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LPD Title: Venlafaxine hydrochloride LPD date: 08 Nov. 2014 i

g
n )
Country: Vietnam ] 3
Reference CDS version: 30.00 Reference CDS date: 19 Sep. 2014 a ¥
3 )
EFEXOR XR %' U’/
'\

Rx

CANH BAO PAC BIET:

Thubdc ban theo dom.

Poc ki hirong dan sir dung truée khi dung.

Néu cin thém thong tin xin hoi y kién bac sy.

Théng bao cho bac sy nhitng tac dung khdng mong mudn gip phai khi si dung thude.
Khéng dung qua liéu di dugc chi dinh.

Khéng sir dung thudc di qua han dung.

Pé xa tim tay tré em.

1. TEN THUOC L
EFEXOR XR %
p2 THANH PHAN VA HAM LUQNG ’
Mai vién nang chira 37,5 rné; 75 mg hoéic 150 mg venlafaxin (dang muoi hydroclorid).
3. DANGBAO CHE -
Vién nang giai phdong kéo dai dung dudng uong y
4. CAC PAC TINH LAM SANG §
4.1 Chi dinh dieu tri

Diéu tri cac rdi loan trim cam chu yéu. \'
Ngin ngira trdm cam tai phat va trim cam tai dién.

Diéu tri cac rbi loan lo 4u toan thé.

Diéu tri rdi loan lo du xa hoi.

Diéu tri céc roi loan hoang loan.

42  Liéu ding va cach ding
Vién nang giai phong kéo dai nén dugc ding cing véi thire dn va nén ding vao cing mot thoi
diém trong ngay. Udng nguyén vién nang ciing véi nudc, khong chia nh | b€, nhai hodc hoa
tan vién nang, hodc c¢6 thé sir dung biang cach md nang thube cin thén va ric toan b lugng
thudc ¢6 trong nang vao mot thia diy nude sét tao. Sau dé nudt hdn hop thubce/thire dn nay,
(khéng nhai) va udng tiép theo d6 mot cbe nude dé dam bao di ubng hét toan b vi hat.

Ngoai trir trudng hop bénh nhan mic chitng rdi loan lo au xa hdi (SAD) (xem dudi day), bénh
nhan khéng dap tng véi lidu 75 mg/ngay c¢6 thé ting lidu véi mirc ting 75 mg/ngay cho téi
liéu ti da 225 mg/ngay. Viéc ting lidu venlafaxin dang giai phong kéo dai c6 thé thuc hién
sau khoang thdi gian 2 tuén hodc dai hon, nhung khoang céch giita cac lan ting liéu khong
dudi 4 ngay.
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Bénh nhan ding vién nén venlafaxin gidi phong tirc thiji c6 thé chuyén sang ding vién nang
venlafaxin giai phéng kéo dai véi lidu hang ngay tuong duong. Vi du, vién nén venlafaxin
giai phong tie thoi 37,5 mg, dung 2 lan trong ngdy c6 thé thay thé bémg vién nang vcn]afaxin
75 mg giai phong kéo dai, dung 1 lan/ngay. C6 thé chinh liéu riéng cho timg bénh nhan néu
cén thiét.

Céc rbi loan trim cam chu véu

Lidu khéi ddu cda vién nang venlafaxin giai phong kéo dai duoc khuyén cdo 1a 75 mg, dung
mét 1an trong ngay. Bénh nhan khong dap img v6i liéu khéi dau 75 mg/ngay c6 thé dung lidu
tang dan dén mirc licu tdi da 4 225 mg/ngdy.

Tuy liéu khuyén cdo cila vién nén venlafaxin dang gidi phéng tGc thdi cho bénh nhin trdm
cam & mirc do trung binh 14 t5i 225 mg/ngay, mdt nghién ciru cho thiy nhitng bénh nhan bi
trdim cam & mirc d6 ning hon dép tng véi lidu trung binh 350 mg/ngay (dao dong trong
khoang tir 150 dén 375 mg/ngay).

Réi loan lo 4u toan thé

Liéu khoi diu cda vién nang venlafaxin giai phong kéo dai duoe khuyén cdo 12 75 mg, ding
mét 1an trong ngay. Bénh nhan khong dap dng voi lidu khoi dau 75 me/ngay 6 thé ding lidu
ting dan dén mGc lidu 16 da 1a 225 mg/ngay. Cén luu y theo d6i va danh gia bénh nhan trong
sudt qua trinh diéu tri.

R&i loan lo du x3 hoi

Lidu khoi ddu cia vién nang venlafaxin giai phong kéo dai duge khuyén cdo 1a 75 mg, ding
mot lan trong ngdy. Khong c6 bang ching cho thay tang liéu lam ting hiéu qua diéu tri cia
thudc. Can luu y theo d&i va danh gid bénh nhan trong sudt qua trinh diéu tri.

Ro61 loan hoang loan

Liéu ca vién nang venlafaxin giai phong kéo dai dugc khuyén cdo 13 37,5 mg/ngay dung
trong 7 ngay. Sau dé nén tang liéu 1én 75 mg/ngdy. Bénh nhin khong dap ql'ng véi-lidu 75
mg/ngay c6 thé ding lidu ting din dén murc liéu t6i da 14 225 mg/ngay. Cén Im._ﬂbymeo déi va
danh gi4 bénh nhén trong sudt qua trinh didu tri.

Cach ngung Venlafaxin

Khi ngimg didu tri bing venlafaxin, nén giam din lidu bat ¢t lic nao ¢6 thé (xem muc 4.4 va
4.8). Trong céac thir nghiém lam sang v&i vién nang venlafexin gidi phong kéo dai, quy trinh
giam lidu duoc thuc hidn bing céch giam 75 mg /ngay, thoi gian gifta cac 1in giam lidu 1a 1
tudn. Thoi gian ¢an thiét dé giam 1idu phu thude vao lidu ding, thoi gian didu tri va dap (g
ctia tirng bénh nhéan.
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4.3

4.4

Sir dung thudc cho bénh nhén suy than

V&i bénh nhan suy than ¢6 mirc loc cu than (GFR) tir 10 dén 70 mL/phat, nén giam tir 25%
dén 50% tong liéu venlafaxin hang ngay.

Vi bénh nhan dang thim tich mau, nén giam 50% tong liéu hang ngdy cua venlafaxin.
Do cé su thay ddi I6n vé do thanh thai giifa cac bénh nhan, cin c4 thé héa liéu diing cho timg
bénh nhan.

Sir dung thudc cho bénh nhén suy giam chire néng gan

D6i véi bénh nhén suy gan & mGc dd tir nhe dén trung binh, nén gidm 50% tong liéu
venlafaxin hang ngdy. O mdt 50 bénh nhén, c6 thé giam hon 50% lieu venlafaxin.

Do ¢6 sur thay ddi I6n v& do thanh thai giita cac bénh nhén, can c4 thé héa liéu dung cho timg
bénh nhan.

Sir dung thude cho tré em va thidu nién

Chua ¢6 di dir liéu cho viéc sir dung venlafaxin & bénh nhan dudi 18 tudi (xem muc 4.4 va
4.8).

Sir dung thudc trén bénh nhin cao tudi

Khéng ¢6 hiéu chinh [iéu ddc biét ndo dugc khuyén cdo dua trén tudi ciia bénh nhan.

Chéng chi dinh
Min cam vdi venlafaxin hodc bat cir thanh phan nao cda thudc.

Khéng dung dbng thdi venlafaxin véi cic thudc e ché enzym monoamin oxidase (MAOL).
Chi duoe dung venlafaxin it nhét 14 ngay sau khi ngimg diéu tri véi MAOI. Khodng cich nay
c6 thé rat ngén lai trong trudmg hop diing cac thude MAOI ¢6 hdi phuc (xem théng tin ké don
clia cac thubc MAOI c6 hdi phuc). Nén ngimg ding venlafaxin it nhat 7 ngdy trude khi diéu
tri béng cac thude MAQJ (xem muc 4.5).

Canh bao va than trong dac biét khi sir dung
Tu ti/cé v dinh tu tir hofic bénh canh 14m sang xau di

T4t ca cdc bénh nhan duoc diéu tri bing venlafaxin nén duoc theo dai cén thamnfa quan sat
chiit ché& cic ddu hiéu bénh canh 1am sang xau di va neu bénh nhén cé y dinh @r ll,V Benh
nhén, gia dinh, va nhitng ngudi chim séc bénh nhén can duge nhiic nhé ludn canh gidc vé su
xuét hién cac diu hiéu lo Au, kich déng, cac con hoang loan, mét ngh, bt rat, thai do thil
dich, hung hang, bde dong, chiing nim ngdi khéng yén (akathisia), hung cam nhe, hung cam,
céc thay dbi bat thudng khac trong hanh vi, triéu chitng trdm cam xAu di, v y dinh tr sat, dac
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biét khi bat ddu diéu tri hoac khi c6 bt ky thay d6i nao vé 1iéu hodc ché db lidu. Nguy co tu tir
bat budc phai duge xem xét, dic biét & nhitng bénh nhén trdm cam, va nén dung liéu thap nhat
kém theo gidm sat bénh nhdn chét ché dé giam nguy co qua [iéu (xem muc 4.8).

Ty tr 1a mdt nguy co di duge xac dinh trong bénh trdm cam va mot s6 roi loan tam than khac,
va ban than cac rdi loan nay 1a yéu t& dy bao manh nguy co tu tir. Cac phan tich gop tir cac
thir nghiém 1am sang ngén han c6 d6i chirng gia dugce cla céc thudc chéng tram cam (thude
tic ché tai thu hdi chon loc serotonin [SSRIs] va céc thube khac) cho thay cac thuoc nay lam
tang nguy cg ty tir & tré em, tré vi thanh nién va thanh nién (tar 18 - 24 tu01) bi trdm cam ning
va cdc ri Joan tAm thin khac. Céc nghién ciu ngan han khéng cho thdy cé su gia ting nguy
co tr & & bénh nhan trén 24 tudi ding thude chdng trdm cam so véi nhom dung gia duogc;
nguy co tu tir cling giam & bénh nhéan tir 65 tudi tror 1én diing thube chéng trdm cam so véi
nhém dung gia dugc.

Gay xuong — Nghlen ciru dich té hoc cho thay nguy co gay xuong ting 1én & cac bénh nhan
ditng thude trc ché tai thu hdi serotonin bao gdm ca venlafaxin. Co ché gy ra nguy co nay
hién chua duge lam sang td hoan toan.

Sir dung thudc cho iré em va thiéu nién

Hiéu qua cua thude trén bénh nhan dudi 18 twdi chira dugce xac dinb 3.

Nén theo ddi thudmg xuyén cén ning va do huyét dp cho tré em va thiéu nién s& dung
venlafaxin. Nén ngimg diéu tri bang venlafaxin cho tré em va thiéu nién ¢6 ting huyét ap lién
tuc. Néu diéu tri trong thoi gian dai nén kiém tra ndng do cholesterol huyét thanh (xem muc
4.2 va 4.8). D9 an toan cla thudc khi dung cho bénh nhi dudi 6 tudi chua duge danh gia.

Céc phan g tuong tu hdi chimg an than kinh dc tinh (NMS)

Tuong 1y cac thude tic dong trén hé serotonergic khac, hdi chimg serotonin hodc céc phan
ng twomg ty hoi chimg an than kinh &c tinh (Neuroleptic Malignant Syndrome - NMS) de
doa dén tinh mang c6 thé xuat hién trong qu4 trinh diéu tr1 bang venlafaxin, dic biét khi sir
dung ddng thoi v6i cac thude serotonergic khéc (bao gém SSRIs, SNRIs va céc triptan,
fentanyl, dextromethorphan, tramadol, tapentadol, meperidin, methadon, pentazocin), hodc
voi cac thube lam giam chuyén hoa serotonin (bao gdm MAOIs, xanh methylen), hodic véi cac
thudc chéng loan thén, cac thude doi khang dopamin khac. Céc triéu chimg ciia hi chimg
serotonin ¢4 thé bao gom thay doi trang thai tAm thin (vi dy, kich dong, &o gide, va hén mé),
rbi loan hé thin kinh tr dong (vi du, nhip tim nhanh, huyet ap khéng dn dinh va tang than
nhiét), bt thuong than kinh co (vi du, tang phan xa, mét phdi hgp) ¢6 kém hodc Hﬂbg,g kem
theo céc tridu chimg tiéu hoa (vi du, budn nén, nén va tiéu chay).

Héi chimg serotonin & thé ning ¢6 thé gidng vdi hoi chirng an thin kinh 4c tinh, bao gdm ting
than nhiét, clmg co, rdi loan hé than kinh tu dong co thé co kém theo su thay ddi nhanh cac
dau hiéu sinh ton va thay dai trang thai tAm thin (xem muc 4.5).

Trong trudng hop ding ddng thdi venlafaxin vdi cac thude khac c6 anh huong dén hé dén
truyén than kinh lién quan dén serotonin va/hodc dopamin, cac bénh nhén can dugc theo doi
chét ché, dic biét khi bat dau diéu tri va khi ting licu.
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Khong khuyén cdo sir dung dbng thoi venlafaxin véi tién chét coa serotonin (nhu bé sung
tryptophan).

Gidn dong tur

Gidn ddng tir ¢6 thé xut hién khi dling venlafaxin. C4c bénh nhin bj ting nhén dp hodc cac
bénh nhén ¢d nguy ¢o glaucom goc dong cap tinh cdn phai duge theo ddi chit ché.

HE tim mach

Venlafaxin chua duge danh gi4 trén bénh nhén co tién st gin day bi nhdi mau co tim hodc
bénh tim khoéng 6n dinh. Do d6, can than trong khi dung venlafaxin cho cic bénh nhin nay.

Tang huyét ap phu thude lidu diung da duge ghi nhén trén mdt sb bénh nhin dung venlafaxin.
Céc truong hop tang huyét ap cin diéu tri ngay di dugc ghi nhén trong qua trinh theo déi sau
khi thubc d3 luu hanh teén thi trudng, Cac bénh nhan cin diéu tr venlafaxin dugc khuyén cdo
kiém tra huyét 4p, cling nhu cin khéo st k7 tién cén ting huyét 4p ctia bénh nhén trudc day.
CAn than trong cho bénh nhan ¢6 céc bénh tiém 4n ¢6 thé ning thém do huyét 4p ting.

Cé thé xubt hién tinh trangting nhip tim, dac biét khi dung & liéu cao. Cén than trong khi
diing thudc cho céc bénh nhén c¢6 bénh 1y tiém 4n c6 thé ning 1én do nhip tim ting. Cic
truong hop kéo dai khoang QT, xodn dinh (TdP), nhip nhanh that va dot tir 3 duge bao cdo
trong qua trinh luru hanh thudc. Phin 1én cic bao cdo déu xay ra do sir dung thube qua lidu
hodc trén nhitng bénh nhén c6 cac yéu té nguy co khac gy kéo dai khoang QT/xodn dinh. Do
dé venlafaxin nén durge sir dyng thin trong trén nhitng bénh nhan ¢6 cic yéu to nguy co gy
kéo dai khoang QT.

Co giat

Céc con co git c6 thé xudt hién khi didu tri bing venlafaxin. Tuong tu céc thude chéng trim
cam khéc, nén thén trong khi dung venlafaxin cho bénh nhén ¢6 tién sir co giat.

Hirmng cdm/Hung cam nhe

Hung cam/Hing cam nhe c6 thé xuét hién trén mot ty 18 nho bénh nhén bi rdi loan tim than
ding cac thude chong trdm cam, bao gbm ca venlafaxin. Tuong ty cic thudc chdng trdim cam
khac, nén than trong khi sir dung venlafaxin cho bénh nhéin cé tién sir ban than hodc gia dinh
¢6 rbi loan ludng cue.

Hung hédn

Théi d6 hung hén ¢ thé xudt hién trén ty [& nhé bénh nhin ding thuée chéng t{ém cam, bao
gom ca diéu tri bang venlafaxin, trong truong hop nay nén giam liéu hodc ngimgﬁ}lpg/thuﬁc.
Tuong tu cac thude chong tram cam khdc, nén thén trong khi ding venlafaxin cho ’Bénh nhin

¢6 tién can thai do hung hing, pay hén trudce diy.

Ha natri mau
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Céc trudng hop ha natri mau va/hogc hdi chimg bai tiét khong diy di hormon chdng bai niéu
(SIADH) c6 thé xufit hién khi dung venlafaxin, thuong gip trén bénh nhan mét nudc hoic
giam thé tich tudin hoan. Bénh nhén cao tudi, bénh nhan dung thubc lgi tiéu va bénh nhan bi
giam thé tich phén bé do cac nguyén nhéan khac cé thé cd nguy co ha natri mau cao hon.

Chay mau
Cée thube tre ché thu hoi serotonin ¢6 thé anh huéng dén su két tap tiéu cau.

Di ¢6 ¢dc bdo cdo vé hién tuong chay mau bat thudng khi ding ventafaxin, tir xuit huyét da,
niém mac va xut huyét tiéu héa dén cac xudt huyét c6 thé de doa dén tinh mang.

Tuong tu cac thudc e ché 1ai thu hai serotonin khac, nén sur dung thén trong venlafaxin cho
céc bénh nhén cé nguy co xuat huyet bao gdm céc bénh nhin dang ding cic thude chdng
dong va cic thude (e ché két tap tiéu cau.

D6 an toan va hiéu qua khi két hop venlafaxin voi cic thude gidm cén, bao gdbm phentermin,
chua dugc xac dinh chac chan. Ding dong théi venlafaxin hydroclorid va cac thube giam cén

khéng duoc khuyén cdo. Venlafaxin hydroclorid khéng duge chi dinh st dung don doc hay
phdi hop véi cac thude khac dé giam can.

Cholesterol huvét thanh

Tang cholesterol huyét thanh ¢6 y nghia 1am sang dugc ghi nhan trén 5,3% bénh nhén diéu tri
bing venlafaxin va 0% & nhém bénh nhin ding gia duge trong it nhit 3 thang trong cic
nghién ciru 14m sang ¢6 ddi chimg gia duge. Nén do ndng d cholesterol huyét thanh trong
qué trinh diéu tri dai ngdy.

Neime ding thube

Cac tac dung khi ngung thude da duoc biét ré thudng xay ra khi ding thubc chdng tram cam,
do do véi bat cir dang bao ché nio ctia venlafaxin, cdn gidm dén lidu khi ngung thudc va theo
ddi bénh nhan can thin (xem muc 4.2 va 4.8).

Lam dung va phu thude thube

Céc nghién citu 1dm sang khéng cho thdy bang chimg vé sy 18 thude thude, xuét hién dung
nap, hodic cin tang li€u theo thoi gian.

Céc nghién ¢ty in vitro cho thdy venlafaxin hiu nhu khéng cé 4i luc véi cic receptor opiat,
benzodiazepin, phencyclidin (PCP) hofic acid N-methyl-D-aspartic (NMDA) Venlafaxin
khéng ¢6 tac dung kich thich than kinh trung vong céc loai gdm nham. Trong cati:;gue/n clru
trén dong vét linh trudng, venlafaxin khéng lam ting hoic giam nguy co nghdén thube.
Nghién cru {u sir dung trén khi cho thiy viée tu sir dung venlafaxin qua dudng tinh mach cua
dong vat thuc nghiém.
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4.5

Tuwong tic voi cac thude khéc va cac dang twong tac khac
Cac chat e ché enzvm monoamin oxidase (MAOI

Cic tac dung khéng mong mudn nghiém trong d& duoc ghi nhan trén cac bénh nhan vira ngng
diing MAOI va bit ddu dung venlafaxin, hodc vira ngimg dleu tri bang venlafaxin dé bat du
ding MAOI (xem muc 4.3). Nhiing phan ing nay da bao gdm run, rung gidt co, 0at md hdi,
budn nén, ndn, do birng, chéng mit va tang than nhidt vdi cac dau hiéu tuong tu nhy hoi chimg
an than kinh 4c tinh, co git, va tr vong.

Cac thude tac dung trén than kinh trung wong

Nguy co khi sit dung venlafaxin két hop véi cic thube tic dung trén thén kinh trung vong khac
chira duge danh gia mot cich ¢6 hé thong. Do do, can thén trong khi dung venlafaxin két hop
véi cac thudc tac dung trén than kinh trung wong khac.

Hoi chirng serotonin

Tuong ur cac thude serotonergic khéc, hoi chitng serotonin, ¢ kha nang de doa dén tinh mang,
cb thé xubt hién khi didu trj bing venlafaxin, dac biét khi dung cung cac thubc anh huong dén
hé dan truyén thin kinh serotonergic (bao gom céc triptan, SSRIs, cic thubc SNRIs khéc,
lithium, sibutramin, fentanyl va cdc dan chat, tramadol, dextromethorphan, tapentadol,
meperidin, methadon, pentazocin, hodc St. John's Wort [Hypericum perforatum]), hodc vdi cac
thude lam giam chuyen héa serotonin (nhir MAOL, bao gdm linezolid [khang sinh trc ché MAQ
khéng chon loc ¢6 hdi phuc] va xanh methylen), hodic véi tién chit clia serotonin (nhir cac ché
pham bd sung tryptophan) (xem muc 4.3 va 4.4).

Néu trén 18m sang cin dung dong thoi venlafaxin va mot thudc SSRI, thude SNRI hoge mot
chét chd van receptor 5- hydroxytryptamm (trlptan) bénh nhan cin dugc theo dbi cén than, dic
biét trong giai doan bét dau diéu tri va khi tang liéu. Sir dung dong thni venlafaxin véi cac tién
chét cuia serotonin (nhu cic ché phdm bd sung tryptophan) khéng duge khuyén céo (xem muc
4.4)

Céc thude gy kéo dai khoang OT

Nguy co kéo dai khoang QT vi‘hodc loan nhip thét (vi du: xodin dinh) ting lén 1(}11 sir dyung
dong thoi venlafaxin va céc thudc ciing gay kéo dai khoang QT (vi du: thube chonglloan than
va khéang sinh) (xem muc 4.4)

Indinavir
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Nghién ciru duge dong hoc khi dung venlafaxin cung vdi indinavir cho thdy dién tich duéi
dudng cong (AUC) cha indinavir giam 28% va Cmax giam 36%. Indinavir khong anh hudng
dén duoc dong hoc cha venlafaxin va O-desmethylvenlafaxin (ODV). Y nghia trén 1am sang
clia trong 1ac nay chua duge biét 16.

Ethanol

Venlafaxin di dugc ching minh khong [am tang sy suy giam tam thén‘vé k¥ nang van dong gay
ra boi ethanol. Tuy nhién, giong nhu tat ¢a cic thude tac dung trén than kinh trung uong, bénh
nhan dugc khuyén khéng nén udng ruou trong khi dung venlafaxin.

llaloperidol

Nghién ciru duoce déng hoc cho thdy: do thanh thai dudmg udng cua haloperidol giam 42%, dién
tich dudi dudng cong ting 70%, Cmax ting 88%, nhung khong 1am thay dbi thoi gian ban thai
cuia haloperidol. Cin can nhéc didu nay khi bénh nhan dugc diéu tri déng thai bang haloperidol
va venlafaxin.

Cimetidin

O trang thai 6n dinh, cimetidin rc ché su chuyén héa qua gan ldn diu clia venlafaxin, tuy nhién,
cimetidin khong anh hudng dén duge dong hoc cia ODV. Tac dung dugce ly clia venlafaxin
clng v&i ODV duoc dy kién chi ting nhe & da s6 cdc bénh nhan. O cac bénh nhan cao tudi hoic
bénh nhan réi loan chirc ning gan, twong tic ndy ¢6 thé rd rét hon.

Imipramin

Venlafaxin khong 1am anh huéng dén dugc dong hoc ciia imipramin va 2-OH-imipramin. Tuy
nhién, AUC, Cmax va Cmin cua desipramin tang khoang 35% khi ¢6 mét venlafaxin. AUC caa
2-OH-desipramin tang khoang 2,5 dén 4,5 lan. Imipramin khéng anh hudmg dén dugc dong hoc
ctia venlafaxin va ODV. Cén can nhic didu nay khi bénh nhén duoc didu tri déng thoi véi
imipramin va venlafaxin.

Ketoconazol

Nghién ciru duge dong hoc v6i ketokonazol trén bénh nhan chuyén héa binh thudong (EM) va
bénh nhin chuyén hoa kém (PM) qua CYP2D6 cho thiy ndng do ciia ca venlafaxin va ODV
trong huyét tuong cao hon sau khi udng ketokonazol. Cmax ciia venlafaxin ting khoang 26%
trén bénh nhan chuyén héa binh thuong va 48% trén bénh nhén chuyén héa kém. Cmax cila
ODV ting 14% trén bénh nhin chuyén héa binh ter(mg va 29% trén bénh nhan cﬁuyen hoa
kém. AUC caa venlafaxin ting 21% trén bénh nhan chuyén héa binh thudng va 70%5;@ bénh
nhan chuyén hoéa kém. Gia trji AUC clia ODV ting 23% va 33% tuong (ng trén bénh nhan
chuyén héa binh thuong va bénh nhan chuyén héa kém (xem muc 4.5).
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Metoprolol

Nghién ciu wong tic duge dong hoc trén ngudi tinh nguyén khoe manh dung déng thdi
venlafaxin (50 mg mdi 8h trong 5 ngay) va metoprolol (100 mg/ngay trong 5 ngay) cho thay
nbng d6 metoprolol huyét tuong ting khoang 30% - 40% trong khi ndng d6 chit chuyén héa ¢6
hoat tinh 14 a-hydroxymetoprolol trong huyét tuong khong thay dbi. Trong nghién clu nay,
venlafaxin lam giam téc dung ha huyét 4p cGa metoprolol. Y nghia l8m sang cia két qua nay
trén bénh nhan ting huyét ap chwra dugc biét £, Metoprolol khang lam thay déi duge dong hoc
ctia venlafaxin hay ODV, dan chit chuyén héa c6 hoat tinh clia thudc ndy. Can than trong khi
str dung ddng thai venlafaxin va metoprolol.

Risperidon

Venlafaxin lam ting AUC cua risperidon khoang 32% nhung khéng lam thay d6i ¢6 ¥ nghia 3
cac théng s duoge déng hoc cia cac thanh phan ¢é hoat tinh (risperidon va 9-hydroxyperidon).
Y nghia ldm sang cua lurong tic ndy chua dugce biét rd.

Diazepam

Diazepam khong lam &nh huéng dén dugc dong hoc cia venlafaxin hoic ODV. Venlafaxin
khéng lam anh hudmg dén dugc dong hoc va dugce luc hoc ciia diazepam va chat chuyén héa ¢
hoat tinh cua né la desmethyldiazepam.

Lithium
Duge dong hoc & trang thai &n dinh cua venlafaxin va ODV khong bi anh huong khi dung cling
lithium. Venlafaxin khéng anh huéng dén dugc déng hoc cta lithium (xem muc dudi diy,

thudc tac dung trén than kinh trung uong).

Céc thude lién két manh vdi protein huvét tuong

Venlafaxin lién két voi protein huyét twong vdi ty 18 khong cao (27%); do d6, venlafaxin khi
dung cho bénh nhin dang uong mét thuoc khac co ty 1€ két hgp véi protein huyél tuong cao ¢o
the s& khong lam téing nong d6 tu do cua thudc.

Cac thude chuyén héa qua isoenzym cytochrom P450

Céc nghién ctru cho thdy venlafaxin (¢ ché tuong doi yéu CYP2D6. Venlafaxin khong (rc ché
CYP3A4, CYP1A2 va CYP2C9 in vitro. Két qua ndy dugc khing dinh lai trén cac ﬁgglﬁ?n clru
in vivo vai céc thube sau: alprazolam (CYP3A4), caffein (CYP1A2), carbamazepin ((&%}”51&4),
diazepam, (CYP3A4 and CYP2C19), and tolbutamid (CYP2C9).

Kha nang anh hudng cia cac thubc khic tdi venlafaxin

Venlafaxin duge chuyén héa qua CYP2D6 va CYP3A4. Venlafaxin duge chuyén héa cha yéu
thanh chat chuyén hoda c6 hoat tinh, ODV qua hé thong enzym cytochrom P450 CYP2D6.
Chuyén héa qua CYP3A4 13 con duong chuyén hoa phu ctia venlafaxin.
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4.6

Céc chét e ché CYP2D6

Dung ddng thdi venlafaxin va cac chét irc ché CYP2D6 c6 thé lam giam chuyén héa venlafaxin
thanh ODV, Iam ting ndng d6 venlafaxin trong huyét tuong va giam nong dé coa ODV. Do
venlafaxin va ODV ciing 14 cdc chit ¢6 tac dung duge 1y nén khdng cin thiét phai hiéu chinh
lidu khi ding venlafaxinvéi cac chét tic ché CYP2D6.

Cac chit 1c ché CYP3A4

Dung dong thdi venlafaxin va cac chét irc ché CYP3A4 ¢6 thé 1am ting ndng do venlafaxin va
ODV (xem muc 4.3). Do do, can than trong khi két hgp venlafaxin véi chat e ché CYP3A4.

Céc chit Gec ché CYP2D6 va CYP3A4

Chua c6 nghién ciu nao vé vide dung dong thoi venlafaxin véi céc thudc &c ché CYP2D6 va
CYP3Ad4, cac enzym chinh tham gia vao qua trinh chuyén héa venlafaxin. Tuy nhién, vige két
hop nay ¢6 thé 1am ting nong do venlafaxin trong huyet tuong. Do dé, cin cha y khi két hop
venlafaxin v&i bét cir thude nao re ché dbng thoi hé théng 2 enzym nay.

Liéu phap choang dién

Chua ¢6 cac dir liéu lam sing vé hiéu qua thu duge khi két hop liéu phap chodng dién véi
venlafaxin.

Twong tic thudc — xét nghitm

Xét nghiém sang loc mién dich nudc tidu cho két qua duong tinh gia véi PCP va amphetamin
d3 duoc bao cdo trén bénh nhan ding venlafaxin. Két qua ndy ¢ thé do cic test sang loc kém
dic higu. Két qua duo*ng tinh gia cling 6 thé giip sau mdt vai ngdy ngung dung venlafaxin. Cac
thir nghiém dé khing dinh lai, nhur sic ky khi hodc phuong phap khdi phd s& gitp phan biét
venlafaxin véi PCP va amphetamin.

Anh hwéng t61 kha ning sinh san, phu nir ¢6 thai va thoi k¥ cho con ba

D6 an toan ciia venlafaxin khi diing cho phu nir ¢ thai chira duge thiét ldp. Chi nén ding
venlafaxin cho phu nit ¢6 thai khi loi ich vugt trdi nguy co c6 thé gip phai. Néu ding venlafaxin
cho dn khi sinh hoac sat ngay sinh, anh htrcmg ctta viéc ngumg dung thudc trén tré so sinh cin
dl.rO’C c&n nhic. M0t s6 tré so sinh phoi nhi2m véi venlafaxin trong giai doan mudn trohghba thang
cubi cia thai ky 6 thé xuat hién cac bién chimg doi hoi phal cho &n qua dng thong, hokkfo/ho hap
hodc kéo dai thdi gian ndm vién. Céc bién chimg ndy c6 thé xuét hién ngay sau khi sinh.

Khi cho chudt cong ubng venlafaxin trong thoi gian c¢6 thai va cho con b, thdy ¢6 su giam
trong lugng chudt con, ting ty 1€ chudt chét non va ty 18 chét cha chudt con trong 5 ngay déu
cho by khi bit diu ding thudc trong thai k¥ mang thai va tiép tuc cho dén khi cai sira. Nguyén
nhdn tir vong chua duge biét 1. Céc tac dung nay xuét hién & lidu 375 mg venlafaxin, gip 10
lan lidu hang ngay cho ngudi (tinh theo mg/kg) hodc 2,5 l4n (tmh theo mgfm ) lidu dung trén
nguoi. Liéu khong gy anh hu‘cmg, dén tv 1€ tor vong ctia chudt céng non gép 1,4 lan léu ding
trén ngudi tinh theo mg/ke thé trong hodc 0,25 Ian lidu trén ngudi tinh theo mg/m>.
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4.7

4.8

Venlafaxin va ODV dugc bai tiét qua sita me, do d6 cin quyét dinh khong cho con bt hodc
ngung dung venlafaxin.

Anh huéng trén kha ning lai xe va van hanh may méc
Venlafaxin khéng anh hudng dén tAm than van dong, nhan thic hodc viéc thuc hién cic hanh

dong phirc tap trén nguoi tinh nguyén khoe manh. Tuy nhién, bat cir cac thubc tam than nio
cling o6 thé lam suy giam kha niang phan doan, suy nghi va k§ nidng van dong. Do do, bénh nhén

nén than trong khi lai xe hodc van hanh may moc.

Tac dung khong mong mudn

Tac dung khong mong mubn duoc liét ké trong bang theo tin suit phan loai cua hdi dong cac to
chirc québc té vé khoa hoc y hoc (CIOMS)

Thuong gip: 21%

it gap: >0,1% va <1%

Hiém gap: 20,01% va <0,1%

Rat hiém gip: <0,01%

Tan suét khong ro: khong ude tinh duoc tir cac dir liéu hién co

Co quan

Trén co thé
Thuong gap:
It gap:

Rét hiém gap:

Hé tim mach

Phdn éeng phu

Suy nhugc/ mét moi, on lanh*
Phu mach,* Céc phan img nhay cam véi anh sang
Séc phan vé*

Thuong gép: Tang huyét ap, giin mach (do6 mit gip trong hiu hét cac truong hop), danh
) trong nguc* ) ) )
It gap: Ha huyét ap,* Ha huyét ap tu thé dimg, ngét, nhip nhanh

Rét hiém gap:

H¢ tiéu hoa

Kéo dai thoi gian QT,* Rung tdm thit,* Nhip nhanh that (bao gom ca xodn
dinh)*

Thudng gap: Chan an, Téo bon, Budn nén, non
It gép: Nghién rang*, tiéu chay*
Rat hiém gap: Viém tuy*

Hé mau va bach huyét

Thudong gip:
Hiém gép:

Rét hiém gap:

Xudt huyét dudi da, Chay mau niém mac*, Xuét huyét tréwzﬁ
Kéo dai thoi gian chay mau*, Giam tiéu ciu*

R&i loan hé tao mau, * (bao gém mét bach cau hat, thiéu méau bat san, * giam
bach cau trung tinh va giam toan thé huyét clu *)

R&i loan hé mién dich
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Co quan

Phadn uing phu

Trao dbi chat/Dinh dwdng

Thuong gap:
it gap:

Hiém gép:
Rat hiém gép:

Hé co xwong
Rat hiém gap:

H¢ thin kinh

Hay gép:
Thudng gép:

it gp:
Hiém gap:

Rét hiém gap:

Hé hé hip
Thu(:mg gap:
it 2dp:

Rt hiém gip:

Da

Thudng gép:
It gap:
Rat hiém gép:

Tan suat chua

ro;

Tang cholesterol huyét tuong (dédc biét khi ding kéo dai va ¢ thé xdy ra khi
diing lidu cao), Giam cin

Cic xét nghiém chirc nang gan bit thudng,* 1a natri méu,* Giam cén

Viém gan,* Hoi chimg bai tiét khong day dit hormon chdng bai niéu (SIADH)*
Ting tiét prolactin

Tiéu co van*

Pau dau*

Cac girfic mo bét thudng, gidm ham mudn tinh duc, chéng mat, khé miéng, ting
truong lyc co, mét nguy, lo léng, dj cam, budn ngu, run, 14n 16n, * M4t nhan cach
*

Thi 0, 40 gidc, rung gidt co, kich dong*, RHi loan phdi hop va thang bing *
Tam 1y bdn chdn, co giat *, phan tng manic, hdi ching an than kinh &c tinh
(NMS) *, Hoi chirng serotonergic *

Mé sang, phan tmg ngoai thip (bao gdém ca réi loan trvong luc va rdi loan van
dong) *, rdi loan van dong cham*

Hay ngéap
Khoé thd
Téang bach cau ai toan tai phoi*

D06 mé hdi, (bao gom ca d6 md hoi dém*)

Ban do, Rung téc*

Hong, ban da dang, Héi chimg Stevens-Johnson™, Ngua*
Noi mé day* \J L

Hoai tir biéu bi*

Cac giac quan dic biét

Thuong gap:
It gap:
Rat hiém gép:

Diéu tiét bat thudong, Gidn ddng tir, Rbi toan thi gidc
Thay doi vi giac, U tai*
Glaucoma goc dong*

He sinh duc tiét niu
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Co quan Phdn trng phu
Thuong gap: Xuét tinh/cuc khodi bat thudng (& nam gi6i), Rbi loan khoai cam, rbi loan chire

ning cuong duong, di tiéu kho, rbi loan kinh nguyét lién quan dén tang chay
mau hojic ting chay mau bt thudng (vi du, rong kinh, bing huyét *), tan suat di

4.9

tiéu tang* _‘
[t gép: Cuc khodi bat thudng (& phy ni), Bi tieu
Hiém gap: Tiéu tién khong kiém soat*

Chén thwong, ngd ddc va cic bién chimng lién quan dén thii thujt
Chua biéi 5 Gay xwrong

(khéng du doan

duoec tir cac dif

liéu hién co)

* Céc tac dung khéng mong mudn dugc xdc dinh sau khi thube duge dua ra thi trusng

Céc tridu chimg sau déy da duoc bao céo ¢6 lién quan dén viée ngimg diing thube dét ngot
hodic giam lidu, hodc diéu tri véi liéu giam dén: hung cam nhe, lo au, kich déng, cing thang,
nhdm 13n, mit ngd hodc rdi loan gidc ngl, mét méi budn ngil, dj cam, chéng mit, co giat,
nhirc dau, chong mit, dau dau, cic triéu chimg giéng nhu cim, @ tai, mat phdi hop v thing
bing, run, dé md hoi, khé miéng, chan in, tiéu chay, budn nén va nén. Trong nghién ciu hau
marketing, phin 1dn cdc phan tng ngimg diing thudc thudng nhe va trr khéi ma khong can
didu tri.

Bénh nhi

Nhin chung, céc tic dung khéng mong mubn gap phai véi venlafaxin (trong cac nghién ciru
lam sang co d6i chiing gia dugc) trén tré em va thiéu nién (tir 6 — 17 tudi) wrong ty nhur cac
phén émg phy gp phai trén ngudi 1n. Tuong tur trén ngudi 1n, chan &n, giam cén, tang huyét
4p va ting cholesterol huyét thanh 1a nhitng phan tng di duoc quan sat thiy (xem muc 4.4 va
4.8).

Viéc xuit hién ¥ dinh tu tir da dugc quan sat théy trong cac thir nghiém lam sang trén bénh
nhi. Ciing cé cic bio cao vé sy gia ting thai dg thu dich, dic biét 1A cac roi loan tram cam
ndng, gdy hai cho ban thin bénh nhi.

Bic biét, cac tic dung khdng mong mubn sau diy d3 duoc quan sit thay trén bénh nhi: dau
bung, kich déng, khd tiéu, xuit huyét da, chay mau cam va dau co.

Qua litu

Trong giai doan hdu mai, qué lidu voi venlafaxin di duge bdo cdo chii yéu la khi ding két hop
thuoc vai rugu va‘hode cac loai thuoc khac. Cac bao cdo thuong gdp nha mir'qng qua lidu bao
gbm nhip tim nhanh, thay déi cac cdp do cua ¥ thirc (tir budn ngii dén hén mé’j oifin dong tir,
co giat va ndn. Cic bao cdo khac bao gdm cac thay déi trén dién tdm db (vi du, kéo dai
khoang QT, block nhanh, khoang QRS kéo dai), nhip nhanh thét, nhip tim chdm, ha huyét ap,
chong mit, va tir vong.
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5.

Cac nghién ciu hoi clru d& duge cong bd cho thdy qué liéu venlafaxin c6 thé lién quan dén sy
gia tang nguy co dan dén tur vong so voi qua liéu cac thudc chdng trim cam SSRI, nhiung nguy
co ndy thip hon so véi cac thube chong trdm cam ba vong. Cac nghién ciru dich t& hoc cho
thay cac bénh nhan duge diéu tri bang venlafaxin c¢é nhiéu yéu td nguy co ty tu hon so vdi
bénh nhin ding SSRI. Vai tro cla cic quan sit vé gia ting nguy co cac bién ¢b de doa tinh
mang lién quan dén ddc tinh qua liéu cia venlafaxin so véi cac yéu td lién quan dén bénh nhan
didu tri bang venlafaxin con chwa duge sang t6. Nén ké don venlafaxin voi liéu nho nhat két
hop véi viée theo ddi chit bénh nhin dé giam nguy co qua lidu.

Céc bién phap didu tri duoc khuyén cdo

Thue hién c¢ac bién phap hd trg va diéu tri triéu chimg; phai theo d6i nhip tim va sinh hiéu quan
trong.

Khi ¢6 nguy co bi sic. khéng nén kich thich dé gay non.

C6 thé chi dinh rira da day ngay sau khi udng qua liéu hodc & nhifng bénh nhan cd tridu chimg.
Str dung than hoat cling co thé han ché su hép thu thude.

Loi tiéu cudng birc, thim phan méau, truyén mau va thay mau khéng cé tac dung.

Khéng co thude giai doc dic hiéu cho venlafaxin.

CAC PAC TINHDUQC LY

Dic tinh duge lue hoe

Venlafaxin va chat chuyén héa co hoat tinh, ODV 1a cdc chit (¢ ché manh su tai thu hoi
serotonin va norepinephrin va ciing irc ché yéu sy tai thu hdi dopamin. Téc dung chéng tram
cam coa venlafaxin duge cho 13 do kha ning tac dung trén hoat déng dan truyén thin kinh & hé
thin kinh trung wong. Venlafaxin va ODV khéng c¢6 4i lyc voi receptor muscarinic,
histaminergic hodc o,-adrenergic in vitro. Tac dung tai céc receptor nay co thé lién quan dén
céc téc dung khic di thdy & cac thube chdng trim cam khac nhur téac dung khang cholin, tac
dung an than va tac dung trén hé tim mach. Trong céc nghién cdu tién lam sang trén cac loai
gam nham, venlafaxin d cho thdy tic dung chéng trdm cam va tac dung giai lo au, va lam ting
kha nang nhén thirc.

Vién nang venlafaxin gial phong kéo dai

Cdc ré6i loan tram cam chu yéu

Nghién ciru v& hidu qua ciia vién nang giai phéng kéo dai venlafaxin trong didu tri cac rdi loan
trdm cam chu yéu da dugc thuc hién trong hai nghién ctru ngén han, c6 dbi chung dung gia
duge. Nhoém bénh nhan cia cd hai thir nghiém I8m sang nay bao gdm cac bénh nhédn ngoai tri
cé cde rdi loan trdm cam nang loai DSM 1II-R hodc DSM-IV. Nghién ciru du tién so sanh
venlafaxin giai phéng kéo dai 75 dén 150 mg/ngay, venlafaxin gidi phongitig thai 75 dén 150
mg/ngay va nhom dang gia duoc trong 12 tudn, Venlafaxin gidi phéng Hie\(» daf c6 tac dung
vurot troi hon so véi nhom gia duge bit diu tir tudn didu tri tha 2 tinh trén 1ong diém trdm cam
Hamilton (HAM-D) va diém thanh phan HAM-D Depressed Mood Item, bit dau tr tudn didu
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tri thr 3 trén toéng diém tinh theo thang Montgomery-Asberg Depression Rating Scalc
(MADRS) va & tuan thir 4 theo thang diém Clinical Global Impressions (CGI) Severity of
Hiness Scale. Tac dung nay duoc duy tri cho dén hét thoi gian diéu tri. Venlafaxin piai phong
kéo dai cling cho thay c6 hiéu qua hon rd rét so voi venlafaxin giai phong tirc thoi & tan thir
8 va tuan thd 12 trén tong diém HAM-D va diém CGI Severity of Illness Scale va & tuan thir
12 trén 14t ca cdc tiéu chi danh gia.

Nghién ciru thir hai so sanh hidu qua diéu trj cta venlafaxin giai phéng kéo dai liéu tir 75 dén
225 mg/ngay véi nhém ding gia duoc trong hon 8 tudn. Su cai thién duy tri so véi gia duge
duge ghi nhan bt diu tir tudn th 2 trén thang diém CGl Severity of [liness scale, bit dau vao
tudn thir 4 trén diém HAM-D toan phin and MADRS toan phan, va bt dau vao tuan thir 3
trén diém thanh phdn HAM-D Depressed Mood Item.

RGi loan lo u todn thé

Hiéu quéa ciia venlafaxin giai phéng kéo dai trong diéu tri rdi toan lo du toan thé (GAD) da
duge thiét 1ap trong 2 nghién cu ngan han (8 tuan) véi lidu cb dinh va cé dbi chimg gia duoc,
mot nghién ciru dai han (6 thang), liéu ¢b dinh, ¢6 déi chimg gia duoc va mét nghién ciru dai
han (6 thang), liéu thay déi, ¢6 dbi chirng gia dugc trén bénh nhan ngoai tri cé rdi loan lo 4u
toan thé loai DSM-1V.

MGt nghién ciru ngin han dénh gia venlafaxin lidu 75, 150 va 225 mg/ngay so v&i nhém ding
gla dugc, két qua cho thiy venlafaxin lidu 225 mg/ngay ¢6 hiéu qua hon gia duge tinh trén
téng diém Hamilton Rating Scale for Anxiety (HAM-A), trén ca 2 diém thanh phin lo 4u
HAM-A va cing thing, ciing nhu trén thang CGI.

Trong khi ciing ¢ bang chimg cho thy venlafaxin & liéu 75 va 150 mg/ngay ¢o tac dung vugt
trdi hon so véi gid dugc, nhitng mic liéu ndy khong phai luén 6 hiéu qua nhu & mirc liéu cao
nhat.

Trong nghién cfru ngin han thir hai danh gi4 tac dung ciia venlafaxin giai phong kéo dai & liéu
75 va 150 mg/ngay so véi nhém ding gia duoc cho thiy & ca hai mirc lidu nay, thudc c6 hiéu
qua cao hon so voi gia dugc, tuy nhién lidu 75 mg/ngay cé hidu qua ddng nhit hon so véi
mirc lidu 150 mg/ngdy. Hai nghién citu dai han (tién hanh trong 6 thang), mdt nghién ciru str
dung mirc lidu 37,5 ; 75 va 150 mgfngay va mét nghién ciru khac danh gi4 muc lidu tir 75 dén
225 mg/ngay, cho thay & mirc liéu 75 mg hodc cao hon ¢6 hidu qué td rét hon so voi gxa duge
trén tong diém Hamilton Rating Scale for Anxiety (HAM-A), trén ca 2 dlem thanh phan lo du
HAM-A va cing thing, cling nhu trén thang CGI sau th&i gian didu tri ngén han (tudn tha 8)
vi dai han (thang tha 6).

Dic tinh dwoe dong hoc
Hap thu

{t nhit 92% venlafaxin duoc hip thu sau khi uéng lidu don venlafaxin giai phong trung binh.

Sinh kha dung tuyét dbi cita thude tir 40% dén 45% do chuyén hoa trude khi xam nhép véo

tu's‘?m hoan chung. Trong nghién ciru lidu don véi lidu venlafaxin giai phop toung binh tir 25

dén 150 mg, néng dé dinh (Cmax) trung binh trong huyét turong dat dugc tir 37 dén 163

mg/mL twong ting va dat duoc trong vong 2,1 dén 2.4 gid (tmax). Sau khi ubng vién nang

venlafaxin giai phéng kéo dii, ndng do dinh trong huyét trong cia venlafaxin vi ODV dat
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duoc tuong ting trong khoang 5,5 va 9 gidr. Sau khi ubng vién nang venlafaxin giai phong tic
théi, ndng do dinh trong huyét tuong ciia venlafaxin va ODV dat duge trong (mg trong
khoang 2 gid va 3 gio. Vién nang venlafaxin giai phong kéo dai va vién nén venlafaxin giai
phong tirc thoi ¢é mire do hip thu tuong ty nhau.

Phan b

Néng d6 & trang thai én dinh cda ca venlafaxin va ODV trong huyét twong dat dugce trong
vong 3 ngay khi diéu tri lidu 1ap lai v&i venlafaxin giai phéng tire thoi. Ca 2 chat déu c6 dugc
dong hoc tuyén tinh Y khoang liéu 75 dén 450 mg/ngay khi udng cich 8 gitv mdt lan.
Venlafaxin vi ODV gin véi protein huyét trong twong ang khoang 27% va 30%. Do sur két
hop véi protein huyét tuong khong phu thudc vao ndng dé thudc twong ang 1én dén 2,215 va
500 ng/mL, venlafaxin vd ODV déu it ¢6 kha ning gay tuong téc lién quan dén viéc tranh
chép lién két véi protein huyét twong. Thé tich phin bé cia venlafaxin & ndng d6 on dinh 12
4,4+ 1,9 L/kg sau khi tiém tinh mach.

Chuyén héa

Venlafaxin bi chuyén héa manh & gan. Céc nghién c(u in vivo va in vitro cho thiy venlafaxin
bi chuyén hoa thanh chét ¢6 hoat tinh cha yéu 13 ODV qua hé théng P450 isoenzym CYP2D6.
Céc nghién clru in vivo va in vitro cho thiy venlafaxin bi chuyén héa mét phin nhé thanh din
chét N-desmethylvenlafaxin, chit chuyén héa ¢ hoat tinh kém hon, thdng qua CYP3A4. Mic
dii hoat tinh twong ddi cia enzym CYP2D6 ¢6 thé khac nhau giita cac bénh nhén, khong can
thiét phai hiu chinh lidu venlafaxin cho cic bénh nhan nay. Gia tri dién tich dugi dudmg cong
(AUC) ctia thufc va su bién thién ndng dé trong huyét tuong ciia venlafaxin va ODV 4 tuong
tur nhau sau khi dung mirc liéu hang ngay tuong duong véi ché do liéu ding hai lan hodc ba
lAn mét ngay venlafaxin dang giai phong tirc thoi.

Thai true

Venlafaxin va chit chuyén héa clia né duoe bai tiét chii yéu qua than. Khoang 87% lidu cia
venlafaxin dugc tim thay trong nudc ti€u trong vong 48 gio dudi dang venlafaxin khing doi
(5%), ODV khong lién hgp (29%), ODV lién hop (26%) hoidc cac chat chuyén hoa thir véu
khéng c6 hoat tinh khac (27%).

Anh huong ciia thic dn

Thiic in khéng lam anh hudng dén sy hip thu ciia venlafaxin hodc sy hinh thanh clia ODV.

Bénh nhén suy gan

Dugc dong hoc cita venlafaxin va ODV bj thay df)i ¢é ¥ nghia trén mdt sd bénh nhan bi xo
gan con bu (suy gan & mirc d6 trung binh) sau khi udng liéu don venlafaxin. Tren nhiing bénh
nhan suy gan, thanh thai huyét twong trung blnh clia venlafaxin va ODV giam knoang 30 dén
33% va thoi gian ban thai trung binh kéo dai gip 2 1an hodc hon so voi céc bénthén co chire
ndng gan binh thudng.
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Trong mét nghién cdu thir hai, venlafaxin dugc ding dudng udng va dudng tiém tinh mach
trén doi tuong bénh nhan binh thuong (n=21) va trén bénh nhan suy gan nhe Child- Pugh A
(n=8) va b&nh nhén suy gan trung binh Child-Pugh B (n=11). Sinh kha dung duong udng trén
bénh nhan suy gan cao gip dbi so v&i sinh kha dung cia thuée irén benh nhan ¢é chirc ning
gan binh thudng. Trén bénh nhin suy gan, thdi gian ban thai dudng udng cla venlafaxin kéo
dai hon khoang 2 1an va thanh thai dudng udng giam hon nira khi so sanh véi bénh nhan ¢é
chirc nang gan binh thudng. Trén bénh nhan suy gan, thdi gian bdn thai dudng ubng cia ODV
kéo dai khoang 40% trong khi thanh thai dudng uéng clia ODV tuong ti nhu nhu thanh thai
ctia bénh nhan ¢6 chirc ning gan binh thudng. Su bién thién 16n gida cic c4 thé da dugc ghi
nhéan.

Bénh nhin suy thdn

Thai gian ban thai cia venlafaxin va ODV téang theo mire d6 suy thén. Thdi gian ban thai ting
1&n khoang 1,5 lan trén bénh nhin suy thin & mic d6 trung binh va khoang 2,5 [an va 3 lan
trén bénh nhéan suy than giai doan cudi.

Cac nghién ciru vé tudi va gid

Phén tich dugc dong hoc quin thé trén 404 bénh nhan duoc didu tri bing venlafaxin giai
phéng tire thoi trong hai nghién ciru dung thudc hai 1dn va ba lan trong ngay cho thdy nong a6
déy trong huyét twong di duoc hiéu chinh theo lidu dung khong bi anh huéng béi tudi hodc
gioi tinh.

Dir liéu an toan tién [Am sang
Kha ning gy ung thu

Chuét nhét dugc ubng venlafaxin trong vong 18 thang & mirc liéu [én dén 120 mg/kg/ngdy,
cao gap 1,7 1an lidu téi da ding cho ngudi tinh theo mp/m?. Chudt cbng trang ciing duoc udng
venlafaxin trong 24 théng véi mic lidu 120 mg/kg/ngay. Trén chudt cong tring udng liéu 120
mg/kg, non}:, do trong huyet tuong cha venlafaxm lai lhm diém glet chudt gap 6 lan (trén
chudt cong cai) va bang I lan (trén chudt cong dlrc) ndng d6 thude trong huyét tuong cla
bénh nhan ding mirc lidu t6i da dwoc khuyén cdo. Néng db trong huyét trong ciia ODV trén
chudt cbng thap hon trén bénh nhén ding mic lidu t6i da duoc khuyén cdo. Ty 18 xuét hién
khéi u khéng ting 18n & chudt nhét va chudt cong udng venlafaxin.

Dot bién gen

Venlafaxin vad ODV khdng gay d6t bién gen trén thir nghiém dot blen dao Ames trén vi khuén
Salmonella hodc t& bao bubng trimg cha chudt lang Trung qudc hodc té bao HGPRT
(hypoxanthine guamne phosphorlbosyl tranferase) nguoi. Venlafaxm cling khong géy dot bién
gen hoac dirt gy nhidm sic thé trong thir ngh[em in vitro trén té bao chuyen dang cua chudt
nhét tring ching BALBIC 3T3, trén su hodn déi chromatid chi em & té bao buon&, trung cua
chudt lang Trung quoc nudi ciy, hay trén su sai 1&ch nhlem sic thé in cqcua/te bao tiy
Xuong chudt cong trang ODV khong gy dt gdy nhiém sic thé trong thr yglmem danh gid
sai léch nhidm sic thé in vitro trén té bao buong trimg cha chudt lang Trung qude hay in vivo
trén md hinh d4nh gia sai l&ch nhiém sic thé & tuy xuong chudt cbng.
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6.2

6.3

6.4

6.5

6.6

Suy siam kha ning sinh san

Cac nghién ciru vé sinh san va kha ning sinh san trén chudt cdng cho thay thube khéng c6 anh

hudng dén kha ndng sinh san trén ca chudt cong duc va céai & liéu uong gap 8 1an liu diung

cao nhit duge khuyén cdo trén ngudi tinh theo mg/kg thé trong, hodc licu gip 2 1an tinh theo
2

mg/m”.

Giam kha ning sinh san dd dugc quan sat thay trong mot nghién ciru trén ca chudt cdng duc
va cai phoi nhiém voi chét chuyén héa chinh c6 hoat tinh ciia venlafaxin (ODV). Mirc d§ phoi
nhiém ODV cao gép khoang 2 dén 3 1an venlafaxin diing cho ngudi & mire lidu 225 mg/ngay.
Su lién quan trén ngudi cua két qua nay chua dugc biét rd.

Di tat

Venlafaxin khéng gay dj 14t trén thé hé con cia chudt céng va thé ding mire lidu cao gip 11
ldn (1rén chudt) hodic 12 1an (trén thd) so véi lidu ding venlafaxin trén ngudi 1a 375 mg/ngdy
tinh theo mg/kg, hodic 2,5 1dn (trén chudt) va 4 lan (trén thé) so véi lidu ding venlafaxin trén
ngudi 13 375 mg/ngdy tinh theo mg/m?.

CAC PAC TINH DUQC HOC

Danh muc cae ta dugc

Cellulose vi tinh thé; Hypromellose 2208, 3cps; Hypromellose 2910, 6 cps; Ethyl Cellulose
50 ¢ps; Talc; Mug in.

V6 nang gdm : Oxid sit do, oxid sit vang, oxyd sit den, titan dioxid, gelatin

Tinh twong hop: khdng ap dung.

Han sir dung: 36 thang ké tir ngay san Xuét,

Cac chi y bao quan dic biét
Bao quan & nhiét d6 dudi 30°C.

Béo quan vién nang venlafaxin giai phong kéo dai 37,5 mg tranh dnh sang va dé thudc trong
bao bi tranh anh sang.

Bao quan venlafaxin trong bao bi dong kin.

Tinh chit va dung lwong bao bi déng géi
Hop | vi x 7 vién nang.

Chii y diic biét vé xir Iy va loai bé:
Trong cong thac cua vién nang gidi phong kéo dai venlafaxin ¢6 chira spbfemid/ giup giai

phéng thube cham trong dudmg tiéu héa. Phan khdng hoa tan cla cdc spherow: ndy bi thai trir
va ¢ thé tim thdy trong phan.

Tiéu chuin:: Nha san xuat
Nha san xuat;
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