TUWONG TAC THUOC TRONG PIEU TRI
VA MOT SO TUONG TAC CAN LUU Y
KHI PIEU TRI TREN BENH NHAN LAO

TS.DS Nguyén Thij Thay
Trwdng khoa Duwoc



MUC TIEU HOC TAP

1. Twong tac thudc: khai niém va tdm quan trong trong thwc
hanh lam sang

2. Twong tac thudc theo co ché dwoc ddng hoc: hap thu, phan
bd, chuyén hoa, thai tri.

3. Twong tac thudc theo co ché dwoc lwc hoc.
4. Quy trinh quan ly twong tac thudc trong thwe hanh 1am sang.

5. Mét s twong tac thudc lwu y khi diéu tri trén ngwdi bénh mac
lao.




Cac loai twong tac cé thé gap

\ KHAC

VD: thubc-duwoc liéu, thubc-ruou, thudc-xét nghiém, thubc-bénk Iy...



TUONG TAC THUOC - THUOC

Tuong tac co loi

Tang hiéu qua diéu Gay phan tng €0 hai

tri trén bénh nhan

\ g

Giam hi€u qua di€u tri

Nguy co de doa tinh
mang, tu vong




Hau qua cua TTT déc biét luu y véi thudc c6 khoang
di€u tr1 hep

Agure 14, Dosa-Response Curses for \Wide Trempeutic Index Medications
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EDy, = Dose where 0%
ofthe patients get the
desired therapeutic
effect.

TDy = Dose where 50%
of the patients get
unwanted side-affect.

https://go.drugbank.com/categories/DBCAT003972

Lo Dose

Digoxin, Warfarin, Theophyllin,
Cycloserin, Amiodaron,

Aminosid, vancomycin




Murc dd nghiém trong

HAU QUA BAT LOI DO TUONG TAC THUOC

Phan loai

Hau qua lam sang

A

That bai diéu tri v&i digoxin

Tang INR > 4

ADR do tdng nong do thuoc chen kénh canxi nhém dihydropyridin

Thiéu mau

Pau dau

Budn nén

ADR do tdng nong dd cla cac thudc chong co giat, cyclosporin, tacrolimus

Parkinson, run

Tang nguy co xuat huyét tiéu hoa

ADR do tdng nong dd cla cac khang sinh aminoglycosid, methotrexat, digoxin

Huyét khoi tinh mach sau

Co giat

Tang nguy co that bai diéu tri cia cac thudc khang virus, cac thute dir phong thai ghép

Keéo dai khoang QT

Thuyén tac phoi

Tiéu co van cap

Tir vong

Xoan dinh

Suy tdy xwrong

Hoi chirng serotonin

Van Roon, et al. Drug Saf . 2005;28(12):1131-9




Biing 3.1. Pdic didm tdn sudat xwdr hidn twong tde thuoe trong mau nghién i

Tin suit xudit hign TTT (n = 1.372.738) 42.952 31,29
Tén sudt xudt hign TTT chdng chi dinh 774 0,56
Tin suit xuidt hign TTT nghiém trong 42,222 30.76
St ciap TTT/1 don thube (n = 42,.952)
1 cap TTT/1 don thude 36.722 ®5,5%
L.T.H.HA, phan tich hiéu qua hoat dong dugc Idm sang téng cudng trong -
Phan mém hé tro ké don

quan ly tuong tac thudc bat Igi trén ké don ngoai tru tai bénh vién BACH ‘
MAI, 2022)

(1/1/2020 - 31/9/2020)

|

206.155 dom thuoe ngoai
tra cua 196337 bénh nhan

|

109 lugt TIT CCD
cua 102 bénh nhin
(trung binh 1,07 hrot
TTT/bénh nhin)

Phin mém Navicatdo
tich hop 27 cdp TTT CCD

a e

C.Khdnh Linh: Hiéu qud trong qudn ly twong tdc thudc bat loi
trén bénh nhdn diéu tri ngoai tru tai Bénh vién da khoa Xanh
Pén, 2021

5¢ip TTIT CCD

Clanthromycin —~ Simvastatin
Clanthromycin —~ Domperidon

Clanthromycin — Ivabradin
Clanthromycin — Alfuzosin
Gemfibrozil - Simvastatin

Hinh 3.1. So db két qua tim sodt TTT CCPD trén binh nhén didu tri ngoai tri

- 43 gt TTT CCP xuat

hién trong cling don thude
(39,45%)

- 66 lugt TIT CCP xuat

hién trong 2 don thude
khéc nhau (60,55%)




PHAN LOAI TUONG TAC
- ¢ &

Mirc do nang

Mirc d) chirng cir (Severity)
(Documentation) * Nghiém trong/Trung
tot/Tot/Kha/Khéng 13 » Chong chi

dinh/Nghiém
trong/Trung
binh/Nhe¢/Khong rd

- Di thiét 18p/C6 kha
nang/ Nghi ngO’/CO
thé/Khong chac chan

Khéi phat twong tac
« Nhanh (Rapid)
« Cham (Delayed)

Co ché

e Duoc dong hoc
* Duoc luc hoc



PHAN LOAI TUGNG TAC THEO CO CHE

_ Dugc dong hoc | { Duoc luc hoc }
4 )
xdy ra trong suot qua trinh ( . )
tudn hoan thude trong co thé tuong tac thé hién tai receptor
(hap thu, phan bd, chuyén hoa hoac trén cung hudng tac dyng ctua
va thai tri) mot hé thong sinh 1y
- J
- J
Két qua c6 thé dan dén tang hicu
N
" khé doan trude vi khong lién qua hogc doc tinh (higp dong)
quan dén tac dung hodc ngugc lai, giam tac dung
duoc 1y (461 khang).
N y N J
4 )

C6 thé ngoai suy duoc giira cac

P & thude cling nhom
_.-.E e - Y




TUONG TAC THUOC THEO CO
CHE DUQC BPONG HOC




TUONG TAC DUGC PONG HOC

QUA TRINH ADME CUA THUOC TRONG CO THE
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HAP THU

Twong tac do thay doi trong qué trinh hap thu

thuong gap voi cac thude
dung theo duong uong

Tao phtrc chat véi thude khéac trong

dwong tiéu hoa

. Thay déi nhu dén
Thay doi pH da day du’(‘)};lg ieu hoa

g Thay doi protein van
chuyen thudc xuyén

mang




HAP THU

Twong tac do tao phire gitra hai thudc khi dung dong thoi

Tetracyclin, Docycylin, Minocyclin Al, Ca, Fe

Quinolon (Ciprobay 200mg, Avelox  Al, Ca, Fe, Ca, Mg
400mg, Tavanic 500mg, Cravit
250mg vien) Ofloxacin 200mg)/

Biphosphonat Ca
Al3+/Mg2+(antacid:Mezap Ca2*(Sira) /Fe2*/Fe® (tardyferon
ulgite, gastropulgite, B9)
maalox)

XCr tri: gidn cach khoang thoi gian dwa 2 thubc




HAP THU

Twong tac do thay d6i pH da day

- Thudc gidm pH da day-> gidm hap thu thudéc can méi trwdng

acid
thudc chen bom proton omeprazole, esomeprazole
C cac antacid Gastropulgite
Thudc can moi truong acid sat, thudc chong nam

itraconazole
Isoniazid

- Thubc ban chét acid -> pha hay cac thuéc kém bén tai da
day (ampicillin, macrolid (azithromycin, clarithromycin)

XU tri: gidn cach khoang thoi gian dua 2 thubce




HAP THU

Twong tac do can tré co’ , z.
hoc, tao Io’p ngan tlep YUc Tg’ong tqc do _tAhay §0| nhu
Lhuoc v&i niém mac tiéu dong dwong tiéu hoa

0a

* Thuéc nhuén trang kich
SUCRALFATWEW thich

* Thudc kich thich hoac
phong bé hé TKTV
(propranolol, atropine,
physostigmin...).

FLVAIVHONS
RSS2




HAP THU

Twong tac do thay doi trong qua trinh hap thu

thuong gip voi cac thude
dung theo duong uong

Hau qua: thay d6i mirc d6 va/hodc toc dd
hap thu cta thubc

XU tri: gian cach khoang thoi gian dua 2
thudc




PHAN BO
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Free drug Drug-protein
molecules complex
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+ Thudc ¢o ty 1¢ lién két
protein cao (> 80%)

+ Thudc ¢6 ndng do cao trong
huyét twong (do liéu cao, do Vd
nho, thai trir cham)

+ Hau qua nguy hiém néu thude
bi day c6 pham vi diéu tri hep

(thudc chong déng mau, thude

2 d4i théo duong)
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THUOC GAY THUOC BI HE QUA LAM SANG
TUONG TAC | TUONG TAC

Valproat Phenytoin Ting nong do tu do
phenytoin ->tang doc
tinh
Aspirin Sulfonylurea Tang nong do thudce
glibenclamid, DTD & dang tu do, tang
gliclazid, tac dung duoc ly (nguy
glimeprid co ha duong huyét qua

miurc)



THAY BOI TY LE NUOC DICH NGOAI BAO

Thuoc loi Thuéc phan bd HE QUA LAM SANG
tieu nhieu trong nwoc

Furosemid Digoxin, Mat nuée dich ngoai
Theophyllin, bao, tang nong do cac
Aminosid thudc phan bb nhiéu

trong nudce -> nguy co
ngo doc



CHUYEN HOA

Chuyén héa thudc Thubc

- Mt hoat tinh

- Tao dan chat chuyén hda cé hoat tinh

CYP 450

- Tao dan chat chuyén hda cé ddc tinh

x -
Thuoc — Co chét chuyén hoa

Thuoc trc che

©

Thuoc cam ing

Giam nong do thudc,
giam hiéu qua

Tang nong dé thudc,
tang dgc tinh

Chat chuyén hda



CAC ISOENZYM CYP450 THAM GIA CHUYEN HOA THUOC

RELATIVE HEPATIC CONTENT % DRUGS METABOLIZED
OF CYP ENZYMES BY CYP ENZYMES
CYP2E1

CYP2ID6 7%
2%

CYP2E
5%




Bang: Mét s6 thude co anh hwéng dén hoat tinh enzym gan

Chat cam &ng (Inducer)

Chat rc ché (Inhibitor)

Phenobarbital Allopurinol
/ \
Spironolacton ( Isoniazid )
— —— ——
’Rfampicin \ IMAO
< Chat khac: Ruwgu (Dung l1au /| Cimetidin
o), thudc 13
Thudc diét con trung DDT Verapamil

Thuoc khdng ndm azol

Ruou (md&i dung)




CYP2C19
Fluconazole

CYP3A4 CYP2C9/8
Aprepitant Fluconazole
Clarithromycin Ibuprofen
Erithromycin Indomethacin |
Fluconazole Isoniazid i_micardlpme
Grapefruit juice Ketoconazole
Isoniazid Sulfamethoxazole
Itraconazole ~ Trimethoprim

Isoniazid
Omeprazole

Phenytoin
Rifampicin

Ketoconazole Carbamazepine

Metronidazole Phenobarbltal

Posaconazole

Telnthromycm " Rifampicin

Valproic acid "

Voriconazole
Carbamazepine
Dexamethasone
Oxcarbazepine
Phenobarbital
Ph i

Rifampicin

Ketoconazole

Carbamazepine



Cam rng enzym

Vi du: Rifampicin-nifedipin
- Thudc cam ng thuwong tac dung khdng dac hiéu

- Tdc dung cdm ng enzym xuat hién cham (dé tong
hop enzyme), mat cham (sau 2 — 3 tuan) (tuy thoi
gian ton tai cla enzyme)



Khéac biét giira cac thudc trong cuing nhom: statin vé co chat

Atorvastatin -

Simvastatin -
Rosuvastatin No No

Rifampicin: cam tng CYP3A4, CYP2C9
Isoniazid: (rc ché CYP3A4




U'c ché enzym

Vi du: Isoniazid-amiodaron

- Thudc &rc ché thuong tac dung dac hiéu trén 1 loai
CYP450

- Tac dung (rc ché enzym xuat hién nhanh (vai gio-vai
ngay), sau khi dirng thudc, tac dung rc ché mat di kha
nhanh (phu thudc 1/2 cia thudc e ché)



Khéac biét giira cac thudc trong cung nhém: azol chdng nam

U'c ché enzym chuyén héa thudc

- CYP3A4 | CYP2CO9 | CYP2C1CY9 | CYP1A2 | CYP2B6

ltraconazol

Ketoconazol -

Rifampicin: cam tng CYP3A4, CYP2C9
Isoniazid: (rc ché CYP3A4

to antimicrobial therapy 2015




TUONG TAC & GIAI DOAN CHUYEN HOA

PP| g Omeprazole

iCI{:n[::r]clc:ugrEI I

[ comMeprazole

Inhit_:ition

Increasing

— | ansoprazole interaction
strength

— Pantoprazole

— Rabeprazole

Tranh phoi hop clopidogrel v&i
omeprazole hoac esomeprazole

Clomd_ogrel \ Clopidogrel | Thay bz‘éng pantoprazole hoac
(active) inactive) | rabeprazole

Xem xét nguy co/loi ich gilra
tim mach va tiéu hoda trén turng
cd thé ngudi bénh

Mubashira Proton Pump Inhibitors: Exploring Cardiovascular
Complications and Prescription Protocol,2021


https://www.cureus.com/users/243793-mubashira-k-sarnaik

Twong tac do thay doi chuyén hoéa

- Thudc c6 hé sod chiét xuat qua gan nhé (E ,<0,3), rat
nhay cam v&i hién twong rc ché hoac cam rng enzyme

- Hau qua nghiém trong: thuc cé pham vi diéu tri hep
- Bang: M6t sb thudc cé hé sb chiét xuat qua gan nhd

Diazepam Isoniazid

Phenytoin Salicylat

Theophyllin Warfarin

Duworc lam sang 2006



e Co ché:

* Canh tranh thai trir véi nhau tai “m o
ong than | |

» Thay d6i pH nuéc tiéu

 Uc che prostaglandin ¢ thin lam
thay doi luu lugng nudce tiéu

. Thuoc chiu anh hwéng: bai xuat
chtl yéu qua than & dang con hoat
tinh.




Twong tac o giai doan thai trw

+ Do thay dbi pH nwéc tiéu

Q VD: Antacid (Maalox, phosphalugel...), cac thudc giam tiét HCI,
NaHCO3 gay kiém hda nwéc tieu

v' Tang thai trir thude c6 ban chat acid yéu, gidm tac dung (barbiturat,
salicylat)

v' Gidm thai trlr thudc ban chat base, nguy co tich Iy, ngd ddc
(alcaloid,theophylin)

d  VD: Vitamin C liéu cao (>2g) gay acid hoa nwéc tiéu,nguy co chay
may khi dung cac salycilat.

+ Canh tranh chat mang v&i cac thudc thai trir qua
ong than theo co ché van chuyeén tich cuec.



TUONG TAC THUOC THEO CO
CHE DUQC LUC HOC




thude bi thay doi khi c6 sy hién dién cia mot thude
khac & noi tac dong

TT xay ra do canh tranh vi tri gan trén cing 1 thu
thé dic hiéu nhung ciing ¢6 thé 1a TT phi thu thé, do
anh huong trén cing hé thong sinh 1y cua co
thé/cung kiéu doc tinh

: : - 1+1=0
La tuong tac xay ra khi tac dong duoc luc cua mot

35



A
]

Twong tac xay ra
trén cung receptor
(twong tac doi
khang)

<« .
—p Action
Receptor

Drug A binds to receptor
Drug B cannot bind to receptor

Hau qua: gidam hodc mat tdc dung

.

VD: Morphin+Naloxon/Naltrexon: > Giai

déc morphin,heroin.




Case lam sang: Mot BN dung Betaloc Zok 25mg
(Metopronol) hang ngay diéu tri dau that ngu:clsuy tim, b1
viém phoi nhap vién. Tai BV, BN bi séc phan vé véi
Cefoperazon duoc xtr tri bang Adrenalin theo phac db xur
tri soc phan vé nhung dap ang kem.

TUONG TAC THUOC??

Metoprolol: thu6c chen beta chon loc
trén thu thé beta 1

-

Adrenalin: Chat chu van trén receptor
alpha/beta adrenergic

TUONG TAC THUOC d6i khang
trén cung mot thu thé




Bénh nhan hen/COPD

“

Cuong beta2-adrenergic E
(SABA;LABA)

f

] i

Thudc chen beta

Chéng chi dinh dung kém. Cé thé xem xét thudc
chen beta chon loc khi diéu trj trén bn tim mach
(vi du metoprolol) nhwng phai rat can trong




0

Twong tac xay ra
trén cung hé
thong sinh ly
(dich tac
dung/déc tinh)

(

Thuéc 1

Amoxicillin

Sulfamethoxazol
e

Corticoid

Uc ché men
chuyén

Furosemide

Thuodc 2

Acid clavulanid

Trimethoprime

NAIDS

Thudc lgi tiéu gilr
kali

Aminosid
(Streptomycin,
Amikacin)

Uc ché beta-lactamase bao
vé amoxicillin

Uc ché 2 giai doan trong qua
trinh téng hop ADN vi khuan
->tang tac dung diét khiun

Tang nguy co xuat huyét tiéu
hoa

Nguy co tang kali huyét

Tang nguy co doéc tinh trén
than, tai



Twong tac Dwoc lwec hoc bat o

Gia tang doc tinh trén than

- S dung céac thudc cung c6 ddc tinh trén tha

- CAc thudc co doc tinh trén than

+ Khang sinh: colistin, vancomycin, aminosid;
amphotericin..

+ Thudc lgi tiéu: Furosemid
+ NSAIDs

+ Thudc e ché men chuyén angiotensin (captopril,
enalpril,..)

+ Thudc ung thw (bleomycin, cyclophosphamid, cisplatin...)

- Lwu y:ddi twong nguy co cao (gia...)

- Can hiéu chinh liéu diing cho ngudi bénh suy
thén dé tranh nhiém déc va dam bao hiéu qua
cua thudc.

- Khuyén céo st dung aminosid 5-7 ngay.




Twong tac Dwoc lwec hoc bat o

Tang kali mau

=K+ > 5 mmol/l & Loan nhip, ngtrng tim,yéu co

Thudc gay tang kali mau

Yéu td nguy co’ tang kali mau

Ghép phoi Thuéc trc ché men chuyén (ACEi)
Suy than Thudc d6i khang thu thé AT1

bai thao duong NSAIDS

Gidi tinh nir Thuéc bé sung kali (Kaleorid)

S6 lwgng thudc gay tang kali mau Thudc lgi tiéu gitr kali (verospiron)

Thoi gian phoi nhiém tuwong tac thudc Heparin, Tacrolimus, Erythropoietin

Theo dbi kali mau khéng day dd

®"Theo doi chat xét nghiém: Bilan kali va chirc nang than trudc

diéu tri, kali mau trong qua trinh diéu tri.

=Kiém tra yéu t6 nguy co: tudi cao, PTD, suy than, toan chuyén

hoa, tiéu co van....

= Trénh liéu cao Spironolacton (trong suy tim khdng vuot quéa
25 mg/ngay)




Kéo dai khoang QT

z | ————Triéu chirng bao ddng:
PR ST - Kéo dai QT: QTcF >=450ms voi
QT s x ~ \., -
, s = nam; >=470ms voi nl¥ hoac tang
o 0.2 0.4 0.6 0.8 , . X
Time (sec) >=60ms so v&i ban dau

P wave (0.08 - 0.10 s) QRS (0.06 - 0.10 s)

P-R interval (0.12 - 0.20 s) Q-T. interval (= 0.44 ;Kéo dé] QT nghlém trong: QTCF
S «qr. ot/ >=500ms
YRR
-Kéo dai khoang QT

- Loan nhip that nghiém trong

- Xoan dinh

- Rung that
- B4t tinh/dot tlr

42



Kéo dai khoang QT

Yéu to nguy co’

- Nhip cham

- Nr >> nam

- Réi loan dién giai: ha Mg, ha K
mau

- Bam sinh

- Thudc c6 tac dung khéng mong
muon lam kéo dai khoang QT

- Tuong tac thuoc do phdi hop
v@i cac thudc re ché chuyéen hoa
CYP450

Céac thubéc gay kéo dai khoang QT
- Khang histamin: terfenadin, astemisol

- Chéng loan nhip: amiodaron, quinidin,
procainamid..

- Khang sinh: erythromycin, clarithromycin,
moxifloxacin...

- Khang nam: ketoconazol, itraconazol...

- Chdng nén: ondansetron, cisaprid,
domperidon...

- Chéng loan than: haloperidol, thioridazin,
risperidon, pimozid, clozapin, olanzapin,
quetiapin...

- Chong tram cam: venlafaxin, citalopram
- Diét KST s6t rét: chloroquin
- Khac: methadon, sildenafil...




Twong tac Duoc luc hoc

Xuat huyét

Triéu chimg bao déng: Phan den (khong dang diéu tri
bang sat); Sut can, buon non, nén, dau thuong vi; Xuat
huyét ti€éu hoa c6 thé xuat hién khong triéu chirng

Phoi hop thube: NSAIDs/chéng déng/chong két tap tiéu cau vai:
+ 1 NSAIDs/chong dong/chong két tap tiéu cau khac
+ Thudc chong tram cam e ché thu hoi serotonin (SSRIs)
+ Glucocorticoid
+ Duoc liéu: toi (Garlic), nhan sam

=[iéu thap nhat, thc‘)’i gian diéu tri ngan nhat c6 thé

= Néu khong co yeu t6 nguy co: canh bao bénh nhan cac dau hiéu co thé gip khi
dung cac thude c6 nguy co gdy xuat hién.

= Néu ¢ nguy co:

= DUNng vién bao ché dang bao tan trong rudt, antacid khong c6 hiéu qua
nhiéu trong du phong.

= Dy phong: PPIs, khang thy thé H2.




QUY TRINH QUAN LY TUONG
TAC THUOC TAI BENH VIEN



Quy trinh quan ly twong tac thudc cia dwoc si

PHAN
TICH —
BIEN GIAI
TUONG

TAC
THUOC




BI PONG

CHU PONG

* Nhén thong tin tr nhan
vién y te (bac si/diéu
dudng/ngudi bénh)

* Glam sat bénh an no1 tri
(duyét thudc/chdm bénh an
dinh ky/dot xuat...)

« Binh don thudc ngoai trd

« Phan tinh hoi ciru cac cip
TTT thudng gap trong lam
sang

« Canh b4o trén phan mém ké
don




DANHSACH CAC CAPTUONG TAC THUGC MUC BO NGHIEM TRONG

STT Thuds 1 Maaltd Thués 2 MEATCT Cor chichin qrd
Allogusinal MIzaall o LAl | Enque sinzonadiamniopin duzng e i dizpin claazeiagedn
1 Azsthiagein TE ik toLién azathiapon nén gidm snang con 25% bais 33% lign kinypen o gamsat b
b chus ang hoyat bac
LATNAT SN JULLYHR HUSAGI . e e - .
icmemen, | J0IDES) ) A U S ura ciavalon - .
2 *iﬂ.pa_wq 0lDEn2 | Acdwlmic valpma TE it 0. Ca the ting lisn valpeoattoong khi phai bom. gidm lisn valproatkhi poms
b= ik ] RS
. | BURAN CO3DAD]
X %m "h""l]f‘ BOSKAQG | . My ca thug kali iy
falicblosid k2li -y )op0 SPHOBGIAIOR, TE 3 to.Ciam s3t oong 33 kali man
Hj) BISXAOL
TOTHIATZ LD ERE! t3nz 0y o 3% o g Ten themphudin
Thndc zidn ox tom phé | ROZDADS TE yittg;
4 Ciprofloxacin quan pham yanhin riam lisn Thangbyllin 30-50% ki bérdan ding ciprofloxacin
protiana itheophylin. -Thea dii.cac dim hisn s b cha theaphydlin (Sanh trang vaes, phip timohank. bndnpin
sminaghylin) mn)
- 0. tha thay, ciprofloxacin binz moxiflmacin
TOIFATE L . CTOAADS Han quz: t2nztac dungphn cua statin
- . . “_'-T-ET‘I]].-‘HII'.".:FJT-ET“I]].. - .. . i . . i . [ . i
5 Clarithromyrin I Cloaall TE 3 to.Lam chon statin thay the: wemasitin, pravastain dang thad fizg dfi dan bism ve,
RO dam, e, e o hads nhay cim vl dan
TOTFATE LOITAT Han gna: fEng oy op das oo vinaielbn
. . . . TE it
f Clarithromys 2 e mr Lt w wa w4 a = s .. -
HnTyHL ¥inozlhin Theo 4 35 tink thén kivh v vy lidn quen &80 vinaselinbisy chinh ién viposslbin nén
G300 the thay, clarithromycin hing azithsomyen
T IEARNY . i IR ARS Hau quz: Maoy or bz buyst 2p. o0z mos
- e . Chenkerhamri | ey, piip el s o
Clarithromycin AN .| COBCAD]L TE 3k in.Then d8ichit che bnyet zp. Ca.the thay carithromyein bine zzithoomycin (pan
{nifedipin. amladipin) o)
AUACHT T — CIUAALS Hangns: tanznany.op Hen o vEn
d Calchicia T oaemgy | CLOAAQL | TE koo Than g cién chumg s tinttrén oo, Mg sih dng statin 0 od. chn, dain hode
JULAEN] JHGADT
JH1GEOL
P <o | TOIGBO3 Hiu qnd: 1302 00y oo 0. chi b bép 13 50y glim chute néng thin.
R J0IGBO4 | T witeci, Then di chite ning b bip va chis wingthin,

TO1GBOG




DANHSACH CAC CAPTUONG TAC THUGC CHONG CHI BINH

5TT Thuar 1 Me ATC Thuoc X MaATC?I Hingna
) Tlaithromycin Talohidn, N F3u qua 1oz 027 1 03 colehichn (20 o0y, 2o, (30 D 300, 007 tAT IR 20
TO1FAD? TOIFADS MO4ACH] TE 3 tri. Thay clasithsomycin bine srithromycin hods thay cokiicin bing NSATDs
. Clanthromycn T01FATS Tezbeadin, ~11EB17 Hﬂmﬂm fm gna mu., 104 1gsn dan tmyey
: TO1FADD : CO1EBL7 TE xit tei. Thay clasithspmycin bing aritiromycia
3 Calchisin MMACT] Amindan ~q1mpma) | DA aRa 13nz das Al i colchicin (Gan bung nan. sar. tian . an o)
MO4ACD1 C01EDO1 TE it 1o Thay colebicis bing N3ADs
Eu! ich 1 hlﬁﬂ' - Lﬁfﬂ h:iﬂ L i . e . Cq
4 vd}imjanﬁmmim BOSEE0] mmm JHDDe4 | PSR WEREERLI R AR DR
) Taca) = 010004 TE 1. Thax the cefirizzon hoar dich fmyen
5 gt maace | OTCESEON 1 puaan) | ROPEPEUGREELGE Enaamed’ e
J02ACH] - AD4AADL TE s to: Thay fnconazn] hing intracanszl va theo 43 Sin timda
e 23 Hapznany.ca ken da Khasna (1
5 w T02ACH] ﬁ;‘f;?; ROSAKOS | TK 3t o Thay fluconzzal bingitracanszal baks thay salmetero] bing formaterol, ding théi
- then dai disn 2w da
- Tizranazal P TAlhiAn NDeacy] | FEe@A tEuzdan nal cua colchicln (tiEn chay, vim. dam bong. 507, 085 Tb tEn o)
JOZACH s MO4ACH] TE 3t 1o Thay colehicis bing NSADs
g Ttzcanazgl 103400 Trinoteczn LOIXX10 Hau.]zm:_mgfd@;:lzj,nhmmnaE:au fg,.—.ﬂ:.h;hc.;.].t.;.;ﬂ: ti=n o3, ten chay, bnon nan)
J0ZACH2 s LOLXX19 * | T 2 ti.Ehinzsi dnnzirinomcan tonzving 14 nay a0 ki pame iteronazel
Thugc khans
2 Kali géng Al2BAp] | holinessic (mpin | AO3BAOL | Hauqud Rchimedadanmit htdnmetionbe ..
byaacin AMATOL | TE prig.Boidans dine kali deme none sang kali pmysy Th (en )
bntdboamid)
_ me V0SABAY | Ting nany co nhiEm toan. churén boa v suy hin cip. _ - _
10 Matformin ALOBAG2 Adadiabaal | vopangs | TR 3 Natez metformin touge hod t2i 1o Jide dinz thu cn quans Biigh zid lai chic
laparcidol. WVOBABOS | mingzthin san 45h. dinglsi metformin pén chiv ning thin on dinh.

: i)




[E) Danh muc If do &

Danh sach

[Z) Danh muc nhém thuéc quan Iy dic bigt &
[ Danh muc thubc dac bigt & 0
[ Danh muc m3 ATC &

Khai bao trong tac thude &

{F) Danh muc I do xudtinhap kho &
[ Danh muc thude &

[Z) Danh mue nha cung cép héa cht &

r_—: Danh muc thudc nha thude bénh vién &

1000 o0 o000 o o ogiglia
|

[ Danh muc héi dbng &
[Z] Danh muc nha cung cap thude &
[ Danh muc héa chét &
[Z) Danh muc nhém thudc &
{5 Danh myc nha san xudt &
) Danh muc NSX héa chét &
E: Danh muc m& hoat chét &
4 Bao cao kho
* ' D1.Bao céo ting hop xudt kho
' D1.1Bao céo tong hop xudt kho
* D2. Béo cdo danh sach thude xuét chi fiét

* D2.1 Bao cao danh sach thudc xudt chi iét

canh bao Hoat chat — Xét nghiém

canh bdo Hoat chat — Chan doan

JO1FAQ9
JO1FAQ9
MO4ACO1
B05BB01
JO2ACO1
J02ACO1
J02AC02
J02AC02
A12BAD1
A12BAD1
A10BAD2
A10BAD2

AdNDAND
4

STT TénmaATC Tén ma ATC twor Hau qua - Xip tri

MO4ACO1 H&u quéa:tang déc tinh cda colchicin (tiéu chay, ndn, dau ...
C01EB17 Hau qua:cham nhip tim qué mtkc, réi loan dan truyén TK xt ..
C01BDO1 Hau qua: tang doc tinh cla colchicin (dau bung, nén, sét,..
J01DD04 Hién trrong trong ky tao mudi canxi két tha TK x@ {ri-Thay...
AD4AAD1 Déng nguy co kéo dai khoang QT TK xi tri: Thay fluconazol...
R0O3AK06 Dong nguy co kéo dai khoang QT.TK x& tri Thay fluconazol ...
MO4ACO1 H&u qué: tang déc tinh cla colchicin(tiéu chay, nén, dau ...
LO1XX19 Hau qua: tang doc tinh cla irinotecan (gidm bach cau, gia...
AO3BAD1 Hau qua: kich (ing da day-ruét, loét duong tiéu hoa TK xtr ...
AO4ADO1 Héu quéa: kich trng da day-rudt, loét dwrdng tiéu hoa TK Xt ...
\V0BABD?2 Tang nguy co nhiém toan chuyén hoa va suy than cap. TK x( .
\V0BABD4 Tang nguy co nhiém toan chuyén héa va suy than cap. TK x( .
\ino ADNE TAnm s s ki dnnm nhode kA b s A Ae TI i

B kham (Tt c3) - KKB: TEST TT 02041

Canh cao twong tac: Thudc - Xét Nghiém

1. Docetaxel(Angut) - XN: 220010-X& IT:!
dodn té bao hoc [GPB
Twong tac cap da:

cac loai dich, nhudm va chan

Hiu qua: Loét da
XIF by: Tranh phoi hop,

Boi kham (Tat ca) - KKB: TEST TT 02041

Canh cao twoeng tac: Thudc - Chi
1. Docetaxel{Angut) - CD:
Twong tic cap d5: Khong trong thich
Hau qua: Lot da day

X ¥ Iy Tranh phoi hop, Nén thay thé bang thudc khac




DUGC THU QUOC GIA VIET NAM
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TRA CUU THONG TIN

Lexicomp® Drug Interactions

Add items to your list by searching below.
Enter item name
ITEM LIST

Clear List
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All Drug Disease Toxicology

Search Drug, Disease, Toxicology, and more
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Bhange 1.4, Bang phin loal nmure d& ning cua tuoromge tac trong b

MNlnre ddp mama coa
turormige e

LY nzhia

Ching chi dinh
g

Ching chi dinh cac thudc diong démg thori_

Twomgz tic giy hiun gua de doa tinh mang via’ hodc can can
thiégp v khoa d& han ché t4i thiéu phan {mg cé hai nghiém

Lo iy ra.

Trung bimh

Mhe

Khong rio

Twuong tic dan dén hiu gqua lam nang thém tinh trang cua
bénh nhin v hodc cin thay ddi thudc didu tri.

Twong tac it o6 ¥ nghia trén lam sang. Twuong tic b thé lam
tang tédn swit hodc mie 46 ning cua phan tmeg od hai nhung
thuome khéng can thay déi thade didw wrj.

Khong ro.

Bang 1.3. Bang phan loai nire 46 cua tromng tac tromg HH

Mirc di

Mire dij can thiép

| Tranh phéi hop

Y nghia

Mguy oo ludn luén virgt trdl lod ich.

Thudmg tranh pl:f:i bugrps

Thirdmg chi pl:f:l b tromge o S0 trirdng horp
ddic it

Cranm thicn mn mo

Khong cdn can thagp

K hing furong tac

Cin tién hanh can thigép dé iam thiéu TIEI Y COF
cho bénh nkédn,

Nguw cor xuat hién tac dyng bat lgi nho.

ir ligw hién cé cho thiy khing xéy ra nrong tic,

Biang 1.2: Bing phin loai mire 3§ cia nromg tde rong DF

Muie 4 ¥ nghia M“‘::::;’:E cua Muie 4§ y viin ghi nhin vé twong tic
1 Mang Pi deoe chirng minhd b kha niing nghi ngd
2 Trung binh Bi dwoe chimg minh/ cd kha ning nghi ngo
3 MNhe BE dwoe chirng minh!/ ¢d kha ning’ nghi ngo
4 Mang! trung binh O thé
s MNhe Oy the .
Bat kv Khing chic chan




Mot s6 CSDL tra ctru thuong ding

STT Tén CSDL Loai CSDL Nha xuat ban/Quéc
gia
1 Twong tac thudc va cha y khi chi | Sach
dinh
2 Dugc thw Qudc gia Viét Nam Sach
T théng tin san pham
4 https://tuongtacthuoc.ehealth.g | Phan mém truc BO Y té/Viét Nam

ov.vn/Home/Page

tuyén (free)




Mot s6 CSDL tra ctru thuong ding

STT Tén CSDL Loai CSDL Ghi chu
1 Drug Interaction Facts Sach/phdan mém tra | Tinh phi
clru tryc tuyén
2 Hansten and Horn’s Sach Mién phi
Drug Interactions Analysis and
Management
3 Drug interactions-Micromedex | Phan mém truc Tinh phi
tuyén (cé phi)
4 Stockleys’Drug interactions Sach/Phan mém Tinh phi/Mién phi
truc tuyén (cé phi)
5 Drugs.com Phan mém truc Mién phi
tuyén
6 Medscape.com Phan mém truc Mién phi

tuyén




Drugs.com

Know more. Be sure.

5@ Drugscom ... o I8

Know more. Be sure. Browse all medications: ABCDEFGHIJKLMNQOPQRSTUYWXYZ0-G Advanced Search

DRUGS A-Z PILL IDENTIFIER INTERACTIONS CHECKER MNEWS & ALERTS PRO EDITION MORE

. e - X
Delivering Excellence in Clinical Supply | SN
Management ;

( atalent EXPERT SUPPORT | REDUCED RISK
©  RESOURCE OPTIMIZATION RLRROLIRSELUTICE HEBA

Drug Interactions Checker How to Preven

Enter a drug name and select the best match from the list of suggestions; repeat the process to add Some mixtures of r

multiple drugs. Check for drug interactions and save your list for future reference. to serious and ever

https://www.drugs.com/drug interactions.html



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

Medscape
Medscape

NEWS & PERSPECTIVE DRUGS & DISEASES CME & EDUCATION ACADENM

@ Drug Interaction Checker

Enter a drug, OTC or herbal supplement: 4 Print
‘ nifedipin| | 2 Interactions Found
Patient Regimen Clear All €3
Monitor Closely
rifampin/isoniazid/pyrazinamide (0
isoniazid + nifedipine
nifedipine )

W

isoniazid will increase the level or
effect of nifedipine by affecting
hepatic/intestinal enzyme CYP3A4

https://reference.medscape.com/drug-interactionchecker



https://reference.medscape.com/drug-interactionchecker

UploDate

Lexicomp® Drug Interactions

UploDate

Lexicomp® Drug Interactions

Add items to your list by searching below.

Enter item name

ITEM LIST

Rifampicin and Isoniazid (INT)

Omeprazole and Sodium Bicarbonate

INT: International generic or brand name (non-US, non-
Canada)

Title Omeprazole / CYP2C19 Inducers (Strong)

Print

Risk Rating X: Avoid combination

Summary CYP2C19 Inducers (Strong) may decrease the serum concentration of Omeprazole. Severity Moderate Reliability Rating
Good

Patient Management Avoid concomitant use of omeprazole and strong CYP2C19 inducers.
CYP2C19 Inducers (Strong) Interacting Members Apalutamide, RifAMPin

Discussion In 3 separate pharmacokinetic studies of healthy volunteers, rifampin decreased the omeprazole (100 mcg or 20 mg
single dose) AUC 83% to 90%."22 This reduction in omeprazole AUC was observed in both extensive and poor CYP2C9
metabolizers 2 In another study, apalutamide decreased the omeprazole AUC 85%.* In a clinical study of 24 healthy volunteers,
administration of rifampin (20, 100, or 500 mg daily for 14 days) decreased the omeprazole/5-hydroxyomeprazole ratio (a marker of
CYP2C159 function) and the omeprazole/omeprazole sulfone metabolic ratio (a marker of CYP3A4 function) in a dose dependent
manner.

Omeprazole prescribing information states that because drugs that are strong inducers of CYP2C19 can substantially decrease
omeprazole concentrations, concomitant use should be avoided.?

https://www.uptodate.com/drug-

interactions/?source=responsive home#di-document



https://www.uptodate.com/drug-interactions/?source=responsive_home#di-document

Nhan dinh vé tuong tac thudc gitta cdc tai liéu khéng thdong nhat

Bang 3.7. Sy chénh léch gifta cac CSDL tromg nhin dinh cic cap twong tac

o mire d¢ cao nhéEl

SD1 MM DF HH

(310} (37) (64) (3)
SDI | EKhing cd twromg tac - 5 b 0
Khiong xac dinh - 20 I 0
MM | Khéng cé tuong tac 65 | - 12 !
F hing xac dinh 40 | - 1] (
DF | Khong cd twong 1ac 54 12 - 0
Ehing xac dinh 195 19 - |
HH Khing of thwong tac 16 - 12 A3 -
Khong xac dinh 95 12 ] -

SDI: Stockley

MM: Micromedex

DIF: Drug Interaction facts
HH: Hansten&Horn

Nguyén Minh Chau, 2015, khda luan t&t nghiép DSDH, DHN




Table 3. Severity ranking of saftware programs according to 625

different DDls

Sewverity ranking n (%}

Programs 0 (Mot 1 2 (Moderate 3 (Major &4

found} (Minor) or or {Contraindicated)

significant} serious)

Microamedex 361 10 162 a9 3

(37.8) (L&l (25.9) (1422 (0.3}
Medscape 215 T4 302 32 2

(34.4) (11.8) (48.3) (3.1] (0.3
Orugs.corm 162 52 360 1 =

(25497 (99} (57.6) (&.A)
ODls: Derug-drug interactions, "The severity classification of drugscom did not
caflaan 4, wihich was defmad as conlraindicatled

Table 2. Concordance rate obtained with two-pair comparison Table 4. Concordance rate obtained with two-pair comparisons
according to the number of DDIs gained in prescriptions in the according to the rate of severity ranking obtained among 625 DDls
three programs in the three programs
Program Concordance  Kappa coefficieni  Sfandard p Program Concordance Kappa Standard B

(%) errar (%) coefficient errar
Micromedex - 839 0.601 0.027 <0001 Micromedex - 389 0.083 0.027 0.001
Medscape Medscape
Micromedex - 876 0.686 0.025 <0001 Micramedex - 45.6 0211 0025 {0,001
Drrugs.com Drugs.com
Medscape - 86 01.6688 00es <000 Medscape - 359 -0.029 0029 0286

Drugs.com
B Drugz.com

D0is: Drug-drug interactions
DilMs: Drug—drug (nferactions

Determination of Potential Drug—Drug Interactions Using Various Software Programs in a Community,
Pharmacy Setting, Turk J Pharm Sci 2019;16(1):14-19; DOI: 10.4274/tjps.30932



BANG NHAP

/- TRUFONG DAI HOC DUQC HA NOI
\ _.Ill QVADR )mu NG TAM DI & ADR QUOC GIA

H Muc luc hoat chét

Khéng c6 twong tac chdng chi dinh!

Rifampicin QTraclru| X
x0a

Esomeprazol QTraclru| X
x0a

Meloxicam QTraclru| X
x0a

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

A


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

CONG HOA XA HOI CHU NGHIA VIET NAM
Poc 1ap - T do - Hanh phic

80: 5043/08-BYT Ha Noi. ngay 30 thang 12 ném 2021

QUYETDINH

VE VIEC BAN HANH DANH MUC TUONG TAC THUOC CHONG CHI DINH TRONG THUC HANH
LAM SANG TAI CAC CO'SQ KHAM BENH, CHUFA BENH

BO TRUONG/BOY TE

Can ci Ludt Kham bénh, chira bénf ném 2009; a N
'l

Can cu Nghi dinh s 75201 TIND- BD nga}f 20 fhangﬁ fiam 2047 cie Emnﬁ‘ﬁtp quy dinh chizx
nang, nhiém vy, quyen hah va co cau 10 chic cla Bj ‘r’te

Cén i Nghj dinh 131/2020/N8-CP ngdy 02/11/2020 cda Chini by ouy dinh veto chirs, Mgt dong
Diroc 1m sang cua co so Kham, chira béni; ;

Can ci Quyét dinh 50 5303/08-BYT ngdy 21/12/2020 cia BG tredng B ¥ B iéc tﬁi hanh ké
hoach trién khai thi hanh Nghi dink S8 134/2020N5-CP ngdy 02/44/2020 ciia Chinpht quy dink
v 16 chiic, hoat ddng duroc 14m sang clia co s& kham bénh, chia bénh

Thea d& nghi cta Ban soan théo Danh muc teang tic thudc chong chi dinh tai cac cor s¢ khém
bénh, chira bénh thanh 18 theo Quyét dinh s0 50 4345/08- BYT nody 25/%/2021 cla B6 tnidng B9
Y té tai Bién ban hop ngdy 29/11/2021:

Theo d& nghi cua Cuc trsgng Cuc Quan Iy Kham, chira bénh,

BANG 3.1. DANH MUC TUONG TAC THUGC THEQ TUNG HOAT CHAT

8T

Hoat chat 1

Hozt chit 2

Co ché

Hau qua

AiFfri

lzeclofenas

etorolas

Higp dting tac dung
ich rng dwdng tigy

haa

ITéng nguy co xust
huy2t tidu hoa nghim
rong (siF dung ddng
i ketorolaz vai 1
N3AID khae [3m ting
Uy oo xust huyét
iy hda gép 5 En so
Wi phili hop 2 NSAID
knaz)

(Chang chi dinh phd
hop. Cn d3c bidt
Juru  nguy e tsang
tac trong triding hop

nism dau hdu phi.

=

Azenocoumaral

Tamoxifen

Tamaxifan e ché
CYFZCE [2m giam
huyén hoa cla
Beenazoumaral

ITéng nguy oo xust
huyét

1. Chang chi dinh
phdi hop & bénh
nhan sl dung
tamaxifen di phang

fién phat ung th v

2. (5 bénh ahdn ung
th v, nén cén nhic
5l dung hepatin
trong lwong phan
thap (LMIWH) hade
e thude chang
ddng drgng uang thc
ddng true figp
(DOAC) thay the cho

warfarin 3 digu

thuyZn 3¢ tinh mach

A birids bk Teann



C0 phai tuong tac thudc bat 1gi ndo ciing can can thiép khong?

PHAN TICH -
BIEN GIA
TUONG TAC
THUOC

NGUY CO: Hiau qua cua
| twong tac thuodc bat lgi

LOT ICH: Muc dich cia
viéc phoi hop thuéc




XU TRI
TUONG TAC
THUOC

TUONG TAC CHONG CHI BPINH CO PIEU KIEN:
Phan tich diéu kién, Khong duoc phép phoi hop néu vudng di€u
kién

TUONG TAC KHONG CHONG CHI BINH
Phan tich - Diéu chinh thuoc, liéu dung, giam sat lam sang




Bal tap ung dung

* BN nit, 70 tuoi, nhap vién do rung nhi khong klem
soat. BN kéu b1 hoi hop, tim dap nhanh, thd ngan

e Tién st bénh: rung nhi. Thudc (Digoxin 25mg/ngay
va Furosemid 40mg/ngay)

e Can lam sang: Kali 3.4 mmol/l (3.5-5 mmol/I)
Creatinin 120 micromol/l

Xu tri tai BV: Amiodaron 300mg trong Glucose 5%,
sau d6 duy tri ubng Amiodaron 200mg x 1 vién/ngay



V'  Tuong tac Thudc-Thude

Dl Amiodarone - Digoxin (Cardiac Glycosides)

C Amiodarone (Hypotension-Associated Agents) - Furosemide (Blood Pressure Lowering Agents)

C Digoxin (Cardiac Glycosides) - Furosemide (Loop Diuretics)

Tang tinh nhay cam
cua co tim

Tang doc tinh amiodarone
(nguy co loan nhip, kéo dai

QT do ha kali)

Furosemide

—

Amiodaron

Tang nong do
digoxin

—

Digoxin

)

Theo dai kali mau/xem xét b6 sung kali uéng/
xem xét chuyén thuéc loi tiéu khac.
Xem xét giam liéu digoxin con 1/3 hodc 2/3




PON THUOC

(55 hidw dom thube: 41-16266122)

’ g ~idri Link! NiF
-Hotér TRANTH| CHIEN Tude 88 G
. Djachi: Nguyts X&, Trung Héa, Yén M§, Hung Yén |
+ §& th BHYT: Cin pieg- 44 Kg -
. Chin dodn: 1159 viém phoif suy tiny/' bl dech ming phiif hji chimg ko nguoc! 190 G w&L’U‘lI[N
SIT Tan thude - Him lrgng SL Libu ding - Cich dimg |
Moxifloxacin - 400 mg 10 viéa ubng 1 vidn ‘
' | Rivemosi - 400 ' nely - = ‘
Fumscanid « 40mg 15 Vids MY ubing 2 viin trong 5 ngxy £l
2 | Agifuras - d0mg inp‘ay ubng 1 vién
Kali chloril 068 20 Vié 3 uhing 2 vién chia 2 8o
3 | Kalcorid 600mg ién [ngdy uGng
Cefdnoren « 200my ) Vid L odes L dhind dn
& | Melscr - 20 Oruig 20 Vién [ngay vong
Levecarniting - 1g One Sog 2 bng chia 2 tn
5 | Abawuti - 1g 40 Ong nghy wing 2008
o [Fsomepeszale - 40myg 20 Vidn [18% ubng 2 vida chis 2 Hn, trudc dn
" |Emancrs - d0mg 30 phin I
Sucrmlfane - Ig 20 Géé nghy udng 2 goi chia 2 Lin trrdc dn 30
¥
7 |Suerate gol« g phat ]
Cong: 7 o ‘1.67/ 30 Nedy 13 thiing 06 min 2022
QTI&M/ < A& /1 J5:20 Nygiy 13 thawg
B nif- 4 . Wic 5§ Kidm bfmh
y ' co- 140 g : .
/ g, P Vg wg= 40" Ny

\

Moxifloxacin + Amiodaron gay déc tinh
trén tim mach (kéo dai QT)

BN 88 tudi, suy tim, con nhip nhanh that

Khong chi dinh Moxifloxacin trén BN nay



MQOT SO TUONG TAC THUOC TREN
NGUO'l BENH DIEU TR| LAO




« Phac dd Al: 2RHZE/4RHE

‘ Lao khong co bé{lg
* Phac do A2: 2RHZE/4RH chimg khang thudc.
e Phé4c d¢6 B1: 2RHZE/10RHE
, \ Lao mang ndo, lao xuong khép
* Phac d6 B2: 2RHZE/10RH va lao hach

Phéac do ding nhiéu thudc, thoi gian diéu trj dai
Rifampicin: chat cam tmg manh enzyme Cytochrom P450,
cam ung P-glycoprotein
Isoniazid: chat trc ché enzyme




 Rifampicin c6 nguy co twong tac
cao hon_rifabutin, rifapentine
(trong cung nhom rifamycin) do
anh huong trén enzyme chuyén
ﬂoa va protein van chuyén nhiéu
on.

* Luu y Tuong tac voi rifampicin:

- Pang dung thudc cé twong tac véi
R, bo sung Rifampicin (do bi lao):

+ Xem xét ténﬁhliéu thudc anh hudng

tu tudn thu 2 (khong nhat thiét ngay tu

dau khi dung R)

+ Hét hi¢u luc cam trng sau 2-4 tuan

khi ngiing R.

- Pang diéyp tri véi Rifampicin, bo
sung thuoc cO twong tac:

+ Xem xét cac khuyén cao theo doi
diéu tr1, tang liéu neu co thé.

Y nteractions

Rifamycin
Drug-Drug

ol




Cap twong tac Khuyén c4o

Rifampicin-Nifedipin Giam nong d6 nifedipin, giam hiéu qua diéu tri

Rifampicin-Praziquantel | Giam nong d6 cua praziquantel trong huyét thanh,
dan dén giam hiéu qua di€u tri

Rifampicin — Voriconazol | Giam nong d6 cta voriconazol trong huyét thanh,
dan dén giam hiéu qua di€u tri

Rifampicin-Delamanid | Giam nong d¢ cta delamanid trong huyét thanh,
dan dén giam hiéu qua diéu tri

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



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

Cap twong tac

Khuyén c4o

Rifampicin -
Lopinavir/ritonavir

Tt nhat nén tranh phdi hop.

Néu bat budc phoi hop véi Rifampicin, diéu chinh liéu
lopinavir/ritonavir (lopinavir 800 mg + ritonavir 200 mg hai
lan mdi ngay hoic lopinavir 400 mg + ritonavir 400 mg hai 1an
moi ngay)

Rifampicin-
Dolutegravir (DTG)

Tang liéu DTG thém 50 mg. Udng liéu ting thém sau liéu dau
tién 12 gio. Kéo dai licu tang thém cua DTG hal tuan sau khi
ngurng rifampicin

Rifampicin -
Nevirapine (NVP)

Thay NVP bang EFV (Efavirenz)

Rifampicin-
Raltegravir (RAL)

Tang RAL 1én 800 mg hai 1an mdi ngay. D6i voi tré em tiép tuc
RAL hai 1an mdi ngay trong 2 tuan sau khi két thic sir dung
rifampicin

1.https://tuongtacthuoc.ehealth.gov.vn/Home/CSDLTuongTacThuoc
2. Hwéng dan diéu tri HIV/AIDS, BYT 2021



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

An International Journal of
Obstetrics and Gynaecology

BJOG

Phu ntt
tuo1 sinh san

Giam hiéu luc thudc tranh thai

Xt tri: Hodc dung thudc tranh
thai co chura liéu Iugng
Estrogen cao hon hoac dung
bién phap tranh thai khéc.

Concomitant Drug Rifamycin Interaction

or Drug Class

DOl 10.1111/1471-0528.15027
W Bog.org

Systematic revievw

Drug interactions betvween rifamycin antibiotics
and hormonal contraception: a systematic revieww
KB Simmons, "+ LB Haddad.”“ K Nanda.,” KM Curtis®

Main results Studies only addressed combined oral contraceptives

(COCs) and none reported pregnancy rates. Quality ranged from

good to poor. Rifampin increased the frequency of ovulation in

two of four studies, and reduced estrogen and/or progestin

exposure in five studies. Rifabutin led to smaller PK changes than

rifampin in two studies. In one study each, rifaximin and rifalazil

did not alter hormone PK.

Conclusions No studies evaluated pregnancy risk or non-oral
HCs. PK and ovulation outcomes support a clinically
concerning drug interaction between COCs and rifampin, and
to a lesser extent rifabutin. Data are limited for other

Recommendations and More information

Clinical Comments

Levonorgestrel (oral) Rifampin  levonorgestrel

emergency concentration or

contraceptive efficacy expected
Combined oral Rifampin & ethinyl estradiol

contraceptives concentration or

efficacy expected

Contraindicated,
do not co-administer.

Reported AUC ratio (with rifampin/no rifampin) for
levonorgestrel was 0.292 for unbound and 0.427 for
Mithar amearnanow bound drug'
Contraindicated,

do not co-administer.

Reported 84-66% reduction in ethinyl estradiol AUC
with rifampin co-administration, reported 42%
reduction in ethinyl estradicl Cmax with rifampin
co-administration, reported 51-60% reduction in
norethindrone AUC with rifampin co-administration.
Some studies demonstrate increased ovulation.

Use alternate method of
contraception (e.g., condoms
or |1UD) if concomitant use is
necessary. Alternate
contraceptive method should
be continued for 28 days after
discontinuation of rifampin.

Do not co-administer recommendation made
because co-administration may render this drug
ineffective, and because of potentially serious or life-
threatening consequence; patient safety cannot be
guaranteed even with monitoring or dose titration.

1. Simmons KB, Haddad LB, Nanda K, Curtis KM. Drug interactions between rifamycin antibiotics and hormonal contraception: a systematic review. BJOG 2018;125:804—-811.

2. Rifamycin drug-drug interaction
3. Hwéng ddn chén dodn va diéu tri bénh lao, BYT, 2020
4. Lexicomp, online on 09/7/2023



Ca lam sang

* BN 65 tudi, PTD typ 2, hai nim nay, dié iéu tri on dinh

bang gliclazid 80mg/ngay BN miac lao, diéu tri bang
RHZ

« Puong huyét ltc doi ting, can ting liéu gliclazid 1én
120mg va sau do la 160mg/ngay.

* Nong dd dinh gliclazid trong mau BN Ia 1,4mcg/ml
Ngung rifampicin, nong dd dgliclazid tang dén 4,7
mcg/ml, do do liéu gliclazid trén BN lai phai giam
xuong 80mg/ngay ,

*C0 trong tac thuoc khong?
 Bi¢én phap phong tranh TTT da dugc ap dung
trong ca lam sang nay

Diabetes Care (2000) 23, 1204-5



Giam hiéu luc _thuég diéu tri ticu dudng nhom
sulfunylure (gliclazide)

Can nhac st dung thuoc ha duong mau bang
insulin, nhom thudc it gay tuong tac voi thudce
lao: blguamde (vi du: Metformin), hoic thudc
tiéu duong nhom trc ché SGL2

Ngudi bénh DTD

Concomitant Drug Rifamycin Interaction Recommendations and More information Referances
or Drug Class Clinical Comments and Pubmed 1D
Sulfonyluraas Rifampin o zutfonylurea Co-administer with In pharmacokinetic stediez, rifampin haz decressed 11136298
concentration or caution. If co- the gliclazide ALUC T0%, the glyburide AUC 35% to 11408737
Gliclazid efficacy expectad adminiztration neceszary, 63%. the glipizide ALC 22%. and the glimepiride
clazide congiter cloze clinical and AUC 249%; machanizm i likely via CYP2CO 18843263
Glimepirids laboratory {bloed glucose) induction. Clinical datz conzistent with potential loas = 14534520
Glipizids monitoning. Adjust dose if of efficacy (glycemic control). 10837528
needed or uzeladd alternative 0510078
Glyburide antihyperglycemic agent az .
appropriate. 30e06312
27516382
WL L . LT 1L AL LD — DAL LU 11 L I L.
Dapaglifiozin Rifampin Mo gignificant Q Co-administer Studies show a decresss in dopagliflozin AUG of Package inasrt
interaction without modifications. | 22%, Cmax of 7%, urinary glucoss excretion of 10% 23061428
expactsd no clinically significant but no doze adjustment required per manufacturer.

interaction likehy.

Empaglifiozin Rifampin Mo significant Co-administer Empagliflozin iz a substrate of variouz transporters Packags inasrt
interaction without modifications. and non-CYP enzymes (OAT, P-gp, UGT). There iz BAAG1 572
sxpactsd no clinically significant na clinical or pharmacokinetic data of multiple daily

interaction likekhy. rifampin dosing; single dose rifampin increased AUGC

35% and Cmax 75% likely via inhibition of OATR
Thare iz no data for rifapentine or rifabutin. Minimal
concarn for zignificant intaraction with any rifamycin
and empagliflozin.

1. Rifamycin drug-drug interaction



Ngudi bénh co dung
thudc chong dong

Concomitant Drug Rifamycin

or Drug Class

Interaction

v  Tuong tac Thudc-Thudc

Ed Enoxaparin (Anticoagulants) - Rivaroxaban

E] Rifampicin (INT) (Inducers of CYP3A4 (Strong) and P-glycoprotein) - Rivaroxaban

D Rifampicin (INT) (Rifamycin Derivatives) - Warfarin (Vitamin K Antagonists)

Recommendations and

More information

Clinical Comments

Rivaroxaban Rifampin

Jr rivaroxaban
concentration or

efficacy expected

Concomitant Drug Rifamycin Interaction

or Drug Class

Warfarin Rifampin  warfarin
concentration or

efficacy expected

Recommendations and
Clinical Comments

Co-administer with

extreme caution if
benefits outweigh risks.
Input from a clinical
pharmacist or subspecialist
recommended.

If co-administration
necessary, requires close
clinical and increased
laboratory (INR) monitoring.
Dose adjustment to maintain
target INR necessary — dose
increases at initiation and
dose decreases after
cessation of rifampin (see
“More Infermation”). Consider
alternatives for short-term
anticoagulation or use of
rifabutin instead of rifampin, if
appropriate.

Contraindicated,
do not co-administer.

Rivaroxaban is substrate of CYP3A4 and P-gp, both
of which are significantly induced by rifampin.
Approximately 50% decrease in rivaroxaban AUC
with rifampin co-administration via induction of P-gp
and CYP3A4. Case report of patient with fatal
pulmonary embolism associated with low
rivaroxaban levels in patient on rifampin.

ation made

More information

t safety cannct be

or dose titratio

There is significant reduction in warfarin exposure
due to increased metabolism by CYP1A2, 2C9, 3A4.
Decreases in warfarin AUC of 50-75% depending on
ISomer.

Anticipate increased dose requirements of warfarin
approximately 1 week after initiation of rifampin if on
stable warfarin dose. Anticipate dose increases of
2-5 fold from baseline or initial dose in order to
maintain goal INR. Careful down-titration of warfarin
dose based on INR monitering is required after
rnifampin discontinuation; anticipate reducing
warfarin dose by up to 50% within 1-2 weeks of
rnifampin discontinuation to avoid over-
anticoagulation. Bleeding episodes reported from
failure to decrease warfarin doses after rifampin
discontinuation.




Ca lam sang

BN nif, 72 tudi, tién stt 5 nam THA
di€u tri duy tri 6n dinh bang
Nifedipin 40mg/ngay (HA 140-
160/80-90mmHgQ)

BN phat hién mac lao phoi va dugc

ké don RHE (R 450mg; H 300mg; E

400mgQ)

Sau 2 tuan diéu tri lao, HA tang 1én
200/110mmHg. BN dugc nging
Turbezid, HA giam dan con
160/80mmHg trong 10 ngay

Tai st dung Rifampicin, huyét ap
tang tr¢ lai

Tada Y,et al, Am J Med Sci, 1992

nisoldipina 10mg

propranslol

enalapeil Syhg

blood pressure Jnicardi
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Figure 1. Clinical course of the patient, showing the relation be n

blood pressure level and the administration of rifampicin.

Table 1. Changes in Plasma Concentration of Nifedipine
Following Its Oral Administration With and Without Rifampicin

Nifedipine Concentration (ng/ml)

Time (hr) Without Rifampicin With Rifampicin®
0 21.0 7.0
1 325 8.3
3 66.6 28.4
6 37.7 14.8

* Nifedipine concentration significantly decreased after rifampicin
loading (p < 0.05).



Ngudi bénh dung
thudc chen canxi
STT Cap twrong tac Mire dé twong tic  Hau gua twong tac

1 n Nifedipin - Rifampicin ® Giam néng db nifedipin, gidm hiéu qua diéu tri
Chéng chi dinh

Mifedipine Rifampin J nifedipine Co-administer with In a pharmacokinetic study of 6 healthy volunteers,
concentration or extreme caution if rifampin (600 mg daily for 7 days) decreased the
BB s o hanafite nirharainh ricke nifadinina (2N ma cinnla Adncal ALK Q2046 The Al I

Concomitant Drug Rifamycin Interaction Recommendations and More information

or Drug Class Clinical Comments

CALCIUM CHANNEL BLOCKERS

Nicardipine Rifampin J nicardipine Co-administer with Case studies have reported decreased serum
concentration or caution for indication concentrations of nicardipine with rifamycin use.
efficacy possible of hypertension. If co-

administration necessary,

UV A P R S —rE " -

Amlodipine Rifampin J amiodipine Co-administer with Changes in amlodipine drug levels may occur, but
concentration or caution for indication can likely be managed in a primary care setting by
efficacy expected of hypertension. If co- dose titration and/or addition of additional

administration necessary, antihypertensive agents.

monitor for loss of amlodipine
effects, including clinical signs
or symptoms of hypertension
or angina. Dose increases of
calcium channel blocker or
use other antihypertensives
may be required. In a single case report, a 67 y/o man taking
amlodipine 10 mg experienced increased blood
pressure requiring treatment with six additional
antihypertensive agents after initiation of rifampin.
After rifampin was stopped, blood pressure control
improved.

Strong CYP3A4 inducers decrease the serum
concentration of amlodipine. In a cohort study,
patients using amlodipine with rifampin saw a mean
decrease of 81.7% in amlodipine levels. In 8
patients, levels were undetectable.



Két luan
» Lwu y cac thudc va bénh nhan co “nguy co twong tac cao”.
« Tranh s dung dong th&i cac thudce co cung tac dung phu.
« Chon nhém thudc hoéc thudc it c6 nguy co twong tac

* Trong trwdng hop co twong tac, tuy mre do nghiém trong, can

nhac vai tro tirng thudc va tinh sdn c6 cac thubc thay thé.

o




Tuy nhién...

» Twong tac thudc bat loi cé thé phong tranh dwoc
bang cach chi v than trong dic biét hoac tién
hanh cédc bién phdp can thiép dé gidm thiéu nguy
CO'.

« Can c6 sy phdi hop cla bac si— dwoc si— dieu
dwong trong quan ly twong tac.



VAI TRO CUA NHAN VIEN Y TE

Bac si ké don chu v tién str,ddi twong

nguy co cao

Chu dong phat hién tuong tac

Theo doi d4p tmg diéu tri va ADR

Trao di voi BS/DS vé BN va vé
cac thuoc su dung

Theo do1 dap ung
diéu trj va ADR

“bi&l

Cung cap thong tin vé phan b
cac lan dung thuée cho BN

Thong béo cho BS/BN néu
phét hién tuong tac




