudc, mdi chuyén luan thuong c6 18 muc nhu sau:
1. Tén chung quéc té: INN (International Nonproprietary Name) viét theo tén
tiéng Anh.

2. M@ ATC (The Anatomical Therapeutic Chemical Code)

3. Dang thuéc va ham lwong: Dang bao ché hién co trén thi truong va ham
lugng.

4. Dwge Iy va co ché tic dung: Cung cip cac thong tin co ban vé co ché tac
dung; tdc dung duogc ly, tinh chat duoc dong hoc cua thudc nhu kha nang hép thu, phan
bo, chuyén hoa, thai tru, gén két protein, nura doi cuia thude. ..

5. Chi dinh: Cung cip thong tin vé tic dung chira bénh cua thude.

6. Chong chi dinh: Néu cac trudng hop can tranh dung thude.

7. Thén trong: Cac trudng hop can than trong khi dung thubc, vi du ddi véi tré
em, ngudi cao tudi, ngudi co bénh vé gan, thén...

8. Thoi ky mang thai: Huéng dan va nhitng diém cha y vé dung thube cho nguoi
mang thai.

9. Thoi ky cho con bii: Huéng dan va nhitng diém cha y vé dung thudc cho
nguoi dang thoi ky cho con bu.

10. Tdc dung khong mong muén (Adverse Drug Reactions - ADR): La nhiing
phan tmg doc hai, khéng mong mudn, xay ra ¢ lidu thuong dung cho ngudi trong du
phong, chuan doan va diéu tri. Trong DTQGVN, cac tac dung phu cua thudc duoc chia
1am ba loai: Logi thuwong gdp 13 ADR xay ra trén 1% sd nguoi dung thubc, logi it gdp 1a
ADR xay ra dudi 1% va 16n hon 0,1% sé ngudi dung thudc, logi hiém gip 1a ADR xay
ra dudi 0,1% sd ngudi ding thude.

11. Huéng dén cdch xir tri ADR

12. Liéu lwong va cdch ding: Liéu lugng ghi trong Dugc thu qudc gia nham
huéng dan chung vé lidu lwong thuong dung cho ngudi 16n va tré em. Céc lidu nay 1a
lidu c6 tac dung diéu tri & ngudi 16n hodc tré em sau khi udng, trir truong hop ¢ ghi 13
duong dung khac. Liéu luong ghi trong Duoc thu qudc gia 13 lidu thong thudng o tinh
chat hudng dan, thay thudc co thé cho cao hon hoic thdp hon liéu thong thuong dé dat
duoc diéu tri toi vu trén timg truong hop nguoi bénh cu thé.

13. Twong tic thuéc: Khi sit dung ciing mét lac hai hodc nhiéu thude thuong dé
xay ra twong tac thudc (hién tuong tac dung ddi khang hodc hiép ddng). Mot thube co
thé 1am giam (hoac mét) tdc dung cua thudc khac do 1a tac dung dbi khang; nguoc lai la
tac dung hiép dong (c6 khi tac dung ting cuong dén muc giy doc cho nguoi bénh), vi
vay can than trong va khi that can thiét mdi ding chung céc thude dé véi nhau.

14. Pj on dinh va bdo qudn

15. Twong ky: Thubc khong dugc tron 1an véi thude khac vi xay ra phan tmg cua
cac thude voi nhau, ngoai co thé.

16. Quid li¢u va xir tri: Céc triéu chimg ngd doc thude khi dung qué liéu va cach
XU tri.

17. Thong tin quy ché: Nhiing thong tin trong qui ché ciia Bo Y té doi vai thude
(thudc doc bang A, B; thudc hudng than, thude thiét yéu)
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3. Phan phu luc: Gom 3 phu luc

- Phu luc 1. Xéac dinh dién tich bé mit co thé tir chiéu cao va cin ning: Tra bang
c6 san khi can biét dién tich bé mit co thé nham xac dinh liéu lugng thudc cho nguoi
bénh.

- Phu luc 2. Pha thém thudc tiém vao dich truyén tinh mach: Do nhu cau diéu tri,
nhiéu khi phai pha thém thudc tiém tinh mach vao dich truyén. Chuyén luan nay gém
nhiing nguyén tic chung pha trén cac thubc tiém tinh mach vao dich truyén dé dua
thudc vao duong truyén tinh mach.

- Phu luc 3. Phan loai thudc theo mi diéu tri - giai phiu - héa hoc (Ma ATC:
Anatomical - Therapeutic - Chemical Code).

4. Phan muc luc tra citu

Muc lyc tra ctiru bao gom tén thudc gbe va mot sé tén thwong mai. Vi nhitng thude
c6 qua nhiéu tén thuong mai chi gigi thiéu mot sd tén phd bién. Céc tén thuong mai ciia
thudc trong nudc duoc gidi thiéu wu tién cho nhirg san phim cua cac xi nghiép duoc
pham d3 dat tiéu chuan thuc hanh tot san xuat thudc (GMP).

III. HUONG DAN TRA CUU
1. Huéng din tra ctru chuyén luin chung va cac phu luc

- Chuyén luan Huéng dan vé Ké don thudc (trang 34). Can thiét dé thuc hanh ké
don tot

- Chuyén luin Phong ngtra va xt tri phan Gng thude c¢6 hai va tac dung phu (trang
37): Hudng dan nguyén tic phong ngira va han ché phan tng c6 hai cia thude khi cho
bénh nhan dung thudc.

- Chuyén luan Nguyén tac sir dung thudc & tré em (trang 39): Khi liéu dung thudc
cho tré chua biét 3, can tinh liéu lugng thude cho tré em theo liéu ngudi 16n va can biét
101 khuyén khi dung thude cho tré

- Chuyén luan Ngo doc va thudc giai doc (trang 40): Hudng dan thude giai doc
hodc thude dung trong diéu trj ngd doc va céc tinh trang lién quan, hoac mudn tham
khao vé mot s6 chat doc hoa hoc hodc duge phim co kha ning lién quan t6i cac triéu
chirng ngd doc

- Chuyén luan Di tng thudc va cach xtr tri (trang 44): Hudng dan cach xir tri cip
ctru sdc phan v¢, khi ngudi bénh bi mgt phan tng di tng nang va cach dung mat sb
thudc cdp ctru trong sdc phan vé.

- Chuyén luan Diéu tri hop 1y bénh hen (trang 45): Huéng dan nhiing kién thirc co
ban va phuong phap cu thé trong thuc hanh dé xtr tri va diéu tri con hen cap, hen cép
nang va hen de doa tinh mang.

- Chuyén luan anh hudng ciia mot sé bénh dbi véi lidu ding va nguyén tic diéu
chinh liéu cua thudc (trang 50 - 53): Hudng dan diéu chinh liéu thudc cho nguoi bénh
gan, bénh than (da s6 ngudi cao tudi).
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- Chuyén luan "Str dung hop 1y thudc khang sinh" (trang 61): Hudng dan diéu tri
mdt sd bénh nhiém khuéin thuong gap. Vi du truong hop bénh nhan dugc chan doan la
mac bénh viém than bé than cap, tra ctru trang 64 cho ta thong tin: Dung ampicilin 2g
tiém tinh mach 6 gid mot lan, két hop voi gentamicin 5 mg/kg mot 1an/ngay, t6i khi co
két qua khang sinh do.

- Phu luc 1: Xac dinh dién tich bé mit than thé ngudi tir chiéu cao va can ning
(trang 997): Dung d¢ biét dién tinh da tir chiéu cao va can ning nham tinh liéu thudc cho
tré em tir lidu thong thudng cua ngudi 16n.

- Phu luc 2: (trang 998): Hudng dan vé cach pha thém thudc tiém tinh mach vao
dich truyén va cach truyén dich. Vi du truong hop viém than bé than cip & trén, dung
ampicilin 2g tiém tinh mach va gentamicin, tra ctru Phu lyc 2. Pha thém thudc tiém vao
dich truyén tinh mach (trang 1004), huéng dan ampicilin natri, dung dich pha va hoa
lodng dugc truyén ngay, thé tich 100 ml, thdi gian 30 - 60 phit, qua 6ng nho giot trong
dung dich glucose 5%, natri clorid 0,9%, ringer hay ringer lactat. Thudng khong truyén
lién tuc.

- Phu luc 3: Phan loai thudc theo ma giai phau - diéu tri - hoa hoc (The Antonical
Therapeutic Chemical code - ATC). Danh myc thudc sap xép theo van chit cai kém ma
ATC (trang 1045): Giup tra nhanh mi ATC cia thudc. Danh muc thudc phan loai theo
ma ATC (trang 1008): Khi da biét md ATC cua thude, tra ctu tai phu luc nay sé biét
dugc phan loai thude, tac dung diéu tri va cac thudc khac co tac dung tuong tu trong
nhém c6 thé dung thay thé.

Vi du tim tac dung, thudc co tac dung tuong tu va thudc gidi doc cua Panadol.

Tinh liéu Panadol cho tré em 9 tudi cao 1m ning 25 kg

- Tra tai trang 1102 cho biét Panadol c6 tén gbc 1a paracetamol. Tim tac dung cia
thudc paracetamol:

+ Burde 1: Tra tir Danh muc thude sap xép theo van chit cai kém mi ATC vao
trang 1051, hodc xem tir chuyén luén thudc (trang 769) cho ta biét paracetamol c6 ma
ATC: NO2BEO1

+ Buwée 2: Tir md ATC tra Danh muc thudc phan loai theo ma ATC (trang 1008),
vao van N - H¢ than kinh (trang 1033), paracetamol trong nhém giam dau va ha sét.

- Thudc trong nhém c6 tac dung tuwong tu paracetamol 13 acid acetylsalicylic va
diflunisal

- Tim thong tin gidi doc khi ngé doc Panadol: Tra ctiru chuyén luan chung “Ngo
doc va thude giai doc” (trang 40): Ngd doc paracetamol, thude giai doc lya chon dau
tién 1a acetylcystein va thude lya chon thir 2 13 methionin

- Tinh liéu cho tré em dudi 9 tudi cao 1m ning 25 kg: Tra phan liéu luong va cach
dung cta paracetamol tai trang 771 cho biét liéu cua ngudi 16n 1a 325 mg/lan, ¢t 4 - 6h
mot lan.

Cong thire tinh lidu cho tré em tai trang 40:

Dién tich co thé (m2) x liéu ngui
Liéu wére lwgng cho bénh nhi =_l&n

1,8
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Tinh dién tich bé mat co thé dua vao chiéu cao va can nang, tra ctru phu luc 1 (trang
997): Truong hop tré cao 1 mét, ning 17,5 kg c6 dién tich bé mit than thé 0,68 m> lip
vao cong thure trén ta co:

Liéu diing cho tré = 0,68 X 325 : 1,8 = 122,7 mg/lan (khodng 120 mg/lan)

2. Muc luc tra ciru

- Thubc duoc sap xép theo thir tur ABC

- Tén thudc in ddm chi tén thudc gdc.

- Tén thudc in thudng chi tén biét dugc ciia thude.

- Ta ¢6 thé tim duogc s6 trang cua mot thude bat ky dé doc cac thong tin vé thude.
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BAI 9: BAI TAP PHAN TiCH PON THUOC,
SU DUNG THUOC TRONG CAC CA LAM SANG

MUC TIEU

1. Phurong phdp phan tich sir dung thuéc
2. Phan tich cu thé mot so ca lam sang tai lieu va van dung phan tich sur dung thuoc
trong bénh vién.

NOI DUNG
I. PHUONG PHAP PHAN TiCH SU DUNG THUOC

- Xem xét nhimg ghi chép co ban vé nguoi bénh: SO vao vién, gidi tinh, tudi, tién
stt bénh, co dja ngudi bénh c6 duoc ghi day du hay khong?

- Can ct cac dau hiéu 1am sang: Mach, nhiét do, huyét ap, nhip thd, nhip tim, cac
két qua xét nghiém, két qua chan doan hinh anh dé phan tich viéc chan doan bénh c6
chinh xac hay khong?

- Cung mot lac chira mot hay nhiéu bénh? Nhirng bénh nao?

- Thudc chi dinh c6 phii hop v6i chan doan hay khong?

- Kiém tra: Liéu lugng, duong dung thudc, khoang cach gilra cac lan dung thudc
trong ngay, trong dot diéu trj c6 'hop ly hay khong? Kiém tra hudng dan s dung thuoc

- Phat hién tuong tic thudc. Vi cac bénh an ciia bénh nhan dang diéu tri néu co
thé: khai thac nhitng thudc ngudi bénh da ty diéu tri, nhitng thude di diéu trj tir tuyén
duéi (v6i ngudi bénh chuyén vién) dé tim tuong tac véi cac thude dang duoc diéu tri

II. CACH TIEN HANH

- Hoc vién cta 16p hoc chia 4 nhom, tirng nhom thao luan, phan tich don thudc, ca
1am sang. Sau khi thdng nhét y kién mdi nhém cir mot nguoi phén tich trude toan 16p, ca
16p bo sung.

- Giang vién huéng dan, goi y dé hoc vién tu phan tich.

- Gi4o vién chira bai tap trén nguyén tic huy dong hoc vién tra 10i cac goi y (khong
lam thay)

PHAN I

PHAN TiCH PON THUOC
( Don thuoc thu thap tai mgt so phong kham bénh)

PON THUOC SO 1
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Bénh nhan nam, 43 tuoi
Chin dodn: Viém phé quan thé hen
Diéu tri:
- Erythromycin 0,25g x 6 vién/ngdy, Udng chia2 1an  x 7 ngay.
- Theophylin  0,1g x 4 vién/ngay, Ubng chia 2 lanx 7 ngay
Cau hoi:
1. Vi khuan nao thuong gy viém phé quan? Khéang sinh lya chon hop 1y
chua? Néu chua dé xuét chon khang sinh nao?
2. C6 tuong tac thubc khi dung dong thoi hai thudce trén khong? Hau qua?
Cach khic phuc?

PON THUOC SO 2

Bénh nhén nit, 64 tuéi
Chéan dodn: Viém duong tiét ni€u do nhiém khuén, xo gan c6 chudng (c6 hdi chung
hoang dan)

Diéu tri:

- Peflacin 400mg x 2 dng Truyén tinh mach cham, 2 lan/ngay (pha trong
250ml dung dich glucose 5%)
- Methionin 0,25¢g x 4 vién Ubng 2 lan/ngay
Cau hoi:
1. Peflacin than trong khi dung cho d6i trong nao? Dung peflacin cho ngudi
bénh nay c6 hop ly khong?
2. C6 thé chon mot thude nhom cephalosporin diéu tri cho ngudi bénh nay
dugc khong? Loi ich?
3. Methionin chi dinh trong truong hop nao?

PON THUOC SO 3

Bénh nhan ni, 12 tuoi
Chin dodn: Viém duong tiét niéu
Diéu tri:
- Peflacin 400mg x 1 vién x 2 lan/ngay x 10 ngay
Cau hoi:
1. Thudc nhém fluoroquinolon chéng chi dinh cho 1ta tudi nao? Tai sao?
2. Lua chon khang sinh hop Iy hon cho nguo1 bénh nay?

PON THUOC SO 4

Bénh nhén nit, 61 tuéi
Chin dodn: Viém thuy dudi phoi phai, trén bénh nhan c6 hoi ching than hu

Diéu tri:

- Gentamicin 80mg x 2 dng/ngay chia 2 lan (tiém bap) x 7 ngay
- Cefuroxim 1gx 2 lo/ngay chia 2 lan (tiém TM cham) x 7 ngay
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Cau hoi:

1. Binh vé lya chon thude diéu tri?
2. Liéu thudc c6 hop Iy khong? Can lam thém xét nghiém gi?

PON THUOC SO 5

Bénh nhan ni, 31 tuoi
Chén dodn: Myn mu trén bénh nhan c6 thiéu méu thiéu sét
Diéu tri:
- Tetracyclin : 0,25g x 6 vién x 7 ngay, Uong 2 lan/ngay
- Vitamin C 0,1g x 5 vién x 20 ngay, Ubng 1 lan/ngay
- Siderfol : x 2 vién  x 20 ngay, Ubng 2 lan/ngay
Cau hoi:
1. Thanh phan cta Siderfol? Chi dinh vitamin C hop 1y hay khong?
2. Tac nhan nao trong don 1am giam hép thu tetracyclin?
3. Tac nhan thuong gay nhiém trung trén da 1a gi? Co thé chon khang sinh nao khac
diéu tri tt hon?

PON THUOC SO 6

Bénh nhan nam, 17 tuoi
Chin dodn: Viém l¢i ring
Diéu tri:
- Vitamin C 0,1g x 5 vién x 10 ngay, Udng 1 lan/ngay
- Ampicilin 0,5g x 4 vién x 7 ngay, Ubng 2 lan/ngay
Cau hoi:
1. Vi khuan nao thuong gdy nhiém khuan ring miéng? Ampicilin hip thu qua
duong ti€u hoa bao nhi€u %? Nén lya chon khang sinh nao diéu trj viém loi?
2. Chi dinh cua vitamin C hop ly hay khong? Tai sao?

PON THUOC SO 7

Bénh nhin nam, 56 tuoi
Chin dodn: Tang huyét ap trén bénh nhan c6 loét hanh ta trang
Diéu tri:
- Adalat 10mg x 3 vién x 10 ngay, Ubng 3 lan/ngay
- Cimetidin 200mg x 5 vién x 10 ngay, Ubng 3 lan/ngay
- Actapulgite x 2 goi x 20 ngay, Uong 2 lan/ngay
(mdi goi pha véi 1 coc nuére)
Cau hoi:
1. Co twong tac ndo xay ra khi dung dong thoi ba thude trén? Cach khac phuc?
2. Huéng dan ngudi bénh cach udng thudc?

PON THUOC SO 8
Bénh nhén nit, 34 tuéi

Chin dodn: Luput ban d6 hé thong c6 suy tim do I
Diéu tri:
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- Digoxin 0,25mg x 2 vién, Udng chia 2 lan/ngay
- Prednisolon 5mg x 8 vién, Udng chia 2 lan/ngay
Cau hoi:

1. Cha y gi khi dung hai thudc trén?

2. Can theo ddi gi khi ngudi bénh dung hai thude trén?

PON THUOC SO 9

Bénh nhéin nam, 67 tuoi .
Chan dodn: Di ttng ampicilin trén bénh nhan nh61 mau co tim trudc vach ngay thia
15
Diéu tri:
- Astemizol 10mg x 1 vién x 2 ngay
Prednisolon 5mg x 8 vién/ngay x 5 ngay (uong budi sang)

- Fraxiparin 0,3ml x 1 lo/ngay x 5 ngay (tiém dudi da)
- Maalox x 2 vién/ngay x 5 ngay chia lam 2 1an (nhai trude bira dn)
Cau hoi:

1. Co nguy co gi khi ding dong thoi cac thude trén? Cach khac phuc?
2. Su dung Maalox c6 hop 1y khong?
3. Hudéng dan nguoi bénh dung thuoc dung cach?

PON THUOC SO 10

Ba N., 34 tuéi
Chan dodn: Viém miii di teng cé bgi nhiém
Diéu tri:
- Erythromycin 0,25 g 6 vién/ ngay x 7 ngdy,  Udng 2 lan/ ngay
- Astemizol 10 mg, 1 vién/ngay  x 4 ngay
Cau hoi:
1. Nhan xét gi khi st dung hai thudc trén dé diéu tri.
2. Liéu va khoang cach dua thudc hop 1y chwa?
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PHAN II

PHAN TiCH SU DUNG THUOC TRONG MQT SO CA LAM SANG
(Tom tat tir m@t so bénh dan diéu tri & bénh vién)

BENH AN SO 1

Bénh nhén nam, 20 tudi, cén ning 43,5kg
Chdn dodn: Soi than tréi, & nu6c than tréi
Xét nghi¢m: Uré huyét: 10,2 mmol/l Creatinin huyét 177 pmol/l
Xk tri: M6 lay soi than, dan luu.
Chi dinh thuéc sau mé:
- Ampicilin g ~ x2 19 x 10 ngay Tiém bap 2 lan/ngay
- Gentamicin 80mg x 2 6ngx 10 ‘ﬁgéy

Cau hoi:

1. Can b6 sung thém khang sinh nao khac nita? Tai sao ?

2. Gentamicin tiém 2 1an trong ngdy so voi 1 lan trong ngdy c6 gi khac nhau vé
hi€u qua va tac dung phu?

3. Liéu gentamicin cho nguoi bénh nay hop 1y hay chua?

BENH AN SO 2

Ba H., 64 tudi.

Tién sir: MO so6i dng mat chu. Hién nay dau ha suon phai, sot, vang da.

Xét nghiém mdu: Bilirubin truc tiép 40,2 pymol/l

Bilirubin toan phan 55,0 pmol/l

Siéu am: Ong mat chu gidn 1,4 cm trong ¢ hinh ting 4m kém bong can. Puong
mat trong gan phai c6 hinh ting 4m kém béng can rd. Ti mat khong c6 soi. Két luan soi
6ng mat chu, s6i gan phai. Mach 115 lén/phﬁt, nhi¢t do 40°C, da vang nhe

Chin dodn: Soi mat tai phat, soi gan phai.

Ngay dau:
- Ringer lactat 500ml Truyén tinh mach XXX giot/phit
- Glucose 5% 500ml ) .
- Cefadin Ig  x21o Tiém bap 2 lan/ngay
- Visceralgin ~ x 1 6ng Tinh mach cham

- Efferalgan 0,5g x 2 vién Ubng sang, chiéu
Ngay thir 2: Vén chi dinh nhw trén va thém thuéc:

- Gentamicin 80mg x 2 dng Tiém bap 2 1an/ ngay
- Vitamin K 5mg x 4 6ng

- Zentel  x2vién Ubng sang, chiéu

- Visceralgin x 1 dng Tinh mach cham
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Ngay thir 3:

- Gentamicin 80mg ~ x 2 ong Tiém bép 2 1an/ ngay
- Vitamin K 5Smg x 4 6ng

- Eganin  x 2 vién Uong sang, chicu

Ngay 4: Diéu tri nhw ngay thir 3 va thém:

- Metronidazole 0,5g x 2 chai Trpyén tinh mach
- Seduxen Smg  x 2 vién Udng budi to1
Cau hoi:

1. Nhitng loai vi khuan nao thuong gy nhiém tring dudng tiét niéu va duong gan
mat? Ban luan vé chi dinh khang sinh?

2. Néu cach dung thuéc nhém aminoglycosid dé c6 loi vé hiéu qua, giam tac dung
phu? Tai sao?

3. Haiy néu dic diém cua té bao gan khi bi tén thuong (dic diém khac véi cac té
bao khac)?

BENH AN SO 3

Ba C, 67 tuéi, vao vién ngay 4/4/2003 véi 1y do ho kéo dai. Qua hoi bénh, tham kham
thdy ho thung thing kéo dai 1 thang, dom duc, khong c6 mau, khong kho thd, tirc nguc
nhe, i rao phé nang tho, khong ran, nhiét d6 36,80C.

Chin dodn: Viém phé quan

Diéu tri cdc thuéc sau:

- Ampicilin 1g ~ x 1 lo/ngay Tiém bap 2 lan/ngay

- Tecpicor x 4 vién/ngdy, Udng 2 lan/ngay

- Alphachymotrypsin x4 vién/ngay Ubng 2 lan/ngay

- Homtaminx 1 vién/ngay, Uong

Sau 10 ngay diéu tri, bénh nhan khéng sdt, hét ho, khong kho thd va xuat vién.

Cau hoi:

1. Trong truong hop nay, can phai cho bénh nhan lam thém xét nghiém chan doan
phan biét gi?

2. Phan biét viém phé quan do virut va do vi khuan, khi nao chi dinh khang sinh
diéu tri?

3. Liéu va khoang cach dua ampicilin cho nguoi bénh nay c6 hop 1y khong?

4. Truong hop nay c6 can dung thudc long dom khong? Dung terpincodein hop 1y
hay khong?

BENH AN SO 4

Bénh nhi nam, 5 tuéi, vao vién ngay 3/5/2000 véi 1y do dau tai phai, chay mu tai phai
gan 1 thang nay, da dugc diéu tri o tram y té x4 nhung khong khoi, 4 - 5 ngay nay sung,
dau quanh tai phai, kham thiy ong tai ngoai sung né, do, co dich xuit tiét, nhiét do:
37,8°C.
Chan dodn: Viém téy quanh tai phai, da duogc diéu trj cac thude sau:

- Penicilin G 1.000.000 BV x 1 lo/ngay, Tiém bap: sang, chiéu

- Depersolon 30mg, x 1 6ng, Tinh mach

- Clopheniramin 4mgx 1 vién/ngay, Udng 2 lan/ngay
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- Paracetamol 0,10gx 4 vién/ngay, Ubng 2 lan/ngay
Sau 9 ngay diéu tri, bénh nhan da hét sbt, hét dau, khong c6 mu tai va dugc XUt
vién.
Cau hoi:
1. Vi khuan gdy bénh thuong gap trong viém tai?
2. Ban luan vé str dung thude.

BENH AN SO 5

Cé D. 31 tudi, co thai 28 tuan, cach ddy 3 thang, da duoc diéu tri viém bang quang. Vao
vién vao ngay 9/3 vi c6 ra mdt chut méu am dao, nhung sau do tat ca cac kham nghiém
déu binh thuong. Ngay 16/3 lai mét, sét 40°C, run, dau bung phai va dau hé than phai.

Xét nghiém:

Pinh lugng Hemoglobin 104 g/1

Téc d6 mau lang (ESR - Erythrocyte Sediment Rate) 110 mm

Bach cau 21.050/ml (N 86%), creatinin 73 pmol/l, nitrit ni€u (+).

Diéu tri :

- Ngay dau ampicilin 2g, 3 lan/ngay, tiém tinh mach.

- Ngay thir 2: xet nghiém nudce tiéu va mau phat hién thay E. coli, béta-lactamase
(+), va khang sinh d6 cho két qua khang ampicilin.

- Ngdy thir 3: thay thudc dung cefuroxim 1,5 g x 3 1an/ngay, tiém tinh mach. Hai
ngdy sau, bénh nhan hét sét. Ngay 28/3 bénh nhan ra vién, nhung van duoc ké don
nitrofurantoin 50 mg/lan x 3 1an/ngay trong 10 ngay tiép theo.

- Mot thang sau, co D sinh con, thai nhi da tir vong!

Cau hoi:

1. Tai sao thai nhi tr vong? Phu ni ¢6 thai viém duong tiét niéu c6 nguy co gi? C6
thé tranh nguy co nay dugc khong?

2. Liéu dung cua thudc khang sinh cho phu nit mang thai c6 thay ddi khong? Tai
sao?

3. Néu cach chon khang sinh diéu tri cho phu nit mang thai nhiém khuan duong tiét
niéu c6 nguy co nhiém khuan huyét?

BENH AN SO 6

Bénh nhdn nit, 42 tuéi, vao vién ngay 28/4/2000, 1y do vao vién: Sung dau cang tay trai
(sau khi tiém 1 loai thubc vao tay trai 3 ngay),

DPuwoc chin dodn: Viém tay lan tod cang tay trai.

Da dwoc diéu tri cdc thuéc sau:
SAT 1500 BV x 1 dng/ngay, Tiém bap
Gentamicin 0,08g x 1 dng/ngay, Tiém bép 2 15n/nga‘1y
Lincomycin 0,6gx 2 6ng/ngay, Tiém bap 2 lan/ngay

- Alphachymotrypsin x 6 vién/ngay, Ubng 2 lan/ngay

Sau 5 ngay diéu tri, toan bo canh, cang tay trai sung né, tdy do chu vi bén viém tay
8cm, van dong khuyu tay dau, han ché, cam giic ngodn tay binh thuong, bénh nhéan xin
chuyén 1én bénh vién Viét DPuc diéu tri.

Cau hoi:

1. Lya chon khang sinh da hop 1y chua? Néu cach dung hop 1y ?

2. Tac dung khong mong mudn ctia lincomycin?
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BENH AN SO 7

Chi G. 37 tuéi c6 thai 8 tudn. Ngay 2-10-2003 ngudi bénh dau bung, ra huyét den, ri ri.

Khép gbi sung dau. Kham trong c6 huyét ra theo tay, mui hoi.

Xét nghiém:

- Xét nghiém mau: Hong cau 3,6 triéu/ml; Bach cau 10.000/ml (trung tinh 87%,
Lympho 13%)

- Huyét ap 110/70 mmHg, mach: 110 lan/phut, nhiét d6: 39,2°C

- Xét nghiém nudc tiéu: Protein 0,3g/1

- Siéu 4m tir cung, voi trimg, theo ddi thai chét luu.

Chin dodn: Thai 08 tuan chét luu, nhidm tring trén san phu viém khop.

Diéu tri:

Ngay 2/10 dén 7/10

Ampicilin g~ x 04 lo x 05 ngay, Tiém bap 2 lan/ngay
Adrenoxyl 10mg x 02 vién x 03 ngay , Uong 2 lan/ngay
Vitamin B1 0,01g x 10 vién  x 08 ngay, Udng 2 lan/ngay
Vitamin C 0,01g x 10 vién x 08 ngay , Ubng 2 lan/ngay

Ngay 3/10 thém:
- Gentamicin 80mg x 02 6ng x 04 ngay, Tiém bép 2 lan/ngay

Ngay 4/10 dén 5/10 thém:

- Diclofenac 75 mg x 01 dng x 02 ngay Tinh mach XXX
giot/phit

- Metronidazol 250mg  x 02 lo x 05 ngay

- Glucose 5% x 500 ml x 01 ngay

- Ringer lactat 500ml x 01 ngay

Ngay 5/10 thém:

- Penicilin G 1tri¢u Ul x 810 x 06 ngay, Tinh mach XXX giot/phut

- Natri clorid 0,9% chai 500ml x 05 ngay, Tinh mach XXX giot/phut q

- Prednisolon 5Smg x 4vién x 03 ngay Ubng vao buoi
sang

Ngay 7/10 thém:

- Atropin sulfat 0,25mg  x 02 éng x 02 ngay Tiém bép

- Oxytoxin 5 Ul x 03 dng x 03 ngay Tiém bap

- Penicilin G 1 tricu Ul  x 02 lo x 03 ngay, Tinh mach cham

Sau 6 ngay diéu tri, ngay 8/10 bénh nhan ra vién.

Tinh trang ra vién: Bénh nhan tinh khong sot, khong ra huyét, nhung khép gbi van
dau, han ché van dong.

Cau hoi:

1. Nhan xét vé cach dung khang sinh cho ngudi bénh
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2. Néu diéu tri viém khép nhu thé dd du chua?
BENH AN SO 8

Bé gdi 9 thang tudi; can ning 7kg

Triéu chirng:  Khoi bénh 2 ngay, sbt, nén, mira, di ngoai (cau) phan 1ong 2 - 3
lan/ngay. Lo mo mat triing, mo6i kho, thop phdng (+/-), cd clng, dong tir 2 bén déu
3mm, dap tng anh sadng, khong liét khu tra.

Mach 144 1an/phut; nhiét d6 39,5°C; huyét ap 80/40 mmHg; thé 70 1an/phit

Xét nghiém:

Hong cau 2.400.000/ml Bach cau 14800/ml (N 70%; L 30%) Xét nghiém  vi
khuan dich ndo tuy: Cau khuan Gram (+) dang hinh nén ++++ day dic

Test VK: Streptococcus pneumonia (+)
Chin dodn: Viém mang nido mu do Streptococcus pneumonia
Diéu tri:

- Thoé oxy

- Lau toan than bang nudc 4m, cho dén khi tré d6 mo hoi

- Cefotaxim 1g x 1 1o x 21 ngay, Tinh mach 8h - 16h

- Ampicilin 1g x 1 1o x 21 ngay

- Dexamethason 4 mg x 1 dng x 4 ngay dau, Tiém tinh mach

- Paracetamol vién dan 80 mg, dit hau mon khi sdt cao trén 38,50C

Sau diéu tri 1 ngdy, xét nghiém dich ndo tuy phan ng Pandy (+); protein 60
mg/dl; glucose 0,35 g/I; bach ciu 12.000/ml; Test vi khuan Streptococcus pneumonia

().
Nguoi bénh xuét vién sau 21 ngay diéu tri.

Cau hoi:

1. C6 nhing loai vi khuan nao gdy viém mang nio mu? Thudc diéu tri voi mdi loai
vi khuan (lwu ¥ tinh hinh khang thudc hién nay tai Viét Nam).

2. Thu ty dung corticoid va khang sinh cho nguoi bénh viém mang ndo mu? Khi
dung dong thoi dexamethason va cefotaxim can luu ¥ diéu gi?

3. Dung két hop cefotaxim va ampicilin hai khang sinh ciing nhom béta-lactam cho
nguoi bénh nay c6 hgp ly khong? Tai sao?

BENH AN SO 9

Ong O 45 tuéi bi tai nan do min nd, gay da chan thuong trong dé c6 chan thuong nio.
Chtrc ning than binh thuong. Ong duoc mé cip ctru 1y mau tu. Sau 10 ngay bénh nhan
bi 4pxe ndo, vi sinh x4c dinh do Staphylococcus aureus (tu cau vang) khang methicilin
(MRSA). Khang sinh d6 cho thdy vancomycin va cloramphenicol con nhay cam voi
MRSA

Diéu tri:
- Vancomycin Ig x2 1o Tinh mach cham
- Cloramphenicol 1g x 2 lo Tinh mach cham

- Ringer lactat 1000 ml

- Truyén tinh mach L giot/phut

Piéu tri 1 ngay thi ngudi bénh bi di ing v6i vancomycin (n6i mé day, ngira toan
than) do d6 ngimg diéu tri vancomycin va thay bang penicilin G 24 triéu don vi/ ngay,
dung trong 7 ngay. Ngudi bénh c6 tién lwong xau.
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Cau hoi:

1. Vi khuan gy apxe ndo trong trudng hop da chan thuong ¢ nguoi bénh nay?
2. Két hop vancomycin véi cloramphenicol c6 hop 1y khong?

3. Dung penicilin G 24 triéu don vi/ngay c6 diéu tri dugc MRSA khong?

4. Lya chon khang sinh nao cho ngudi bénh nay?

BENH AN SO 10

Bénh nhan nam 33 tudi, c6 tién st viém gan. Hién tai, dau bung, bo dudi suon phai, sot
vira, nudc tiéu vang sam, vang da toan than.

Xét nghiém:
Phan trng Gross 0,5 ml Maclagan 7,2 don vi
Hong cau 3.100.000/ml Bach cau 9.150/ml (N 70%; L 30%); Hb 10%

Két qua siéu dm:

Gan nho hon binh thuong, ciu tric dam, am khong déu, co cac ndt ddm am kich
thudc to nho khac nhau, c6 6 ddm am kich thude 1,7 x 1,3cm, ¢6 nhiéu dich & xung
quanh gan.

Chin dodn: Viém gan tai phat do tic mat.
Diéu tri:

Ngay thiv 1 dén ngay thir 5:

Truyén tinh mach IV giot/phut
- Glucose 30% x 1000 ml
- Cefotaxim 1g x2lo Tiém bap ngay 2 lan
- Gentamicin 80mg x 2 6ng Tiém bap ngay 2 lan
- Vitamin 3B ‘ x 10 vién Ubng 2 1an/ ngay

- Glucose 5% ‘X 1000 m

- Fortec X 6 vién
Bénh nhdn xin vé sau 5 ngdy
Cau hoi:
1. Néu vi khuin thudng gip trong cac bénh nhiém tring duong gan mat? Lua chon
thudc diu tri?
2. C6 tuong tac khi dung ddng thoi cac thude trén khong? Néu cach xu 1y néu co
tuong tac.
3. Tac dung cua Fortec ddi vé6i viéc bao vé gan (trén co s& y hoc dua trén bang
chung)?
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