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EFEXOR XR

Rx

CANH BAO DPAC BIET:

Thude bén theo domn.

Doc ki hwimg din sir dyng trwée khi ding.

Néu ciin thém théng tin xin héi ¥ kién bac s§.

Théong bio cho bic sy nhirng tic dung khdng mong muén gip phai khi sir dung thubc.
Khéng ding qui liéu da dwge chi dinh.

Khéng sir dung thude di qua han ding.

Pé xa tam tay tré em,

1. TEN THUOC
EFEXOR XR
3, THANH PHAN VA HAM LUQNG
M&i vién nang chita 37,5 mg; 75 mg hoéc 150 mg venlafaxin (dang mquorid).
3. DANG BAO CHE )
Vién nang giai phong kéo dai ding dudmg udng ZUELLKC
15 CHAN
4. CAC PAC TINH LAM SANG s

4.1 Chi djnh diéu tri

Diéu trj cdc rdi logn trdm cam chi yéu.

Ngiin ngira trdm cam t4i phat va trim cam tai dién.
Diéu tri céc rdi loan lo du toan thé.

Diéu tri roi loan lo du xd hoi.

Diéu tri céc rdi loan hoang loan.

42  Liéu ding va cich ding
Vién nang giai phong kéo dai nén dugc ding cing vai thire &n va nén ding véo cling mdt thai
diém trong ngdy. Udng nguyén vién nang cling véi nirée, khdng chia nho, bé, nhai hodc hoa
tan vién nang, hodc c6 thé sir dung bang cich md nang thude cin thin va ric toan bd luong
thude c6 trong nang vio mit thia day nuée sot tdo. Sau d6 nudt hdn hop thude/thirc an nay,
(khong nhai) va udng tiép theo d6 mdt cde nude dé dam bio da ubng hét toan b vi hat.

Ngoai trir trudng hop bénh nhin méc chimg rdi loan lo &u x& hoi (SAD) (xem dudi ddy), bénh
nhan khéng dap (mg véi liéu 75 mg/ngdy cd thé ting liéu vdi mirc ting 75 mg/ngay cho téi lidu
tdi da 225 mg/ngay. Viéc tang liu venlafaxin dang gidi phong kéo dai ¢6 thé thuc hién sau
khoéng thoi gian 2 tuin hodc dai hon, nhung khoang céch giita cic ldn tang liéu khong dudi 4
ngay.



Bénh nhan ding vién Iﬁm m £ ding vién nang
venlafaxin giai phéng I:lggzm g’rﬁlfreu d ﬁrgt aiig dir Wm Vien nén venlafaxin gidi
plmrq, tire thai 37.5 mg, ding 2 lan trong ngay co the thay thé biing vién nang venlafaxin 73

mg giai phong kéo dai, ding ! ldn/ngdy. C6 thé chinh lidu rigng cho timg bénh nhan néu can
thiet.

Cic roi loan tram cam chi véu

Liéu khoi diu cua vién nang venlafaxin gidi phong kéo dai duo‘c khuyén cio la 75 mg, dung
moL lin trong ngdy. Bénh nhan khang dap img vi liéu khai ddu 75 mg/ngay cd thé ding liéu
tang din dén mire liéu 16i da 14 225 mg/ngay.

Tuy lidu khuyén céo cuia vién nén venlafaxin dang gidi phong tde theri cho bénh nhan tram cam
& mirc d6 trung binh 12 téi 225 mg/ngay, mét nghién cii cho thiy nhimg bénh nhan bj trim
cam & mirc dd nang hom dip Gng vai liéu trung binh 350 mg/ngay (dao ddng trong khoang tir
150 dén 375 mg/ngay).

Roi loan lo du toan thé
Liéu khai ddu cua vién nang venlafaxin giai phéng kéo dai duoc khuyén cdo la 75 mg, ding
mot lin rong ngay. Bérnh nhan khong dap (ng vai liéu khoi ddu 75 mg/ngdy c6_thé ding ligu

téng diin dén mirc liéu tdi da la 225 mg/ngay. Cin huu ¥ theo dai va danh gia bé%l@hﬁn'irong
sudt qua trinh didu 1,

Rai loan lo du xa hai

Liéu khai dau cua vién nang venlafaxin giai phong kéo dai duoc khuyén cdo 1a 75 me, dimg
mot lan trong ngé} Khong c6 bing ching cho thiy tdng liéu lam tang hidu qua diéu tri cua
thuée. Can luu ¥ theo dai va danh gia bénh nhan trong sudt qua trinh diéu tri.

Rai loan hoang loan

Liéu cuia vién nang venlafaxin giai phong kéo dai duge khuyén cdo 1a 37,5 mg/ ‘ngay ding trong
7 ngay. Sau do nén ting lidu 18n 75 mgxngay Bénh nhéin khdng dap img vdi licu 75 mg/ngay
¢6 thé dung liéu lang dan dén mirc lidu 16i da 13 225 me/ngdy. Can lwu ¥ theo ddi va danh gia
bénh nhan trong sudt qud trinh diéu tri.

Cach ngung Venlafaxin

Khi ngimg diéu tri bing venlafaxin, nén giém dan liéu bat cir lic nao co thé (xem muc 4.4 va
4.8). Tmng cac thu nghiﬁm lam sang véi vién nang venlafexin giai phong kéo dai, quy trinh
giam lidu duge thye hién h&nb cach giam 75 mg f’nga)« thoi gian gidra cdc lan giam liéu 14 |
tudn. Thoi gian can thiét dé giam lidu phu thude vao licu ding, thivi gian diéu trj va dép ing
clia timg bénh nhan.
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Vi bénh nhén suy thin c6 mirc loc cau than (GFR) tir 10 dén 70 mL/phut. nén giam tir 25%
dén 50% tong lidu venlafaxin hang ngay.

Vi bénh nhan dang thim tich mau. nén giam 50% téng liéu hang ngay cua venlafaxin.

Do co6 sy thay déi lon vé do thanh thai giira cic bénh nhan, cin ca thé héa liéu ding cho timg
bénh nhan.

Sir dung thude cho bénh nhén suv giam chirc nine gan

D6i vai bénh nhan suy gan o mirc dd tir nhe dén trung binh, nén giam 50% tong liéu venlafaxin
hang ngay. O mt s6 bénh nhan, ¢6 thé giam hon 50% liéu venlafaxin.

Do ¢6 sy thay ddi Ién vé d§ thanh thai giira cac bénh nhdn, cdn c4 thé hoa liéu ding cho timg
bénh nhan.

Sir dung thudc cho tré em va thiéu nién

Chua ¢6 di dir liéu cho viée sir dung venlafaxin & bénh nhan duéi 18 wéi (xem mw
4.8).

Sir dung thude 1rén bénh nhin cao wai

Khéng ¢6 hi¢u chinh liéu dic biét nao duge khuyén cdo dya trén i cia bénh nhan.

Ching chi dinh _
Min cam véi venlafaxin hodc bit cir thanh phin nao cta thube.

Khang diing déng thoi venlafaxin véi cic thude irc ché enzym monoamin oxidase (MAOI). Chi
duoc dung venlafaxin it nhat 14 ngay sau khi ngimg diéu trj véi MAOI. Khoang cach nay co
thé rdt ngdn lai trong trurdmg hop diing céc thude MAOI ¢o hdi phuc {xem thong tin ké don
cla cde thube MAOI ¢6 héi phuc). Nén ngimg ding venlafaxin it nhit 7 ngay truée khi diéu tri
bﬁng cdc thude MAOI (xem muc 4.5).

Cinh bao va thin trong dic biét khi sir dung
Tu tir/cé ¥ dinh tu tir hode bénh canh lim sing xdu di

Tét ca cac Mnh nhan dugce diéu tri bing venlafaxln nén duge theo ddi cin than vi quan sat
chit ché cac ddu hiéu bénh canh lim sang xdu di va néu bénh nhan ¢6 ¥ dinh ty 1. Bénh nhan,
gia dinh, va nhimg nguéi chim soc bénh nhan cin duge nhic nhd ludn canh gide vé sy xudt
hién cac dau hiéu lo au, kich dong, cic con hoang loan, mét ngl, bint rit, thai dd thi dich,
hung t:ang bic dong, chimg nidm ngdi khong yén (akathisia), hung cam nhe, hung cam, cic
thay doi bat thudong khéc trong hanh vi, triéu chimg trdm cam xdu di, va ¥ dinh ty sat, ddc biét



ki vin ddu RAEEPSIHEFUN ZEANMt A0S, GO AG éu. Neuy coty i b
bude phai duge xem xét, dic hiét ¢ nhr.mg bénh nhén tram carn vé nén diing liéu thip nhat
kém theo gidm sat bénh nhan chat ché dé giam nguy co qua lidu (xem myc 4.8),

Ty 10 la mgt nguy co da duge xac dinh trong bénh trdm cam va mét 6 rdi loan tam thén khdc,

vt ban than cac roi loan nay 1a yr:u 16 di bdo manh nguy cotyr . Cée phan tich gdp ti cac thu
nghiém lam sang ngén han c¢6 d6i chimg gia dugc cia cic thude chon;: tram cam (thudc (e ché
t4i thu hdi chon loc seratonin [SSRIs] va cac thude khéc) cho thay cac thube nay lam tang
neuy co [y T O tré em, tré vj thanh nién va thanh nién (tir 18 — 24 (i) bi trim cam ndng va
céc rdi loan tam than khic. Céc nghién ciru ngdn han khong cho thay cd sir gia ting nguy co tu
twr o bénh nhdn trén 24 wéi ding thudc chong trdm cam so vai nhém ding gia duge; nguy co
ty tir cling giam & bénh nhan 1ir 65 tudi trd lén ding thude chong trim cam so véi nhom ding
gia dugc.

Gy xuong - Nghién ciru dich 1€ hoe cho thay nguy co gdy xuong tang lén & cde bénh nhdn
ding thude e ché 1ai thu hdi serotonin bao 26m ca venlafaxin. Co ché 2dy ra nguy co nay hién
chua drge lam sang 1o hodn todn,

Sir dung thude cho teé em va thiéu nidn

Hiu qua ciia thude trén bénh nhin dudi 18 1bi chira duge xéc dinh .

Nén theo ddi thuong xuyén cin ning va do huyét ap cho tré em va thidu nién sir dung
venlafaxin. Nén ngimg diéu trj bng venlafaxin cho tré em va thiéu nién cd 138 huyét ap lien
tuc. Néu diéu tri trong thii gian dai nén Kiém tra nong do cholesteral huyét Xem muc
4.2 vi 4.8). D3 an toan cua thude khi diing cho bénh nhi dudi 6 tudi chua duge danh gis.

Cic phan (mg tuomg ty hdi chisng an thin kinh dc tinh (NMS)

Tuong tr cac thube tac ddng trén hé serotonergic khic, hoi chimg serotonin hodic cac phan
img tuong tyr hoi chimg an than kinh &c tinh {Ncumlcpnc Malignant Syndrome - NMS) de doa
dén tinh mang ¢6 thé xudl hign trong qua trinh :ineu trj bang venlafaxin, dac bigt khi sir dung
dong thoi vii cac thude serotonergic khic (bao gdm SSRIs, SNRIs va cdc triptan, fentanyl,
dextromethorphan, tramadol, tapentadol, meperidin, methadon, pentazocin), hodc vai cic
thuoe lam giam chuyén hoa serotonin (bao gbm MAOIs, xanh methylen), hodc vai cac thudc
Chéﬂg loan thin, cic thube doi khing dopamin khéc. Céc triéu chimg cia héi chimg serotonin
¢ thé bao gom thay doi trang thai tam than (vi du, kich dqng, #0 gidc, va hdn mé), roi loan hé
than kinh ty déng (vi dy, nhip tim nhanh, huyét dp khéng 6n dinh va tang than nhiét). bai
thumg than kinh co (vi dy, tang phan xa, mit phdi hop) cé kém hobie khang kém theo cic
trigu chimg tiéu hoa (vi du, budn ndn, non va tiéu chay).

Héi chimg serotonin & thé ning cé thé gibng vai hdi chimg an thén kinh éc tinh, bao gbm ting
than nhiét, cimg co, rbi Jogn hé thin kinh ty ding c6 thé ¢6 kém theo sy thay dbi nhanh céc
diu hiéu sinh 16n va thay d6i trang théi tim thin (xem muc 4.5).

Trong truimg hop ding don'g thii venlafaxin véi céc thude khic c6 anh huong dén hé din
truyén than Kinh lién quan dén serotonin vivhodc dopamin, cic binh nhan ¢dn duoe theo ddi
chat ché, dac bigt khi bt dau diéu tr va kbi tang licu.



Khong khuyén chﬁﬁgﬁf%ﬂgmhﬂmdww:mcnm (nhu b sung

tryptophan).
Gidin done tir

Gian déng tir c6 thé xuat hién khi ding venlafaxin. Céc bénh nhdn bj ting nhin ép hodc cic
bénh nhin ¢6 nguy co glaucom gée dong ¢lp tinh cin phai duge theo ddi chit che.

Hé tim mach

Venlafaxin chua duge dénh gia trén bénh nhin co tien su gan ddy bj nhdi méu co tim hodc
bénh tim khdng 6n dinh. Do do, cin than trong khi ding venlafaxin cho cac bénh nhan nay.

Tang huyét ép phu thupc lidu diing da duge ghi nhén trén mét 50 bénh nhan ding venlafaxin.
Cac truong hop tang huyét ap can diéu tri ngay di duge ghi nhin trong gud trinh theo d&i sau
khi thude da luu hanh trén thi trrong. Cac bénh nhdn cin diéu trj venlafaxin dwoc khuyén cdo
kiém tra huyet ép, ciing nhu céin khao sat k7 tién céin ting huyét ap cita bénh nhin trude diy.
Can than trong cho bénh nhan 6 cic bénh tiém an co thé nang thém do huyét 4p tang.

Co thé xuéit hign tinh trangtang nhip tim, dac biét khi ding & liéu cao. Cén than trong khi ding
thube cho cac bénh nhin cb bénh 1y tiém &n c6 the ning Ién do nkip tim tang. Céc trudng hop
kéo dai khoang QT, xodn dinh (TdP), nhip nhanh that va ddt tir da duge bdo cao trong qua
trinh Juu hanh thude, Phin h.m cac bdo cdo déu x.ay ra do st dung thude qua liéu hoic trén
nhimg bénh nhin ¢6 cée yéu 1§ nguy co khac giy kéo dai khoang QT/xodn dinh. Do do
venlafaxin nén duge st dung than trong trén nhimg bénh nhén ¢6 cie yéu 16 nguy co giy kéo
dai khoang QT.

Co ilja‘;

Céc con co gidt ¢o the xudt hién khi diéu tri b;"mg venlafaxin, Tuong ty cae thude %nﬁm
cam khac, nén than trong khi ding venlafaxin cho bénh nhiin ¢6 tién sir co gidt,

Hung cam/Hune cam nhe

Hung CEIWH'.I‘I‘IE cam nlu; cd thé xudt hign trén mdt ty 1& nho bénh nhin b| 16 Io:;n tam thén
ding cac thube chéng tram cam, bao gdm ca venlafaxin, T wang ty cic thube ching trim cam
khéc nén thén trong khi sir dung venlafaxin cho bénh nhén ¢6 tién sir ban thin hoge gia dinh
¢6 1o loan luding cuc.

[lung hin

Théi 6 hung han co thé xudt hién trén ty Ié nho bénh nhén dung thude chéng trim cam, bao
gnm ca diéu tr bﬂl‘lﬂ venlafaxin, trong trusmg hop nay nén giam liéu hodic ngung dung thudc.
Tuong ty cdc thude chdng tram cam khdc, nén thin trong khi ding venlafaxin cho bénh nhin
c6 tién can thai d6 hung hang, giy hin trude day.

Ha natri mau



Cic truémg hop hbtrlz S/ [ruam t@mﬂlﬁm1QQMDrlzlon chéng bai nigu

(SIADH) ca thé xuat Hién khi diing ven .-mn thuémg gip trén bénh nhdn mat nude hodc g:am
thé tich tuan hoan. Bénh nhin cao tudi. bénh nhan ding thude lgi tidu va bénh nhin bj giam thé
tich phan b do cdc nguyén nhin khic cd thé c6 nguy co ha natri méu cao hon.

Chav méu
Cic thube ire ché thu hdi serotonin ¢o thé anh huomg dén sy két tap tidu cau.

Da ¢6 cde bdo cdo vé hign tugng chay mau bit thudmg khi diing venlafaxin, tir xudt huyét da,
niém mac va xuat huyét tiéu héa dén céc xuat huyét ¢d thé de doa deén tinh mang.

Twomg ty cac thube tre ché 14 thu hoi s::rolunm khdc, nén sir dung thin trong venlafaxin cho
céc bénh nhan ¢6 nguy co xudt hu)‘él, bao gom cic bénh nhin dang ding cic thude chéng
ding va céc thude tre ché két tap tiéu ciu,

Gidm cd

D& an toan va hidu qua khi két hop venlafaxin voi céc thude giam can, bao gdm phentermin.
chua duge xac dinh chic chin, Ding dong thi venlafaxin hydroclorid va cic thuoe giam can
khing duoc khuyén céo. Venlafaxin hvdroclorid khéng duge chi dinh sir dung don ddc hay
phoi hop voi cdc thude khac dé giam can.

Cholesterol huyé: thanh

Tang cholesterol hu}et thanh cé ¥ nghia lam sang duge ghi nhin trén 5,3% bénh nhin diéu trj
bing venlafaxin va 0% & nhom bénh nhén ding gia dugc trong it nhét 3 thang trong caoynghién
clru Iarn sAng oo dbi chimg gia duge. Nén do néng dé cholesterol huyf:l thanh trong (E

diéu tri dai ngay. vVLﬁh

Negny ding thube

Céc tic dyng khi ngung thude da duge biét 1d thudng xay ra khi ding thude chdng trim cam,
do do véi bt cir dang bao ché ndo cia venlafaxin. cdn giam dan liéu khi ngung thude va theo
ddi bénh nhan cdn than (xem muc 4.2 va 4.8).

Vi udc thuoe

Cdc nghién ciru lim sang khong cho thay bang chirng vé sir 1é thude thude, xudt hién dung nap,
hode can tang liéu theo thai gian,

Céc nghién ciru in viire cho thdy venlafaxin hiu nhir khong cé i lye véi cac receptor opiat,
benzodiazepin, phencyelidin (PCP), hodc acid N-methyl-D-aspartic (NMDA). Venlafaxin
khéng cé téc dung kich thich than kinh trung uong cdc loai gdm nham. Trong cée nghién cuu
trén dong vat linh trudng, venlafaxin khong lam tang hodc giam nguy co nghién thude. Nghién
ciiu tyr st dyng trén khs cho thiy viée iy sir dung venlafaxin qua duong tinh mach coa déng var
thyre nghidm.
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Cac chit (rc ché enzvm monoamin oxidase (MAOI)

Cic téc dung khéng mong muon nghiém trong da dugce ghi nhén trén cde bénh nhan vira ngimg
dung MAOI va bit diu diing venlafaxin, hodc vira ngirg didu tri bing venlafaxin dé bat ddu
dung MAOI (xem muc 4.3). Nhimg phan img nay di bao gom run, rung gidt ca, todt mo héi,
budn non, nén, do bimg, chdng méat va ting than nhiét véi cac déu higu tuong ty nhu héi chimg
an than kinh dc tinh, co gidt, va tr vong.

Cic thube tic dung trén than kinh trung vong

Nguy co khi sir dung venlafaxin két hop voi cac lhuoc tdc dung trén than kinh trung wong khac
chua duge danh gia mét cach c6 hé théng. Do dé. can than trong khi dung venlafaxin két hop
viri céc thude tac dung trén than kinh trung uvong khéc.

161 chime serotonin

Twong ty cac thube serotonergic khac, hi chimg serotonin, ¢6 kha nang de doa dén tinh mang,
¢6 thé xudt hién khi diéu trj biing venlafaxin, dic biét khi ding cing cic thudc anh hudng dén hé
din truyén thin kinh serotonergic (bao gdm cac triptan. SSRIs, céc thube SNRIs khéc, lithium,
sibutramin. fentanyl va cic ddn chat, tramadol, dextromethorphan, tapentadol. meperidin,
methadon, pentazocin, hodc St John's Wort [Hypericum perforarum)), hoac véi cac thube lam
giam chuyén hoa serotonin (nhur MAOI, bao gom linezolid [khang sinh trc ché MAO khéng chon
loc ¢6 héi phuc] va xanh methylen), hodc véi tién chit ciia serotonin (nhu cac ché phim ba sung
trvptophan) (xem muc 4.3 va 4.4).

Néu trén lam sang cin dung dong thai venlafaxin va mot Ihuéc SSRI, thude SNRI hodc mot
chat chi vén receptor S-h}dro;\ytryptamm (triptan). bénh nhén can dugce theo ddi can thin, dic
biét trong giai doan bit ddu diéu tej va khi tang ligu. Str dung dong thoi venlafax:ﬂ\&céc tien
chat cua serotonin (nhy cdc ché phdm bd sung tryptophan) kho ng duoe khuyén ci muc
4.4)

Cic thude piv kéo dai khoang QT

Nguy co kéo dai khoang QT vd/hodc loan nhip that (vi du: xoén dinh) tang 1én khi sir dung déng
thoi venlafaxin va cac thude cling giy kéo dai khoang QT (vl du: thude chdng loan than va
khang sinh) (xem muc 4.4)

Indinavir



Nehin ci duoe AR S/ AL URELAMERNOE GO, dien tich duss duim

cong (AUC) cua indinavir giam 28% va Cmax gidm 36%. Indinavir khéng anh huong dén dugc
déng hoc cua wn_lar?axin va O-desmethylvenlafaxin (ODV}. Y nghia trén lam sang cua twong téc
nay chua dugc biét ro.

Ethanol

Venlafaxin da duge chimg mmh khung, lam mng S suy gidm tdm than va k¥ ning vin ddng giy
ra bai ethanol, Tuy nhién, glong nhur tat cd cdc thude tac dung trén thin Kinh trung vomg, bénh
nhan duge khuyén khong nén udng rugu trong khi dimg venlafaxin.

Haloperidol

Nghién ctru duge déng hoc cho thiy: dé thanh thai dudng uong coa haloperidol giam 42%, dién
tich dudi dudmg cong tang 70%, Cmax tang 88%, nhung khéng 1am thay ddi thoi gian ban thai
cta haloperidol. Cin ¢in nhic didu ray khi bénh nhian dugce diéu tri ddng thai biang haloperidol
va venlafaxin,

Cimetidin

O trang théi 6n dinh, cimetidin (rc ché sy chuyén hoa qua gan lén dau cua venlafaxin, tuy nhién,
cimetidin khéng anh hudng dén duge dong hoe ctia ODV. Téc dung duge I¥ cua venlafaxin ciing
visi ODV duge dy kién chi t&ng nhe o da s& cac bénh nhan. O cic bénh nhan cao tudi hodc bénh
nhén réi loan chite nding gan, tuong téc ndy co thé rd rét hon.

Imipramin

Venlafaxin khong lam anh hueng dén duge dang hoe coa imipramin va 2-OH-imipramin. Tuy
nhién, AUC, Cmax va Cmin cua desipramin tang khoang 35% khi c6 mat venlafaxin, AUC cla
2-OH-desipramin téng khoang 2.5 dén 4.5 lan. Imipramin khdng anh huong dén dugo déng hec
cua venlafaxin va ODV. Cin cin nhic diéu nay khi bénh nhan duoc diéu tri ddng. 1hof véi
imipramin va venlafaxin,

Ketoconazo)

Nghién ciru duge dong hoc véi ketokonazol trén bénh nhan chuyén héa binh thuang (EM) va
bénh nhan chuyén hoa kém (PM) qua CYP2D6 cho thdy ndng do cua ca venlafaxin va ODV
trong huyét tuong cao hon sau khi uong ketokonazol. Cmax ciia venlafaxin tang khoang 26%
trén bénh nhin chuyén héa bink thudmg va 48% trén bénh nhin chuyén héa kém. Cmax coa
ODV tang 14% trén bénh nhan chuyén hoa binh thudmg va 29% trén bénh nhin chuvén hoa
kém. AUC cuia venlafaxin ting 21% trén bénh nhin chuyén héa binh thuémg va 70% trén bénh
nhén chuyén héa kém. Gia tri AUC cua ODV ting 23% va 33% tuong iémg trén bénh nhan
chuyén hoa binh thudmg va bénh nhan chuyén héa kém (xem muc 4.5),



Nghién ciru lucmgh /dﬁ)ﬁlﬂﬂ hul()@}ﬁz(lm/manh dung dong tho
vcnlafaxm (50 mg moi 8h trong 5 ngay) va m:tuprolul (100 mgfngéy trong 5 ngay) cho thiy
ndng dd metoprolol huyét nrong tang khoang 30% - 40% trong khi nung dd chit chuyén hoa co
hoat tinh 1a a-hydroxymetoprolol trong huyét tuong khong thay déi. Trong ngh:en clru nay,
venlafaxin lam giam tac dung ha huyét ap cua metoprolol. Y nghia ldm s.ang cua két qua nay trén
bénh nhin tang huyét ap chura duge biét rd. Metoprolol khang lam thay doi dugc dong hoc cua
venlafaxin hay ODV, dan chdt chuyén hoa cé hoat tinh cua thude nay. Cén than trong khi su
dung dong thoi venlafaxin va metoprolol.

Risperidon

Vcnla[‘axm lam ting AUC cua risperidon khoang 32% nhung khéng lam thay di ¢6 ¥ nghia cac
théng s6 duge ddng hoe cia cac thanh phan ¢6 hoat tinh (risperidon vi 9-hydroxyperidon). Y
nghia ldm sing ctia twong téc nay chua dugc biét rd.

Diazepam

Diazepam khong lam anh huong dén dugc dong hoc cua venlafaxin hode ODV. Venlafaxin
khong lam anh huong dén duge dong hoc va dugce lyc hoe cla diazepam va chit chuyén héa co
hoat tinh cua né la desmethyldiazepam.

Lithium

Dugc dong hoe & trang thai 6n dinh cua venlafaxin va ODV khdng bj anh huéng kh ung clng
lithium. Venlafaxin khong anh huomg dén duge dong hoc cua lithium (xem myc d “thudc
tac dung trén than kinh trung vong).

Céc thudc lién két manh voi protein huvét tuong

Venlafaxin lién két vai protein huyét wong vai ty 1§ khong cao (27%); do dd, venlafaxin khi
ding cho bénh nhan dang uong mdt thude khic c6 ty 18 két hop véi protein huyét tuong cao co
thé s& khdng lam tang nong dé ty do cua thudc.

Céc thude chuvén héa qua isoenzvm cvtochrom P450

Céc nghién ciru cho thiy venlafaxin (rc ché Juong ddi yéu CYP2D6. Venlafaxin khong (rc ché
CYP3A4, CYPIA2 va CYP2C9 in viro. Két qua nay duge khing dinh lai trén cdc nghién ciru
in vive véi cac thube sau: alprazolam (CYP3A4), caffein (CYP1A2), carbamazepin (CYP3A4),
diazepam, (CYP3A4 and CYP2C19), and tolbutamid (CYP2C9).

Kha nang anh huong cua cic thude khéc 16i venlafaxin

Venlafaxin dugc _ehuyén héa qua CYP2D6 va CYP3A4. Venlafaxin dugc chuyén héa chi yéu
thénh.cha‘lt chuyén hoa c6 hoat tinh, ODV qua h¢ thong enzym cytochrom P450 CYP2DS6.
Chuyén héa qua CYP3A4 la con dudmg chuyén héa phu cia venlafaxin,
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Ding dbng thai venlafaxin va cde chit (e ché CYP2D6 ¢6 thé lam giam chuyén hoa venlafaxin
thanh ODV, lim ting néng dé venlafaxin trong huyét tuong va giam nong dé cua ODV. Do
venlafaxin va ODV cing la céc chét ¢ tac dung duge Iy nén khong cén thiét phai hidu chinh liéu
khi diing venlafaxinvéi céc chat ire ché CYP2D6,

Céc chit tre ché CYP3A4

Diing ddng thi venlafaxin va cic chit irc ché CYP3A4 co thé lam ting nong d9 venlafaxin va
ODV (xem muc 4.5). Do d6. ¢in thin trong khi két hop venlafaxin vai chat e ché CYP3A4.

Céc chat ue ché CYP2D6 va CYP3A4

Chura ¢6 nghién ciru ndo vé vige dimg dbng thoi venlafaxin véi cdc thude (e ché CYP2D6 va
CYP3A4, cic enzym r.-:lunh tham gia vao qué trinh chuyén héa venlafaxin, Tuy nhién, wéc két
hop nay cd thé lam tiing nong dg venlafaxin trong hu}'ér tuong. Do dé, cdn chia ¥ khi két hop
venlafaxin vai bt i thube nao ire ché déng thai hé thong 2 enzym nay.

Li¢u phip chodne dién

Chua cé cac dir ligu Jam sang vé hiéu qua thu duge khi két hop liéu phép chodng dién vai
venlafaxin.

Tuong tic thudc — xét nghiém

Xét nghiém sang loc mién dich nudc tiéu cho két qua duong tinh gia vai PCP va amphetamin da
duge bao céo trén bénh nhan ding venlafaxin, Két qua nay co the do cdc test sang loc kém dic
higu. Két gua dwong tinh gia cing ©6 the gip sau mdt vai ngay ngimg ding vcnlafaxinlﬁisjhir
nghiém dé khang dinh lai, nhu sic ky khi hofic phuong phip khéi phd s giop bigt
venlafaxin vai PCP va amphetamin.

Anh hwrdng toi kha ning sinh san, phy ni ¢ thai va thiri ky cho con ba

DG an toiin cua venlafaxin khi dimg cho phy nir ¢6 thai chua duge thiét Iip. Chi nén diing venlafaxin
cho phu ni ¢6 thai khi loi ich vuet trdi nguy co co thé 2dp phai, Néu diing venlafaxin cho dén khi Sll'!h
hodic sat ngay sinh, anh huong ciia viée ngimg ding thudc trén tré so sinh cén dwoe cdn nhic. Mot sn
tré 50 sinh phm nhlém véri venlafaxin trong giai dogn mudn trong ba théng cudi cita thai ky ¢6 thé :-r.ual.
hién cac bién chimg doi hoi ph.al cho an qua ong thong, hd trg hé hap hodc kéo dai théi gian nam
vién. Cac bién chimg nay co thé xudit hién ngay sau khi sinh.

Khi cho chudt cong udng venlafaxin trong thai gian ¢6 thai va cho con bil, thiy ¢6 sy gidm trong
lugng chudt con. ting ty 1¢ chudt chét non va ty 1@ chét cla chudt con trong 5 ngay dau cha ba
khi bat dau diing thuoc trong thai k¥ mang thai va tiép tuc cho dén khi cai sira. Nguyén nhin 1
vong chua dwge biét rd. Cic tic dung nay xudt hign & ligu 375 mg venlafaxin, gap 10 lan licu
hiing ngay cho nguoi fhnh theo mg/kg) hodc 2,3 lin (tinh theo mgfrrf} liéu diing trén ngudi. Liéu
khong gay anh hudang dén ¥ 1é vong ciia chudt cong non gap | 4 lén liéu ding trén nguoi tinh
theo mp/kg thé trong hodic 0,25 lin lidu trén ngudi tinh theo mg/m’.
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Venlafaxin x-f:}w?,{ f’ﬁﬂﬁﬂg’ﬁ&ﬂftﬁ’lﬂ)‘@" @O YiTh khong cho con bii hoge
In.

ngung ding venlafaXi
Anh hudng trén khi ning i xe va vin hanh may moc
Venlafaxin khéng anh hudng dén tim than vin dong, nhén thic hodc viée thue hién cic hanh

dong phlc tap trén ngudi tinh nguyén khee manh. Tuy nhién, bt cir cic thube tdm thin nao
ciing ¢6 theé lam suy giam kha nédng phén doan, suy nghi va k¥ ning van dong. Do d6, bénh nhin

nén thén trong khi lai xe hodc vin hanh miy mac.

Tic dung khong mong mubn

Tac dung khong mong muon duoc liét ké trong bang theo tan suit phan loai ciia hdi dong cac 16
chire quoc 1€ ve khoa hoc v hoce (CIOMS)

Thutng gap: 1%

it gap: 20,1% va <1%

Hiém gap: 20.01% va <0,1%

Rat hiém gap: <0.01%

Tan suat khing ro; khdng wde tinh duge W cac dir lidu hidn co

Co quan Phan tng phu

Trén co thé

Thudmg gap: Suy nhuge!/ mét moi, on lanh*

It gdp: Phir mach,* Céc phan (ng nhay cam vdi dnh sing

Rdt hiém gap:  Soc phan vé*

H¢ tim mach

Thudng pap: Tiang huyét ap, gidn mach (d6 mdt gip trong hdu hét cdc trudng hap), danh
Iréng nguc*

it giip: Ha huyét ap,* Ha huyét &p tu thé ding, ngét, nhip nhanh

Rat hiémgap:  Kéo dai thoi gian QT,* Rung tam that,* Nhip nhanh tht fban}ém 1 xodn

H¢ tiéu hoa
Thuong gap:
It gap:

Rét hiém gap:

dinh)y*

Ch‘én.én, T#o bon. Budn nén, ndn
Nghien rang*, tiéu chay*
Viém tyy*

Hé midu va bach hu}'él

Thudng gip:
Hiem gip:
Rat hiem gip:

Xudt huyét dusi da, Chay méu nidm mac*, Xuat huyét tiéu hoa*

Kéo dai thoi gian chay mdu*, Gidm tiéu cau*

Rai loan hé tac mdu, * (bao gdm mat bach cdu hat, thiéu mau bat san. * giam
bach céu trung tinh va giam toan thé huyé{ clu *)

Réi loan hé mién dich
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Trao d6i chit/Dinh dudng

Thuomg gap:

it gap:
Hiém £ap:
Rét hiem gap:

H¢ co xuong
Rat hiém gap:

H§¢ thin kinh

Hay glp:
Thurdng gap:

it 2ap:
Hiém gap:

Rét hiém gap:

HE h hiip
'E'hu'r'mg gdp:
it adp:

Rat hiém gap:

Da

Thurdmg gap:

it gap:
Rat hiém gap:

Tang chalesterol huyét tuong (ddc biét khi ding kéo dai va ¢ thé xdy ra khi
diing licu cao}, Giam cin

Céc xét nghiém chic nang gan bt thuomg,* Ha natri mau.* Giam cdn

Viém gan.* Hoi chimg bai tiét khong day dit hormon chéng bai niéu (SIADH)*
Tang tiét prolactin

Tiu co van*

Dau diu*

Cac gidc mo bat thuging, giam ham muédn tinh duc, chdng mdt, khd migng, ting
truomg lye co, mat ngy, lo ling, di cam, budn ngu, run, lan 1on. * Mit nhin cach
&

Thir o, 4o gidc, rung gidt co, kich dong*, R6i loan phdi hp va thing bing *
Tam ly bdn chdn, co gidt *, phén {mg manic, hgi chimg an than kinh ac tinh
(NMS) *, Hgi ching serotonergic *

Mé sang, phan (g ngoai thiap (bao gdém ca rdi loan truong hye vﬁ ¥ loan vin
dong) *, roi loan van dong cham* S

Hay ngdp

Kho tho

Tang bach cau &i toan tai phoi*

D4 mé hoi, (bao gdm ca dd md hoi dém*)

Ban do, Rung tac*

Hédng ban da dang, Hoi chimg Stevens-Johnson*, Ngira*
Ndi mé day*

Tin suft chua Hoai tir biéu bi*

ro:

Cac gide quan dic bigt

Thuimg gap:

It gp:
Rat hiem gip:

Diéu tiét bit thudmg, Gidin dong tiz, R&i loan thi gidc
Thay dbi vj gidc, U tai*
Glaucoma goc dong*

HE¢ sinh duc tiét nigu



4.9

Coguan WP EWATUNGtamthuoc.com/

Thudng giip: Xuét tinh/cye khodi bét thudmg (¢ nam gioi), Réi loan khoai cam, r6i loan chirc
nang cuong duong. di tiéu khd, réi loan kinh nguyét lién quan dén ting chay
mau hodc tang chay méu bét thuimg (vi du, rong kinh, bang huyét *), tn suit di
tiéu tang*

It gap: Cyre khodi bét thuémg (& phy nir), Bi tiéu

Hiém gép: Tiéu tién khéng kiém soat*

Chén thwong, ngd dic va cac bién chirng lién quan dén thi thuit
Chura biét rd Gay xuong

(khong du doan

durgre tir cic dix

liéu hign c6)

* Céc tac dung khong mong mudn duge xic dinh sau khi thude duge dua ra thi trudmg

Cic triéu chimg sau ddy di duge bido cdo ¢6 lién quan dén viée ngimg ding thude dot gt
hodc giam ]iéu hodc diéu tri voi Iiéu giam dan: hung cam nhe. lo du, kich dong, cing thina
nhim lin, mat ngd hodc rdi loan gidc ngu, mét moi, budn ngu, di cam, _chong mét, co git,
nhire dau. uhﬂng mdt, dau ddu. cic triéu chung giong nhu cim, i tai, mdt phdi hop va thang
bang, run. dé moé héi, khé miéng, chan n, tiéu chay, buén ndn va non. Trong nghiéh gdu hiu
marketing, phin lén cac phan iing ngimg diing thude thuémg nhe va tr khoi ma khongd'dlin dié¢u
Lri. (e
Bénh nhi

Nhin chung, céc tac dl,lng khong mong mubn gip phai véi venlafaxin (trong cic nghién cin
l4m sang c6 d6i chimg gid duge) trén 1ré em va thidu nién (1 6 — 17 tudi) twong 1 nhu céc
phan {mg phu gap phai trén nguéi lon. Tuong ty trén ngudi lon, chan an, giam can, ting huyét
4p va ting cholesterol huyét thanh 1a nhimg phan (g dd dugc quan sat thﬁy (xem muc 4.4 va
4.8).

Viée xult hién y dinh n: tir dd duoc quan sat thiy trong cac thir nghiém lim sing irén bénh nhi.
Ciing ¢6 céc bio cdo ve sy gia tang thai d thi dich. dic biét 14 cdc rdi loan trdm cam ning,
gdv hai cho ban than bénh nhi.

Diic bi¢t, cdc tdc dyng khong mong mudn sau day da duoc quan sét thiy trén bénh nhi: dau
bung, kich déng, khd tiéu, xuat huyét da, chay miu cam va dau co.

Qui lidu

Trong giai dogn hju mi, qua liéu vdi venlafaxin déa duge bao cdo chit )eu ia khi ding két hop
1hu::-c vai rrgu vivhodc cac loai Ihuoc khac. Céc béo cdo thudng g{xp nhét trong qué liéu bao
2dm nhip tim nhanh, thay ddi cic cap d¢ cia y thire (tir budn ngé dén hén mé), gidn dong i,
co gidt va nén. Céc bio cao khic bao gdm cic thay doi trén dién tim dd (vi dy, kéo dai
khoang QT, block nhénh, khoang QRS kéo dai), nhip nhanh that, nhjp tim cham, ha huyé dp,
chong mar, va tr vong.
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Céc nghién clru hltctp& JJM@M‘M&QWG thé lién quan dén syt

gia 1ang nguy co din dén vong so vai qua lifu cac thude chong tram cam SSRI, nhung nguy
ca nay thap hon so véi cde thude chdng trim cam ba vong. Céc nghién ciru dich 1é hoc cho
thiy cac bénh nhin duge diéu trj bing venlafaxin ¢6 nhiéu véu td nguy co tr tir hon so vdi
bénh nhan ding SSRI. Vai trd cua cdc quan sat vé gia ting nguy co cée bién ¢d de doa tinh
mang lién quan dén ddc tinh qua liéu cua venlafaxin so véi cac yéu t6 lién quan dén bénh nhin
diéu trj bang venlafaxin con chwa duge sang 10. Nén ké don venlafaxin voi liéu nho nhat kér
hop visi viée theo d&i chit bénh nhén dé giam nguy co qua licu,

Cée bién phap diéu fri duge khuyén cio

Thue hién céc bign phap hd trg va diéu trj triéu chimg; phai theo dai nhip tim va sinh higu quan
trong.

Khi cé nguy co bi sic, khéng nén kich thich dé gay nén.

C6 the chi dinh rira da day ngay sau khi udng qud liéu hodic & nhitng bénh nhén ¢6 tridgu chimg.
Str dung than hoat ciing ¢6 thé han ché sir hip thu thude,

Lgi tiéu cudmg birc, thim phén mdu, truyén miu va thay mau khong ¢6 tic dung.

Khéng c6 thube giai dHc dic hiéu cho venlafaxin,

CAC PAC TINH DUQC LY

bie tinh duye hee hoe

Venlafaxin va chit chuyén héa cé hoat tinh, ODV ki céc chat e ché manh su tdi thu héi
serotonin va norepinephrin va ciing frc ché yéu sy téi thu hdi dopamin. Téc dung chéng trim
cam cua venlalaxin duge cho la do kha nang tac dung trén hoat dng dan truyén than kinh & hé
thin Kinh trupg wvong. Venlafaxin va ODV khong c6 ai luc véi receptor muscarinic,
histaminergic hojc u.-adrenerglc' in vifro. Tac dung tai cac receptor nay ¢ thé lién quan dén
cac tic dung khic da thiy & cac thudc chdng trim cam khéc nhu tic dung khingegholin, tic
dung an thiin va tic dung trén h¢ tim mach. Trong l:ac nghién cinu tién lAm sang i lodi
gdm nham, venlafaxin dd cho thiy tac dung chdng trim cam va téc dyng gidi lo au, v Tam ting
kha niing nhdn thirc,

Vién nang venlafaxin giai phong kéo dai

Cac roi logn rdm cam chu yéu

Nghién ciru vé higu qué cua vién nang giai phong kéo dai venlafaxin trong diéu trj céc rdi loan
trim cam chi véu di duge thye hign trong hai nghién ciu ngén han, co dbi chimg diing gia
duge. Nhom bénh nhin cua cé hai thu nghiém 1im sang nay bao gém cic bénh nhin ngoai tru
6 cac rai logn tram cam ning logi DSM [11-R hodc DSM-IV. Nghién ciu dau tién so sinh
venlafaxin giai phong kéo dai 75 dén 150 mg/ngay, venlafaxin giai phong tire thai 75 dén 150
mg/ngay va nhom dimg gia duge trong 12 tuln. Venlafaxin giai phong kéo dai cé tac dung
vuot trdi hon so véi nhém gia duge bat du tir tudn diéu trj thir 2 tinh trén tong diém trdm cam
Hamilion (HAM-D) va diém thanh phin HAM-D Depressed Mood Item, bar dau tir tudn diéu
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tri thir 3 mmﬁdﬁmﬂgtmwmwrmmn Rating Scale

(MADRS) va ¢ tuan thir 4 theo thang diém Clinical Global lmpressmns (CGI) Severity of
lliness Scale. Téc d-,tng ndy duge duy tri cho dén hét thiv gian dieu tri. Venlafaxin gidi phéng
kéo dﬁl ciing cho thay c6 hi¢u qua hom rd rét so véi venlafaxin gidi phong tire thii & lu:ln thir 8
va Iuan thir 12 trén tong diém HAM-D va diém CGl Severity of lllness Scale vi & tuan thir 12
trén tat ca cic tiéu chi danh gia.

Nghién ciru thir hai so sanh higu qua diéu trj cia venlafaxin giai phong kéo dai liéu ir 75 dén
225 my/ngay voi nhom ding gia duge trong hon 8 wian. Sy cai thién duy tri so véi gia duoe
duoc ghi nhan bat dau tir tuan thir 2 trén thang diém CGI Severity of llness scale, bat dau vao
tudn thir 4 trén diém HAM-D toan phin and MADRS toan phdn, va bat ddu véo wan thir 3
trén diém thanh phin HAM-D Depressed Mood [tem.

Réi loan lo Gu toan the

Higu qué cia venlafaxin giai phdng kéo dai trong diéu tri ri loan lo au todn thé (GAD) da
dugc thiét 1ap rong 2 nghién ciu ngén han (8 tuan) voi liéu ¢ dinh va c6 d6i chimg gia dugr,
mt nghién ciru dai han (6 thing), liéu cd dinh, c6 déi chimg gia duge va mot nghién ciu dai
han (6 thang), liéu thay déi, co déi chimg gia duge trén bénh nhin ngoai tri ¢6 rdi loan lo 4u
toan thé loai DSM-1V.

M@t nghién ciru ngdin han ddnh gia venlafaxin lidu 75, 150 va 225 mg/ngay so v&i nhém ding
gia duoe, két qua cho thiy venlafaxin liéu 225 mg/ngay cé hiu qua hon gia dugc tinh trén
tdng diém Hamilton Rating Scale for Anxiety (HAM-A), trén ca 2 diém thinh phin lo du
HAM-A vii cang thing, ciing nhu trén thang CGI.

Trong khi ciing co bing chimg cho thiy venlafaxin & liéu 75 va 150 my/ngay 6 tac dung vurot
trdi hon so véi gia duoc, nhitng mie liéu ndy khong phai luén co higu qua nhu & mirc lidu cao
nhat.

Trong nghién ciru ngén han thir hai danh gia tic dung clia venlafaxin gidi phong kéo dai o lidu
75 vi 150 mg/ngay so vdi nhom ding gia duge cho thay ¢ ¢ hai mice liéu nay. thude co higu
qua cao hon so voi gia dirge, tuy nhién liéu 75 mg/ngdy c6 higu qua ddng nhét hon so véi mirc
lieu 150 mg/ngay. Hai nghién ciu dai han (1ién hinh trong 6 thing), mdt nghién clru sir dung
mire lidu 37,5 75 va 150 mgfng,a\ va modt nghién ciru khéc danh gid mic léu tir|78.dén 225
mg/ngdy, cho thdy & mire lieu 75 mg hodc cao hon cd hidu qua rd rét hon so vdi g rén
tdng diém Hamilton Rating Scale for Anxiety (HAM-A). trén La 2 dlem thanh Mmu
HAM-A va cing thang, cling rhy trén thang CGI sau thisi gian diéu tri ngén ban (tudn thir 8)
va dai han (thang thir 6),

Bé_c tinh dirge dong hoe
Hap thu

it nhit 92% venlafaxin duoc hip thu sau khi udng liéu don venlafaxin giai phong trung bink.
Sinh kha dung tuyét ddi cua thude tir 40% dén 45% do chuyén hoa trude khi xim nhap vao
tudn hodn chung. Trong nghién ciru lidy don véi lidu venlafaxin giai phong trung binh tir 25
dén 150 mg. nong dd dinh (Cmax) trung binh lrnng huyét twong dat duge tir 37 dén 163
mg/mL twong (ng va dat duge trong vong 2,1 dén 2.4 gidr (tmax). Sau khi udng vién nang
venlafaxin giai phong kéo dai, n%ng 46 dinh trong huyét tuong coa venlafaxin va ODV dat

T



duge tuong I.I’ht amthiﬁ@@g @@ﬁné venlafaxin giai phong tire

thai, nung df din lrom_., huyct wong coa venlafaxin va ODV dat duge tuong img trong
khoang 2 giér va 3 gid. Vién nang venlafaxin giai phong kéo dai va vién nén venlafaxin giai
phéng tirc thisi ¢6 mire d§ hdp thy trong tyr nhau,

Phin bd

Nong d6 ¢ trang thai 6n dinh ciia ca venlafaxin va ODV trong huyét tuong dat duoc trong
vong 3 ngay khi diéu trj liéu l3p lai véi venlafaxin gidi phong tirc thoi, Ca 2 chit déu cé dugc
dong hoc tuvén tinh & khodang lidu 75 dén 450 mg/ngdy khi ubng cach § giv mdt lin,
Venlafaxin va ODV gin vai protein huyét tuong twong (mg khoing 27% va 30%. Do su két
hgp véi protein huyét trong khéng phu thude vao nong dé thude trong g lén dén 2215 va
500 ng/mL., venlafaxin vd ODV déu it cé kha ning gdy twong téc lién quan den viée tranh chip
lién ket vivi protein huyét twong. Thé tich phan bd cia venlafaxin & nbng d dn dinh 12 4.4 =
1,9 L/kg sau khi tiém tinh mach.

Chuveén hoa

Venlafaxin bi chuyén héa manh & gan, Céc nghién clu in vivo va in vitre cho thiy venlafaxin bj
chuyén hoa thanh chat ¢é hoat tinh chi yéu la ODV qua hé thong P450 isoenzyvm CYP2DS6.
Céc nghién clru in vivo v in vitro cho thy venlafaxin bj chuyén hoa mt phin nho thanh din
chat N-n:lesmemyIvenlpfaxin. chit chuyén héa cé hoal tinh kém hon, thong qua CYP3A4. Mac
du hoat tinh twong doi cua enzym CYP2D6 ¢6 thé khéc nhau glﬂa cac bénh nhan, khong can
thiét phai hiéu chinh ligu venlafaxin cho céc bénh nhén nay, Gia tri dién tich dudi dudmg cong
(AUC) ciia thube va sy bién thién ndng dd trong huyét tuong cua venlafaxin va ODV 13 trong
tur nhau sau khi diing muc liéu hang ngay tuong duong véi ché do liéu dung hai kin hodic ba lan
m{t ngay venlafaxin dang giai phong tire thai.

Thai trir

Venlafaxin va cht chuyén héa cia nd duge bai tiét chd yéu qua than. Khoang 87% féu cua
venlafaxin dugc tim thay trong nudc tiéu trong vong 48 gitr dudi dang venlafaxin \%@dﬂn
(5%), ODV khang lign hop (29%), ODV lién hop (26%) hodc cdc chit chuyén hés thir véu
khong ¢é hoat tinh khdc (27%).

Anh huang cua thire in
Thirc dn khéng lam anh huong dén su hip thu cua venlafaxin hodic sy hinh thanh ciia ODV.
Bénh nhén suv gan

Durge ddng hoc cua venlataxin va QDV bj thay déu ¢6 ¥ nghia trén mat s6 bénh nhan bj xo gan
con bl (suy gan & mic dj trung binh) sau khi udng liéu don venlafaxin. Trén nhitng bgnh nhan
suy gan, thanh thai huyét twang trung binh cia venlafaxin va ODV giam khoang 30 dén 33%
vil thoi gian ban thai trung binh kéo dai gép 2 Kin hodc hom so véi cac bénh nhan cé chirc nang
gan binh thudng.
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Trong mbt nghién chxttﬁ Sl./vétﬁhkﬁ fﬁﬁ}ﬁhﬁ@(ﬁw@@lﬁég tiém tinh mach
trén doi tugng bénh nhan binh thudng (n=21) va trén bénh nhin suy gan nhe Chli:i-Pugh A
(n=8) v bénh nhén suy gan trung binh Child-Pugh B (n=11). Sinh kha dung duimg unng trén
bénh nhédn suy gan cao gap d6i so vdi sinh kha dun_u, ctia thude trén bénh nhén 6 chirc nang
gan binh thuong. Trén bénh nhin suy gan, théi gian bén thai dudng udng cua venlafaxin kéo
déi hon khoang 2 lan va thanh thai dmimg uong giam hom mra khi so sanh véi bénh nhén co
chirc nang gan binh thudme. Trén bénh nhan suy gan, thiv gian ban thai dudmg ubng cua ODV
kéo dai khoang 40% trong khi thanh thai duomg ubng cua ODV tuong tu nhu nhur thanh thai
cta bénh nhan ¢6 chirc nding gan binh thudmg. Sy bién thién I giira cac ca thé da duge ghi
nhdn.

Bénh ahdn suy than

Thoi gian ban :h'{ti cua venlafaxin va ODV tang theo mire d§ suy than. Thdi gian ban thai tang
Ién khodng 1.5 1an trén bénh nhan suy thén & misc dg trung binh va khodng 2.5 lan va 3 lan
trén bénl nhdn suy than giai doan cudi.

Cac nghién ctru vé tudi va gidi

Phén tich duge dong hoe quén thé tén 404 bénh nhin duge didu trj bing venlafaxin gidi phong
e thai trong hai nghién ciru ding thuée hai lin va ba lan trong ngay cho tha}' nmlg do day
trong huvét wong da duge higu chinh theo lidu ding khéng bi anh hidmg boi tubi hodic gidi
rinh.

Dik ligu an todn tién Kim sing
Kha niing giv ung thy

Chudt nhit duge ufmg venlafaxin trong vong 18 thang ¢ i ligu lén dén 120 mg/kg/ngdy, cao
gip 1,7 lan liéu 16i da ding cho nguoi tinh theo mg/m’. Chudt Lung trang cung duge udng
venlafaxin trong 24 théng vdl mire lite 120 mg/ke/ngay. Tren chudt cong tring uong lidu 120
mg/kg. nong do trong huyét twong cua \-eniafaxm tai thoi d:em giet chudt gap 6 lin (trén chugt
cong cai) va bing | lan (trén chudt céng diec) nong 46 thube trong huyét trong ¢ nh nhin
dung mie lidu 16i da duge khuyén cdo. Nong d¢ rong lluyét ong cua ODV tre:%ﬁ}_ céng
thdp hon trén bénh nhin ding mm: ]:eu 16i da duge khuyén cdo. Ty I§ xudt hién khii‘d khong
tang Kn & chudt nhit va chugt edng ubng venlafaxin,

ﬂ. h--:

Venlafaxin va ODV khong edy dot bién gen trén thir nghiém dét hlén dio Ames trén vi khudn
Salmonella hodc & bao budng trimg cva chudt lang Trung qube hodc té bio HGPRT
{hypoxanthine guan:ne phosphoribosyl tranferase) ngudi. Venlafaxin cing khong gy dot bién
gen hoge dirt gay nhiém sac thé trong thar nghiém in vitre tén 1€ bao chuven dang cua chudt
nhit tring chiing BALB!c—:TB trén sy hodn ddi chromatid chj em & té bao budng trimg coa
chudt lang Trung qum. nudi c.éy hay trén su sai léch nhiém sic thé in vivo cua 1é bao uly
xuwong chudt cnnk, tring. ODV khéng gdy din g 32!)' nhigm sic thé trong thir nghi¢m dénh gié sai
léch nhiém sic the in vitro trén té bao budng trimg cta chudt lang Trung quoc hay in vivo trén
md hinh dénh gid sai léch nhifm sdc thé & tuy xuong chut cdng.
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Céc nghién ciru vé sinh san v kha nang sinh san trén chudt céng cho thay thude khong c6 anh
hudng den kha ning sinh san trén ca chudt cong dyc va cdi ¢ lieu uong gap 8 lan licu ding cao
nhat duge khuyén cdo trén ngudi tinh theo mg/kg the trong, hodc liéu gdp 2 lan tinh theo
mg/m-.

Giam kha nang sinh san da duoc quan sét thiy trong mét nghién ciru trén ca chut cong duc va
cdi phoi nhiém vai chit chuyén héa chinh ¢6 hogt tinh cia venlafaxin (ODV). Mire do phoi
nhifm ODV cao gép khoang 2 dén 3 lin venlafaxin ding cho ngudi & mirc liéu 225 mg/ngay.
Sir lién quan trén ngudi cua két qua nay chua dugc biét rd.

Di tat

Venlafaxin khong gay dj tat trén thé hé con cua chudt cdng va tho ding mirc liéu cao gip 11
lin (trén chudt) hodc 12 lin (trén tho) so vdi lidu diing venlafaxin trén nguoi 1a 375 mg/ngay

tinh theo mg/kg, hodc 2,5 lan (trén chudt) va 4 ldn (trén tho) so véi liéu dung venlafaxin trén
ngudi la 375 mg/ngay tinh theo mg/m’.

CAC PAC TINH DUQC HQC

Danh myc céc ta duge
Cellulose vi tinh theé; Hypromellose 2208, 3cps; Hypromellose 2910, 6 cps; Ethyl &eﬁbeﬂ]
cps;: Talc.

Tinh twong hgp: khong ap dung.
Han sir dung;: 36 thang ké tir ngay sén xudt.

Cic chi ¥ bao quan dic biét
Bao quan trong bao bi gbc. Bao quan & nhiét d6 dudi 30°C

Bao guan venlafaxin trong bao bi dong kin.

Tinh chiit via dung lwgng bao bi déng goi

Hép 2 vix 14 vién nang.

Hop 1 vix 14 vién nang.

Chi ¥ ddc bi¢t vé xir Iy va loai bo:

Trong cong thire cia vién nang giai phong kéo dai venlafaxin ¢d chira spheroid gidp giai phong

thude chdm trong dudmg tiéu hoa. Phin khing hoa tan cta céc spheroid nay bj thai trir va ¢6
theé tim thay trong phén.

Tiéu chudin:: Nha san xudt
Nha sin xudt:
San xudt boi: Wyeth Medica Ireland, Little Connell, Newbridge, Co Kildare, Ireland.



