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 Khéi quat vé twong tac thuoc

\

y  Quan |y twong tac thuoc

+ Danh muc twong tac thuoc chong chi
dinh trong thwc hanh lam sang




[ Tinh huong 1: ]

Mot bénh nhan nam 24 tudi dudc dua dén khoa cap ciru vi nghi bi ngo
ddc thirc an véi cac biéu hién nén mira dir ddi, chdng mat, dau nguc va khé
tha. NguGi nha cho biét cau chuyén xay ra khi anh ta dang du tiéc cung vai
may ngudi ban.

Tham kham va hoi bénh:

Q Ban dau, anh cho biét khong su dung bat ky loai thuoc nao khac ngoai bia
ong bira tiéc.
Sau do anh nhd lai, da dung “Spiramycin + Metronidazole” may ngay trudc
do vi bi “sau rang”

- [ TUONG TAC THUOC !? 1
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Dose-dependent

elimination :
2-10% » Breath, sweat, urine
Microsomal
enzymes
Ethanol —— 210% > Acetaldehyde
flushing
headache
high levels nausea
of aceteldehyde vomiting
Alcohol hypotension
dehydrogenase
80% > Acetaldehyde
disulfiram = Aldehyde
dehydrogenase
Acetyl CoA Acetic acid
Citric acid
cycle

Fatty acids CO, + water



ALCOHOL !

WAKE UP CLEAR

WAKE U

A%f

RU-21

ADH: alcohol #¢hydrogenase =====-e---

ALDH: aldehygé dehydrogense ---X--

Metronidazol
Cefoperazon
Cefotetan
Cefamandol
Ceftriaxon
Isoniazid
Sulfamethoxazole/trimethoprim

Disufiram like

ETHANOL

Acetyl CoA

<




[ Tinh hudng 2: ]

Mot bénh nhan nam co tién st stv dung Metoprolol dai ngay (dé diéu tri dau that
ngwc va truy tim mach) bi viém phdi va nhap vién. Tai bénh vién, bénh nhan bi

sock phan vé Cefotaxim, dwoc xt tri bang Adrenalin nhwng khong dap tng!?
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METOPROLOL

B-BLOCKER: -1 SELECTIVE

EPINEPHRINE
or NOREPINEPHRINE

=

WORKS by
BLOCKING B-1
RECEPTORS

l p-1 RECEPTOR

HYPOTENSION
BRADYCARDIA |
DRUG-DRUG INTERACTION \

L RENIN RELEASE 4 HEART RATE

4+ ANGIOTENSIN 11§ CONTRACTILITY

T Na* & H,0 LOSS 0, DEMAND




- Metoprolol (va cac thudc chen beta ndi chung) cé thé lam tang tinh nhay
cam cua cac di nguyén va tinh tram trong cua cac phan ing phan vé:
Tuong tac thuoc - sinh ly, bénh ly

- Metoprolol la thudc chen beta, con Adrenalin la thubc cuong beta:

Tuong tac cua 2 thudc cd tac dung ddi khang trén cung mot thu thé

| !

PHU LUC IV

HUONG DAN XU TRi PHAN VE TRONG MOT SO TRUONG HOP DAC BIET
(Ban hanh kém theo Thong tu s6 51/2017/TT-BYT ngay 29 thang 12 nam 2017 cua B
triréng BO Y té)

. Phan vé trén doi twong sir dung thuoc dac biét

1. Phan vé trén ngwoi dang dung thudc chen thu thé Beta:

a) Bap ng cua ngudi bénh nay véi adrenalin thuwong kém, lam tang nguy co ttr vong.

b) Elleu tri: vé co ban giébng nhu phac dé chung xur tri phan vé, can theo doi sat huyét ap,
truyén tinh mach adrenalin va cé thé truyén thém cac thude van mach khac.

c) Thubc gian phé quan: néu thuéc cudng beta 2 dap ¢ng kém, nén ding thém khang
cholinergic: ipratropium (0,5mg khi dung hoac 2 nhat dudng xit).

d) Xem xét dung glucagon khi khéng co dap (rng vai adrenalin.



{ Twong tac thuoc |a phan trng gitba mot thuoc va tac nhan thir 2 J
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THUC AN

= MOI TRUONG, HOA CHAT,
===| DUWOC LIEU, XET NGHIEM...




[ TUONG TAC THUOC J

Twong tac dwoc déng hoc




Twong tac dworc dong hoc la twong tac anh hwong dé’n qua trinh
hap thu, phan bo, chuyén héa va thai trir thuoc

- |
| iberatio\

Absorptio

Distribution

Metabolism

Excretion

H & 9 2
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TUWONG TAC DUOC BONG HOC }
Twong tac do thay doi trong qua trinh hap thu }

» Twong tac do tao phirc gitra hai thudc khi dung déng thoi
Al¥*/Mg?*(antacid)/Ca?*(sira)/Fe?*/Fe3* +

khang sinh nhom fluoroquinolon/ tetracyclin

tao phirc chelat héa
giam hap thu khang sinh

udng céac thubc cach nhau tbi thiéu 2 gidr




-

TUWONG TAC DUOC BONG HOC }
Twong tac do thay doi trong qua trinh phan bé }

» Tuwong tac do day nhau khai protein lién két véi huyét twong

Thuoc diéu tri PTD dwdng uong nhom sulfonylurea (glibenclamid,
gliclazid, glimeprid) + aspirin

Aspirin day cac thubc nhém sulfonylurea khai protein lién két trong
huyét twong

Tang ndng dd thudc & dang tv do, tdng tac dung dwoc ly
Nguy co ha dwdng huyét

Theo d&i chat ché dwdng huyét clia bénh nhan, hiéu chinh liéu néu
can thiét



TUWONG TAC DUOC BONG HOC
;
Twong tac do thay doi trong qua trinh phan bé
\_

» Twong tac do cam trng enzym chuyén héa thudc & gan
Phenobarbital + nifedipin
Phenobarbital gay cam (*rng enzym gan

Tang chuyén hoa cuda nifedipin

Giam hiéu qua diéu tri cda nifedipin

Hiéu chinh liéu nifedipin theo dap rng cdia b&nh nhan




TUWONG TAC DUOC BONG HOC
;
Twong tac do thay doi trong qua trinh phan bé
\_

» Twong tac do e ché enzym chuyén héa thubc & gan
Erythromycin + theophylin

Erythromycin gay trc ché enzym gan

Gidm chuyén hoéa cuta theophylin

Tang néng dod va doc tinh cda theophylin (ndn, budén nén, danh tréng ngwc, co
giat)

Theo ddi chat ché cac biéu hién ngd déc, hiéu chinh liéu theophylin néu can thiét
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TUONG TAC DUO'C PONG HOC J
g
Twong tac do thay doi trong qua trinh bai tiét }

= Tuwong tac do thay dbi bai tiét chd dong qua 6ng than
Methotrexat + aspirin

Giam dao thai methotrexat

Tang doc tinh methotrexat (méat bach cau, gidm tiéu cau, thiéu mau, déc
trén than, loét niém mac)

Theo d6i chat ché doc tinh, dac biét 1a &rc ché tly xwong va doc tinh
trén duwdng tiéu hoa
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Tu’qng tac dwoc lwc hoc la twong tac gap khi phoi hop cac
thuoc cé tac dung dwoc Iy hoac tac dung phu twong tw nhau
hoac doi khang lan nhau

\

J

®» [Furosemid + gentamicin
Tang doc tinh trén than va trén tai
Tang nguy co suy than va diéc

Theo do6i chat ché chire nang than va chirc nang nghe cua bénh nhan,
tranh dung qua liéu.

» Amiodaron + erythromycin
Tang tac dung kéo dai khoang QT
Tang nguy co dbc tinh trén tim mach
Tranh dung phdi hop



{ TUONG TAC THUOC - THUC AN J

Thirc an c6 thé dén thudc:
= | am thay d6i hap thu / chuyén hoa / bai xuat ctia thudc
» Thay dbi tac dung va doc tinh cla thudc

= Chi dan thdi diém udng thudc hop Iy so v&i biva an




[ QUAN LY TUONG TAC THUOC J

« Phét hién twong tac thudc

« XU tri twong tac thudc
—




{ PHAT HIEN TUONG TAC THUOC J

= |udn can nhac van dé twong tac thudc khi phan phdi thuéc cho bénh nhan.

< Twong tac thudc — thubc
< Twong tac thubc — thire &n

< Twong tac thubc — thirc &n nudi dwdng

Can nhac doi twong va tinh trang bénh Iy ctia bénh nhan.

Doi twgng bénh nhan: CAc tinh trang bénh cu
= Nguoi gia e
B Ecophi R
» Suy dinh dwdng nhip tim)
= Bénh nang » DPai thao dwdng

®» PoOng kinh

» Bénh gan

»

Tang lipid mau

Sé lwong thudc tdng = sb luong twong tac tang lén.

Suy giap

Nhiém khuan (HIV,
nhiém nam)

R&i loan tam than

Suy giam chirc nang
than

Bénh hd hap (COPD,
hen suyén)



PHAT HIEN TWONG TAC THUOC

[ Tra ctru théng tin vé twong tac thuoc ]

BE Y 1

5 DANG NHAP  DANG XV
(BP) g{é ocedu e nal A () \:\ ADR ) vhie i1 Aok 000 <o
Stockley’s Drug T , : <
e S ra ctru online
DUOC THU QUOC GIA VIETNAM [ s Intétactions
Vietnamese Natiomal Dyug Formwlary NUICSERPES e

CO SO DU LIEU
TUONG TAC THUOC CHONG CHI BINH

& S0 b e Tiorg L vy A CITT Y TH Oy Gl mghd o 00 B ¥ 1
0 OM gD 15 %R T - B3 D0l 0 AR WA M Erinl gt oma@ranh, e v

https://tuongtacthuoc.ehealth.gov.vn/Home/Page

https://www.drugs.com/drug_interactions.html

https://www.micromedexsolutions.com

Tra ctru/ hoi y kién ciia khoa Duoc




[ XU TRI TUONG TAC THUOC }

Hau qua twong tac
thuoc




[ TWONG TAC THUOC CO LOI J

{ Lipid trong thire &n 1am tang hap thu cta thuoc, vitamin tan trong dau 1




[ Naloxone c6 tac dung doéi khang vé&i Morphin trén thu thé opioid 1

ARRL S
Sterile / Sterile

Injectable

Naloxone
Hydrochloride

NDC 10019-176-39

v/ IM/SC




Deferroxamin tao phirc Chelat v&i Sat

[Deferoxamlne
Mesylate

for Injection, USP

INTRAVENOUS, INTRAWS
SUBCUTANEOQUS USE :

llllllllll Lake Fore:!




[ TWONG TAC THUOC CO HAI }

JAAN

Chi dwa ra lwu y vé cac twong tac
cO y nghia lam sang

“Twong tac thuoc c6 y nghia |am sang la cac twong tac thuéc
dan dén thay doi hiéu qua diéu tri va/hoac déc tinh cua thuoc
toi mdre can hiéu chinh liéu hoac c6 cac bién phap can thiép”




[ TUWONG TAC THUOC CO HAI J

Gay phan trng c6 hai trén bénh nhan

, kéo dai th&i gian nam vién

- de doa tinh mang, tir vong

Mot so twong tac thuoc cé hai cé y nghia |am sang can lwu y




[ Mét s6 twong tac thuoc co hai co ¥ nghia |am sang can lwu y }

[ Twong tac cua cac thuoc tac dung |én tim mach 1

METOPROLOL } o [ ADRENALIN }

Pap Ung vd@i Adrenalin kém, tang nguy cc tu vong




[ PROPRANOLOL J o

l [ BN hen phé quan 1

- Chong chi dinh dung cac thuoc chen beta khong chon loc trén
bénh nhan hen phé quan

- Trong truong hop bénh nhan hen phé quan bat budc dung
chen Beta, c6 thé xem xét can nhac Metoprolol (1a thudc chen

Beta c6 chon loc) nhung can phai rat can trong




[ PROPRANOLOL J o [ Theophyllin 1

- Tac dung doi khang, mat tac dung chinh cua Theophyllin

- Propranolol lam tang nong do Theophyllin

!

Tang tac dung phu nguy hiém cua Theophyllin

(no6n, buon non, danh trong nguc, co giat)




[ NIFEDIPIN J o [ PHENOBARBITAL }

- Phenobarbital gay cam ‘'ng enzym gan (CYP3A4)

- Tang chuyén hoa Nifedipin

[ Giam hiéu qua diéu tri cta nifedipin ]

Hiéu chinh liéu nifedipin theo dap rng cia bénh nhan




[ AMIODARON J 0 [ QUINOLON 1

= Tang tac dung kéo dai khoang QT

= Tang nguy co doc tinh trén tim mach
o thai gian ban huy cua Amiodaron kéo dai, nén tuong tac co

thé xay ra ngay sau khi ngirng amiodaron

!

Tranh dung phoi hop




oo | @ [ cuciciom

= Nguy co roi loan nhip tim nghiém trong, truy tim mach

!

Tranh dung phoi hop

= Pe doa tinh mang




CLOPIDOGREL OMEPRAZOL

CYP2C19 substrates CYP2C19 CYP2C19
inhibitors inducers
Proton-pump inhibitors: Omeprazole, Rifampicin
omeprazole, esomeprazole, esomeprazole,
2nd step of
hepaticactiniion lansoprazole, rabeprazole, lansoprazole,
(IR Cnacd W™ TV and pantoprazole rabeprazole

CYP2C19, CYP3A4 1
HS™ SN o

Clopidogrel ) . X
Asiive metabolite Antiprotease: Nelfinavir
M, COOCH,
— o,\.} oY XD Antiplatelet: clopidogrel, Ticlopidine,
hepatic activation : . Inhibition of ADP binding to the ticlopidine clopidogrel
Intestinal absorption (CYPIA2, CYP2BE, CYP2C19)  2-0x0-clopidogrel platelet P2Y12 receptor - P ) pidog
(ABCBI) & Antifungal Voriconazole
Inhibition of thrombotic i . . .
complications Anticonvulsivant: phenytoin, Carbamazepine
diazepam

Approximately 60% of East Asians have CYP2C19 Anticancer: C)'CI-DPh osp hamide,

loss-of-function alleles (*2 allele, *3 allele) tamoxifene
- Decreased active metabolites of clopidogrel.
? Decreased platelet function inhibition Antidepressants: amitriptyline, Fluvoxamine

citalopram, clomipramine,
sertraline



[CLOPIDOGRELJ o [ OMEPRAZOL 1

[ Omeprazol J

Clopidogrel J . Dan xudt thiol
[ (tién chat) I:V [ (co6 tac dung) J

[ GIAM TAC DUNG CHONG DONG ]

Thay Omeprazol bang Pantoprazol

(it co ai lwe vé&i CYP2C19 hoon Omeprazol/Esomeprazol)




Nhirng thuoc tac déng t&i enzym gan

/ Q WEIVOC 2
‘ THUOC 1’

[ Dang chuyén hoa ]

D —|

THUOC 1




Ty lé thuéc dwoc chuyén hod b&i enzym Cytocrome P450
(CYP450)

Indicates
CYP2C8/9 CYP1A2 ’ subfamily ’
16% 11% CYP2C19

1
CYP2D6 CYP2E1 |
19% 4% CYP 3 Q) 4

CYP2B6 — -
3%
CYP2A6 '
CYP3A4/5 3% 450  Indicates ndicates
36% - family |nd|C\¢<;ual

CYP = bong phan Cytochrom P450

S6 3 = Gia dinh dong dang

Ch{r A = Gia dinh phu

S6 4 = San pham gene th 4 trong gia dinh phu




CHAT ('C CHE ]

~ CYP3A4 CYP2C9/8 CYP2D6 CYP2C19 ! |
- Aprepitant Fluconazole Isoniazid Fluconazole

Clarithromycin Ibuprofen Ketoconazole Ketoconazo, [ Y\ CHUYEN HOA = M A NONG DO ]

Erithromycin Indomethacin Methadone Isoniazid

Fluconazole Isoniazid Nicardipine Omeprazole

Grapefruit juice Ketoconazole Carbamazepine

Isoniazid Sulfamethoxazole | - Phenytoin [

Itraconazole - Trimethoprim Rifampicin ’
| Ketoconazole =~ Carbamazepine \ "
" Metronidazole Phenobarbital b

Posaconazole Phenytoin : —

Telithromycin Rifampicin

Valproic acid

Voriconazole
| Carbamazepine
~ Dexamethasone R -
Oxcarbazepine [ NN CHUYEN HOA » NNV NéNG DO ]
Phenobarbital
Phenytoin
\ Rifampicin




[ Lwu y vé sw chuyén hod Statin 1

a )
- Simvastatin, Atorvastatin: Chuyén hoa qua CYP3A4

- Fluvastatin: Chuyén hoa qua CYP2C9

- Rosuvastatin: it chuyén hoa qua CYT P450
\ )

|

4 )
- Simvastatin, Atorvastatin: Nhieu twong tac thuoc

- Fluvastatin: Chi twong tac véi thuoc U'C hodc CU CYP2C9

- Rosuvastatin: It twong tac thuoc
\ )




[ SIMVASTATIN J o [CLARITHROMYCIN}

Clarithromycin c ché enzym CYP3A4

= Tang nong do Simvastatin
Tang doc tinh cia Simvastatin: Tiéu co van, mac cac

bénh co (dau cg, yéu cg), suy gan

- Tranh phoi hop
- Thay thé Clarithromycin bang Azithromycin (khdng &c ché

enzym gan) hodc thay Simvastatin bang Rosuvastatin (it doc
tinh han)




[ Twong tac cuia cac thuoc diéu tri dai thao dwérng 1

{ METEFORMIN J 0 THUf)CC?AN QUANG
CHUAIOD

- Suy than cap, tich luy Metformin

- Nhiém toan Lactic (de doa tinh mang)

- Chong chi dinh
- DuUng Metformin trudc 48h va chi dung lai sau khi chifc nang
than trag lai binh thucong




6 A

I\?;FT_TE(BEZEN 0 METOPROLOL
PROPRANOLOL

9 INSULIN P

- Che lap triéu chirng ha duong huyét
- Va tang nguy co ha duong huyét

- Tranh dung két hgp
- C6 thé thay thé Chen beta bang ACE inhibitor




GLICLAZID } o FLUCONAZOL
MICONAZOL

= Fluconazol gay Uc ché enzym gan
2 Giam chuyén hoa cua Gliclazid

= Tang nong do Gliclazid, tut ducong huyét

!

- Chong chi dinh




-

\_

Sulfonylurea A

(Glibenclamid, 0
gliclazid, ASPIRIN

glimeprid) y

= Aspirin day cac thudc nhém sulfonylurea khoi protein lién
két trong huyét tuong

= Tang nong do thuodc & dang tu do, tang tac dung dudgc ly
= Nguy co ha duong huyét

!

- Theo doi chat ché duong huyét cua bénh nhan, hiéu chinh liéu
néu can thiét




Twong tac ctia cac thuoc PPI

c Ché
PPI } |

Omeprazol

Esomeprazol

Lansoprazol

-l Pantoprazol Yéu —>

‘ - It xay ra tucong tac




