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Rx |
ZOLOFT® e

CANH BAO DAC BIET: !

Thudc nay chi ding theo don thudc.

D€ xa tim tay tré em.
Doc ky hudng dan sir dung truéce khi dung.
bao ngay cho bac sy hodc dugc sy nhirng phan img c6 hai gap phai
khi sur dung thudc. 0
TEN THUGC "
ZOLOFT

THANH PHAN CONG THUC ;

Thanh phdn hoat chit: f

Sertralin duoc bao ché dudi dang vién nén bao phim diing dudmg udng chira
sertralin hydroclorid tuvong duong véi S0mg sertralin.

Thanh phén ta duoc:

Xem muc 6.1 Danh muc ta duoc

DANG BAO CHE
Vién nén bao phim.

DAC TINH LAM SANG

Chi dinh

Sertralin duoc chi dinh diéu tri triéu chimg bénh trdm cim, bao gdm trdm cam di
kém véi cdc triéu chimg lo du, & céc bénh nhan c6 hay khong c6 tién sir hung
cam. Sau khi da c6 dap (ng tot, viéc tiép tuc diéu tri véi sertralin mang lai hiéu
qua trong viéc ngdn ngura su khdi phdt lai cta bénh trdm cdm hodc sur tai phat
cac giai doan tram cam tiép theo. |

Sertralin duoc chi dinh @€ diéu tri r6i loan 4m dnh cudng ché (OCD). Sau khi da
€6 dap umg tot, tiép tuc diéu tri bang sertralin ¢6 hiéu qua ngdn nglra tdi phat
giai doan dau cla rdi loan &m anh cudng ché (OCD).

Sertralin duoc chi dinh trong diéu tri réi loan am anh curdng ché (OCD) & doi
tuong bénh nhan nhi.

Sertralin duoc chi dinh diéu tri rdi loan hoang so & ngudi lén, ¢6 hay khéng c6
chimg so dam dong. Tiép tuc diéu tri sertralin khi dd c6 dap (g tot sé cé hiéu
qua ngdn ngira tai phat giai doan dau cda rdi loan hoang so.

Sertralin duoc chi dinh diéu tri réi loan cing thing sau chdn thuong (PTSD) &
ngudi 16m. Tiép tuc diéu tri sertralin khi da c6 dap (mg tét sé c6 hiéu qua ngan
ngira tai phat giai doan diu cda rdi loan ¢ing thing sau chidn thuong.

Sertralin duoc chi dinh diéu tri chitng réi loan &m anh so xa hdi (rdi loan lo du xi
héi) & nguai I6n. Tiép tuc diéu tri sertralin khi da c6 dép img tot sé ¢6 hiéu qua
ngdn ngua tai phat giai doan dau cla rdi loan dm anh s¢ xa hoi.

Liéu dung, cach ding

Sertralin nén duoc ding 1 1dn hang ngay, vao budi sing hodc budi t5i.

Sertralin vién nén c6 thé duoc dung cing hay khdng cing véi thirc dn.

Dai véi cac chi dinh hodc bénh nhin cin ding liéu 25mg, vién nén Zoloft SOmg
¢6 thé duoc chia lam 2 liéu bang nhau bang cach bé theg ranh chia trén vién nén.

Diéu tri ban dau
rdm cam va roi loan m dnh cudng ché
Diéu tri voi sertralin nén duoc dung vai liéu 50mg/ ngay.

R6i loan hodng so, r6i loan cd u chdn thuong va chimg ém dnh so xa hdi
Biku tri roi loan hoang s¢ nén ug:n t dau voi liéu 25mg/ngay. Sau mdt tuan,
liéu trén nén duoc ting lén dén 50mg 1 1in/ngdy. Liéu ding nay di duoc chimg
minh |a gidm duoc tdn sudt cic tic dung phu cdp tinh khi khéi ddu diéu tri, 12
déc trung cua chung rdi loan hodng so.

Chuin liéu :

Trdm cam, réi loan 4m dnh cudng ché, réi loan hodng s¢ v rdi loan cdng thing
sau chan thuong

Céc bénh nhan ma khdng dap (g vdi liéu 50mg c6 thé thu duoc két qua tét khi
ting liéu diéu tri. Su thay doi liéu nén duoc tién hanh véi khodng cich it nhdt 1a

1 tudn, c6 thé ting |én dén mirc t6i da 200mg/ngdy. Khodng cich dé thay dbi
liéu khéng duvci“nggln hon 1 tudn 1 1dn do nira doi ban théi cua sertralin 12 24 gid.
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Hiéu qua diéu tri ban déu c6 thé duoc quan sat thdy trong vong 7 ngay. Tuy
nhién, thdng thuong cin c6 khodng thai gian dai hon dé c6 duoc dap ung diéu
tri rd rang, dic biét trong chimng rdi loan am anh cudng ché.

Diéu tri duy tri

Lieu dung trong qua trinh diéu tri dai han nén duoc gilr @ mirc liéu thdp nhit ¢6
hiéu qua, sau do6 diéu chinh tuy theo murc do dip ing diéu tri.

Su dung 0 tré em

Tinh an todn va hiéu qua cla sertralin da duoc thiét 1dp & cic bénh nhén nhi bi
chimg réi loan 4m anh cudng ché tudi tir 6 dén 17. Sir dung sertralin cho

bgnh nhdn nhi bi réi loan dm dnh cudmng ché (tudi tir 13 dén 17) nén duoc bat
dau vﬁ’i}liéu 50mg/ngay. Diéu tri cho bénh nhan nhi bi rdi loan am anh cudng
ché (tudi tir 6 dén 12) nén khoi ddu vdi liéu 25mg/ngay, ting lén 50mg/ngay
sau 1 tudn diéu tri. Trong trugng hop it dip img voi liéu S0mg/ngay, cac liéu
ti€p theo c6 thé tang t3i da dén 200mg/ngdy néu can. Trong mot thir nghiém
Idm sang & cic bénh nhdn tir 6 dén 17 tudi bi tram cam hodc rdi loan &m anh
cudng ché, sertralin to ra ¢6 cac dic tinh vé duoc ddng hoc tuong tu nhu &
ngudi lon. Tuy nhién, nhin chung, nén xem xét viéc trong luong co thé & tré em
thap hon so véi ngudi 16n trudc khi ting liéu vuot trén S50mg.

Chuan liéu ¢ tré em va thanh thiéu nién

Sertralin c6 nira doi ban thai xap xi mot ngay, moi su thay doi vé liéu luong
khéng nén tién hanh véi khodng ciach duédi 1 tudn. |

Mduyénﬁcaorudi X _
the su dung cac khoang liéu tuong tu nhu & cac bénh nhan tré. Trén 700 bénh
nhan cao tudi (> 65 tudi) tham gia vao cac nghién ciru lam sang da chimg t6 hiéu qua

ctia sertralin & nhom bénh nhn nay. Két qua cho thiy cic loai va ty Ié tac dung khong
mong mudn & cac bénh nhan cao tudi ndy tuong tu nhu & cic bénh nhan tré.

Su du':? cho bénh nhén suy gan

Nén than trong khi sir dung sertralin cho cac bénh nhan ¢6 kém theo cac bénh vé
gan. Nén dung liéu thdp hon hodc ting khodng cich giira cac liéu doi véi bénh
nhan suy gan (xem phan 4.4 Canh bao va than trong khi dung thudc).

Su dung cho bénh nhén suy thin

Sertralin duoc chuyén hod phan lén trong co tp‘. chi mét luong nhé thudc dudi
dang chua bién ddi dugc dao thdi qua nudc tiéu, nén liéu luong cla sertralin

k can phai diéu chinh theo mirc dd suy thin & cac bénh nhdn ndy (xem phidn
44 bédo va than trong khi dung thuéc). .

Chdng chi dinh
Chéng chi dinh cho cic bénh nhin c6 tién sir qua min véi sertralin hodc bat ky
thanh phan nao cua thudc liét ké trong muc 6.1.

Chdng chi dinh st dung dong thai sertralin & cic bénh nhian dang diéu tri véi cic
thuéc (rc ché men monoamin oxidase (MAOIs) (xem phdn 4.4 Canh béo va thin
trong khi ding thudc). --

Chéng chi dinh sir dung déng théi véi pimozid (xem phdn 4.5 Tuong tac voi
céac thude khac va cac dang tuong tac khic). i

Canh bao va than trong khi diing thudc

H&i chung serotonin
Su phat trie'in cua cac hdi ching tiém tang de doa dén tinh mang nhu héi chimng
serotonin (SS) hay hdi chirng roi loan than kinh do ding thud¢ an than (NMS) da
duoc bio cdo khi dung cac thudc (rc ché tai hdp thu chon loc serotonin (SSRIs),
trong do ¢6 sertralin. Nguy co gdp phai hdi ching serotonin (SS) hay héi chimg réi
loan than kinh do diing thudc an than (NMS) khi dung cac thudc (rc ché tai hdp thu
chon loc serotonin (SSRIs) ting lén khi sir dung déng théi cac thude lam ting
serotonin (bao gdm cac amphetamin, cic triptan, fentanyl va cic thudc tuong tu
fentanyl, tramadol, dextromethorphan, tapentadol, meperidin, methadon,
pentazocin), véi cac thudc lam gidm thai trir serotonin (bao gém cac thudc (rc ché
men monoamin oxidase), cic thudc an thin va cic thudc di khing dopamin. Céc
triéu ching cua héi ching serotonin ¢6 thé bao gom cic thay doi trang thdi tinh
(vi du: lo au, a0 giac, hdn mé), mat on dinh hé than kinh giao cam (vi du: tim
dap nhanh, huyét ap khong on dinh, sét cao), bat thudng hoat dong than kinh co
(vi du: ting phan xa, mt kha ning két hop) va /hodc cic triéu ching tiéu hoa (vi
du: budn ndn, nn, tiéu chay). Mot vai ddu hiéu cha hdi chimg serotonin (SS), gom
sOt cao, cimg co, mét on dinh hé thin kinh giao cam cung thay déi nhanh cac ddu
m su s8ng va thay ddi trang thdi tinh thin tuong ty nhu & héi chimg réi loan
kinh do ding thudc an than (NMS). Nén theo doi su xudt hién cac triéu chung
va ddu hiéu cda hoi chimg serotonin (SS) hay héi chimg rdi loan than kinh do dung
thuéc an than (NMS) & bénh nhan (xem phan 4.3 chi dinh).

PAA048398
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g‘c: thudc i h;:é ?e:i monoami1n1 gxidase (l:’goi)‘h Juits o o
truong ¢6 phan ung nghiém trong doi khi dan dén tir vong

cd0 & cic bénh nhan sir dung sertralin phdi hop véi thude irc ché MAO, bao gom
céc thudc irc ché MAO chon loc, nhu Selegilin, cac thudc ¢ ché MAO thudn
nghich nhu Moclobemid va cac thudc ire ché MAO nhu linezolid (mét khdng sinh
(rc ché thudn nghich khdng chon loc MAO) va xanh metylen. Vai truong hop
duoc mb ta voi cac dic tinh tuong tu nhu héi chiing serotonin véi cac triéu
chimg bao gém: ting than nhiét, cimg do, rung gidt co, mat 6n dinh hé than
kinh thuc vat kém theo bién ddi nhanh chéng cac ddu hiéu su song, cac thay déi
vé trang thai tam than bao gdm Ii lan, dé bi kich thich va qua kich dong din téi
mé sang va hon mé. Do d6 khong duoc sur dung sertralin cung véi cac thudc uc
ché MAO hoic trong vong 14 n;gv sau khi ngung diéu tri v@i cac thudc nay.
Tuong tu, phai dirng diéu tri voi sertralin tdi thiéu 14 ngay trudc khi bit diu
diéu tri voi cac th'f:z e ché MAO (xem phdn 4.3, - chi dinh).

Cac thudc tac dong trén hé serotonergic khic

Dung ddng thoi sertralin voi cac thudc ting cudng tac dung dan truyén thin kinh
trén hé serotonergic nhu cac amphetamin, tryptophan, fenfluramin, fentanyl, cac
chat chi vin trén thu thé 5 - hydroxy tryptamin (5 - HT), hod thudc thio duorc
St. John's Wort (Hypericum perforatum) nén duoc tién hanh can than va nén
tranh bat cir khi nao co thé, do ¢6 nguy co tuong tac vé duoc luc hoc.

Khodng QTc kéo dai/ Xodn dinh (TdP) _

Nhimng truong hop bi kéo dai khoang QTc va Xoan dinh (TdP) da duoc bao cio
trong sudt qua trinh sir dung sertralin sau khi thudc duoc luu hanh. Da s6 cac
bdo cdo xdy ra & bénh nhan ¢6 cic yéu td nguy co khic gdy kéo dai khodng QTc/
xoan dinh. Vi vdy, sertralin can duoc st dung than trong doi vai bénh nhan c6
cac yéu 1 nguy co gdy kéo dai khoang QTc (xem phan 4.5 Tuong tac véi cac
thudc khac va cac dang tuong tac khac va 5.1 Dac tinh duoc luc hoc).

Chuyén déi giira cac thudc trc ché tai hip thu chon loc serotonin, cac thudc
chdng tram cam hodc cac thugc chong am anh

rat it cac nghien curu ¢o kiem ching vé thoi gian téi wu cho viéc chuyén doi
i€u tri tir cac thudc (rc ché tai hap thu chon loc serotonin (SSRIs), cac thudc
chdng tram cam hodc cac thudc chéng dm anh khic sang sertralin. Nén theo di
va ¢6 cic danh gia thin trong khi chuyén déi, dic biét 1a tir cic thuc c6 tic
dung kéo dai nhu fluoxetin. Khoang thai gian cdn thiét dé lam sach thuéc ra khoi
co thé trudc khi chuyén doi tir mét thudc Uc ché tdi hip thu chon loc serotonin
(SSRis) sang mét thudc khac van chua duoc thiét lap.

Tang hung cdm/ |?a’m hung cdm )
rong giai doan thu nghiém truoc khi dua ra thi truong, ching giam hung cam
hodc ting hung cam xuat hién & khoang 0,4% bénh nhan diéu tri bing sertralin.

Tang hung cam/ gidm hung cam cing duoc bio cdo & mét ty 1€ nh6 bénh nhan
bi roi loan tram cam chu yégu duoc diéu tri bang cac thude chong tram cam va
cac thudc chdng am anh khac trén thi truong.

Co giat

Cac con co giat la nguy co tiém tang véi viéc s dung cac thude chdng trdm cam
va cic thudc chong am anh. Con co gidt duoc bdo cdo & khodng 0,08% cic bénh
nhan diéu tri vai sertralin trong chuong trinh phat trién danh cho bénh nhén
tram cdm. Khong ¢6 truong hop lén con co giat nao duoc bao cdo & cic bénh
nhan duoc diéu tri vai sertralin trong chuong trinh phat trién danh cho bénh
nhan bi chung rdi loan hoang so. Co 4 trong khodng 1.800 bénh nhdn (0,2%) su
dung sertralin trong chuong trinh phat trién danh cho bénh nhan bi rdi loan am
anh cudng ché (OCD) bi Ién con co gidt. 3 trong sd cac bénh nhan ndy la thanh
nién, hai trong s6 ho bi chimg rdi loan con co gidt va mdt ngudi co tién sur gia
dinh bi chimg rdi loan con co gidt, khdng c6 bénh nhdn nao dang sir dung cac
thudc chdng co giat. O tit cd cac truong hop ndy méi lién hé gilra cac con co
gidt va sertralin 1a chua rd rang. Tuy nhién do sertralin chua duoc danh gid & cic
bénh nhdn bi ching rdi loan co gidt nén trinh sir dung cho cic bénh nhan bi
bénh déng kinh khong 6n dinh, ddi véi cac bénh nhan ddng kinh dd duoc kiém
soat nén duoc theo doi can thin. Nén ngirng sir dung sertralin & bat ki bénh
nhdn nao c6 xudt hién co giat.

Tf e/ ¢6 { nghi tE t hodc tinh trang ldm sdng xdu di
t ca cac bénh nhan duoc dieu tri v& sertralin, dac biét Ia nhitng bénh nhan ¢6
nguy co cao, can duoc giam st thich hop va theo ddi chdt nguy co tinh trang
lam sang xdu di va kha ning tu tir. Can khuzé'n khich bénh nhan, gia dinh bénh
nhan va nguoi cham soc sirc khoe cua ho dé cao canh gidc, ¥ thirc vé su can thiét
trong viéc theo déi cac tinh trang xau di vé 1am sang, hanh vi hodc y nghi tv tr
va cac thay di bit th trong hanh vi, dic biét 1a khi méi bat dau diéu tri
hodc khi c6 bat ki thay ddi nao vé liéu hodc ché db liéu. Nguy co ¢6 gang tu tu
can phai dugc xem xét, dic biét 1a & nhirng bénh nhan bi tr c?m Bén canh

tri can thin nhim

d6, cdn diing luong thudc nho nhit phéi hop vai theo déi didu
giam nguy co qua liéu cho bénh nhan
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giam nguy co qua liéu cho bénh nhan

Tu tir 1a mot nguy co dd duoc chimg minh cda bénh tram cam va mét s réi loan
tdm than khac va chinh nhirng réi loan nay 1a nhirng yéu td du bao tot vé kha
ndng tu tir. Phan tich gdp cla cac thir nghiém ngdn han c6 ddi chimg véi gia
duoc cua cac loai thude chdng tram cam (cac thudc urc ché tai hdp thu chon loc
serotonin (SSRI) va nhirng loai thudc khic) cho thdy nhimg thudc nay 1am ting
nguy Co tu tlr & tré em, tré vi thanh nién va ngudi trudng thanh tré tudi (do tudi
tir 18-24) bi rdi loan trdm cam chi yéu va bi cac rdi loan tim thin khac. Cac
hién clru ngan han khéng cho thay nguy co tu tir ting khi ding thudéc chdng
tram cam so véi gia duoc & ngudi trudng thanh trén 24 tudi; nguy co tu tir giam
léI;i dung golu& chdng tram cam so véi gia duoc & nhirng ngudi trudng thanh tur
tudi tro lén.

Chéx‘ mau/ xudt huyét bt thuong .
€6 nhung bdo cao ¢ hién tuong chay madu bat thudng khi ding cac thudc

SSRIs tir vét bim méau hay ban xudt huyét cho dén xudt huyét de doa dén tinh
mang. Cén than trong & nhiing bénh nhin ding cic thudc Uc ché tai hip thu
chon loc serotonin (SSRIs), ddc biét khi dung dong théi véi nhing thudc anh
hudng dén chic nang tiéu cau (nhu cac thudc an than khdng dién hinh va
phenothiazin, hau hét cac thude chdng tram cam 3 vong, aspirin va cac thude
khang viém khong steroid (NSAIDs)) cung nhu & nhimg bénh nhin co tién su roi
loan chdy mau (xem phdn 4.5 Tuong tac véi cac thudc khac va cac dang
trong tac khac).

Gidm natri mau .

C6 thé xudt hién giam natri mau do diéu tri bing cic thudce (rc ché téi hip thu
chon loc serotonin (SSRIs) hay cac thude (¢ ché tai hap thu serotonin-
norepinephrin (SNRIs), trong dé c6 sertralin. Trong nhiéu truéng hop, giam natri
mau dudng nhu do hoi chirng tiét bat thuong cua hormon lam giam bai niéu
(SIADH). Da ¢6 nhimng bao cdo mirc natri huyét thanh thdp hon 110mmol/I. Bénh
nhin cao twdi ¢6 nguy co giam natri mau cao hon khi dung cac thudc e ché tai
hdp thu chon loc serotonin (SSRIs) va cac thudc e ché tdi hdp thu
serotonin-norepinephrin (SNRIs). Nhirng bénh nhin dung thudc loi tiéu hoic
thudc 1am gidm thg tich dich cling co thé gdp nguy co cao hon (xem phin

4.2 Liéu dung va cach dung: St dung & ngudi cao tudi). Nén xem xét ngimg
sertralin & nhimg bénh nhan c6 triéu chirng gidm natri mau va tién hanh phuong
phdp diéu tri phu hop. Cic ddu hiéu va triéu chimng cla gidm Juatri mdu m gom
dau dau, kém tap trung, gidm tri nha, 1an I6n, yéu &t va mit 6n dinh cé thé din
téi suy sup. Cac ddu hiéu va triéu chung ndng hon va/ hodc cdp tinh hon gm ao
giac, ngat, co giit, hon mé, ngirng hd hdp, va tir vong. ”
C6 mdi quan hé r6 rang vé tinh chdt giy bénh giira roi loan am dnh cudng ché
véi trdm cam, roi loan hodng so va tram cam, rdi loan cdng thang sau chan
thuong va tram cam, rdi loan 4m anh so xa hdi va tram cam, do vdy can theo doi
khi diéu tri bénh nhan trdm cam, phdi phong ngira khi diéu tri bénh nhan OCD,
rdi loan hodng s¢, PTSD hodc réi loan am anh so xd hdi.

ng xucmg

¢ nghién cuu dich té cho thdy nguy co gdy xuong ting & cac bénh nhén dung
thudc (rc ché tai hap thu chon loc serotonin ésms) bao gom ca sertralin. Co ché
dan dén nguy co nay van chua duoc hiéu biét diy du.

Sir dung & bénh nhan suy gan ;
Trong co thé, sertralin duoc chuyén hod phan Idn tai gan. Mot nghién cuu vé

duoc déng hoc sir dung da liéu ¢ cac ddi twvong bi xo gan nhe vé on dinh da cho
thdy nira doi ban thai bi kéo dai va dién tich dudi dudng cong (AUC) va ndng do
dinh trong huyét tvong (Cmax) bi ting Ién khoang gdp 3 ldn so véi cdc ddi
tuong binh thudng. Khong ¢6 su khac biét dang ké veé su gan két vai protein
huyét tuong dugc quan sat giira hai nhom. Nén khoi dau than trong khi sir dung
sertralin & cic bénh nhan bi bénh gan. Nén sir dung liéu thip hon hodc ting
khoang cach giira cic liéu & cac bénh nhin suy gan. | =

Su dung & cac bénh nhan suy thin i .

Phan ion sertralin bi chuyén hoa trong co thé, chi mét luong nho & dang chua
bién ddi duoc thai trir qua nudc tiéu. Trong cac nghién cuu & cac bénh nhan ¢6
murc do suy than tr nhe dén vira (d6 thanh thai creatinin 30-60ml/phat) hodc tur
vira toi ndng (do thanh thai creatinin 10-29ml/phut), cac thong s6 duoc dong
hoc khi sur dung da liéu sertralin (dién tich dudi dudng cong trong 24 gid 2
(AUC,..« hodc nong dd dinh trong huyét tuong (Cmax)) khdng khac biét dang ké
50 v@i nhom ching. Thoi gian ban thai tuong tu va khéng ¢o su khdc biét

mirc d6 gan két voi protein huyét tuong & tat ca cac nhom nghién ciru. Nghién
ciru ndy chi ra ring, do sertralin it duoc thii trir qua thin, nén khang bat budc
phai diéu chinh liéu dung theo cac murc dd suy than.

-
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Tiéu duong/ Mat kha nén% kiém soat duerngl huyét *
Pa co nhung bao cao moi bi tieu duong o nhung bénh nhan dung cac thudc ic
ché tdi hip thu chon loc serotonin (SSRIs) bao gom sertralin. D3 c6 bao cio vé mat rhi
nang kiém soat dutmng huyét gom tang duong huyét va ha dudng huyét & nhirng
bénh nhan bi hay khéng bi tiéu dugng trudc do. Do dé can theo ddi cic dau hiéu va
triéu chimg thay doi duong huyét & nhig bénh nhén nay. Nén theo ddi chat ché su
kiémsodt dudng huyét & bénh nhan tiéu dudng va diéu chinh liéu insulin va/hodc cac
thudc udng lam giam duéng huyét dang duocsir dung dong théi néu can thiét.
Anh hudng dén két qui xét nghiém
Pa c6 nhirng bado g.io duong tinh gia trong céc thir nghiém sang loc danh gia

N u v@i cac benzodiazepin & cac bénh nhan dang udng sertralin,
Diu nay1a do sur kém dic hidu cia cic thir nghiém sang loc. Su xudt hién-cda
két qua duong tinh gid c6 thé kéo dai dén vai ngaysau khi ngirng diéu tri véi
sertralin. Cac xét nghiém xac dinh nhu sac ky khi/ do phd khdi luong sé gitp
phan biét sertralin véi cac benzodiazepin.

Glaucoma goc don A
Cac thudc ui ¢ ché tgi hdp thu chon loc serotonin (SSRIs) nhu sertralin ¢6 thé anh

hudng lén kich thudc dong tir va lam gidn déng tr. Tac dung lam gidn dong tir

ndy cb thé gy hep goc mat din dén tang ap luc ndi nhin va glaucoma goc dong,
dic biét trén bénh nhan c6 khuynh hudng trudc dé. Vi thé, sertralin nén duoc su
dung than trong trén bénh nhan bi glaucoma géc déng hay ¢é tién sur glaucoma.

Sir dung & tré em va tré vi thanh nién

Chi c6 mét sé it bing chimg 1dm sang vé dir liéu an toan dai han & tré em va tré
vi thanh nién, bao gom anh hudng dén su ting trudng, su truong thanh vé tinh
d&c va su phadt trién vé nhdn thirc va hanh vi (xem muc 5.3 - Dir liéu an toan
tién Iam sang). Bac si phai theo ddi cic bt thudng vé ting trudng va phat trién
& bénh nhén nhi khi diéu tri 1au dai.

Twong tac véi cic thude khéc va cic dang trong tac khac
Céc tnagg {rc ché men monoamin oxidase
em phan 4. ng chi dinh va 4.4 Canh bdo va than trong dic biét khi

dung thuéc

Pimozid

Su tdng néng dd pimozid da duoc nhan thiy trong thir nghiém dung liéu thip
don lé pimozid (2mg) két hop cung sertralin. Tang liéu dung khdng lién quan
dén su thay doi trén dién tdm dé (EKG). Trong khi co ché cla su tuong tac chua
duoc biét ré, do pimozid ¢6 khoang diéu tri hep nén can chdng chi dinh két hop
pimozid vai sertralin,

Nhirng thudc l1am kéo dai khoing QTc¢ ,

Nguy co bi kéo dai khoang QTc vﬁﬁoac loan nhip that (vi du: xoan dinh) ting
1én khi sir dung ddng théi véi nhirng thudc giy kéo dai khoang QTc khac (vi du:
mét s6 thudc chdng loan than va khing sinh) (xem phdn 4.4 C%nh bao va than
trong khi ding thuéc va 5.1 Dic tinh duoc luc hoc).

Cdc thudc e ché than kinh trung uong va ruou .
Dlng ddng thoi sertralin 200mg/ngay khong lam ting tac dung cua ruou,

carbamazepin, haloperidol hodc phenytoin trén kha ndng nhan thirc va hoat dong
tam thdn ¢ cdc dGi twong tinh nguyén khoé manh, tuy nhién khéng khuyén céo
dung dong thoi sertralin va ruou. '

" Lithium

Trong cic nghién curu 6 kiém chimg bang gia dugc trén nglubi tinh nguyén binh
thuomg, ding dong théi sertralin voi lithium khéng am thay doi ding ké dugc déng
hoc cta lithium, nhung géy ting ty 1é bénh nhin bi run so véi nhém dung gia duor,
cho thiy réng c6 kha ndng ¢4 tuong tic vé mit duoc luc hoc giira hai thude nay, Nén
¢6 cac bién phdp theo doi thich hop khi sir dung dong thoi sertralin véi cac thudc ¢6
thé tdc dung thong qua co ché hoat hoa hé serotonergic nhu lithium.

Phenytoin

Mt nghién ciru ¢ kiém chimg bing gia duoc trén ngudi tinh nguyén binh thuéng
goi y rdng sur dung lau daj sertralin 200mg/ngdy khong gdy urc ché mdt cach c6 y
nghia |dm sang trén chuyén hoa cta phenytoin. Tuy nhién, ngudi ta khuyén céo nén
theo ddi nong do clia phenytoin trong huyét tuong khi khéi ddu diéu tri véi sertralin
va diéu chinh liéy cUa phenytoin cho phis hop. Thém vao d6, sir dung dong thoi voi
phenytoin ¢é thé |a nguyén nhin gy giam ndng dé sertralin huyét tuong.

Sumatriptan .
Hién ¢ rat it cac bao cdo sau khi dua thudc ra thi truong, mé ta cac bénh nhan bi yéu,
tdng phan xa, mat kha ning diéu phdi, 1G 1an, lo lang va kich dong sau khi su
dung sertralin va sumatriptan. Can ¢6 cac bién phap theo d6i bénh nhan thich hop
néu trén lam sang bat budc phai diéu tri phdi hop sertralin va sumatriptan (xem phan
4.4 Canh bao va than trgng khi dung thuéc: Cac thudc gay cuong hé serotonergic)
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Cac thudc tic dong trén hé serotonergic khac
Xem phan 4.4 Canh bdo va than trong khi dung thuéc; Hoi ching serotonin,
Céc thudc (e ché men monoamin oxidase, va Cac thudc tac dong trén hé
serotonergic khac

Cac thudc c6 gan két véi protein huyét tuon i
Do sertralin Egn ket vai protein Euye!t tuong nén can ghi nhd ¢6 nguy co tiém an
cUa sy tuong tac gilra sertralin va cac thudc gan két vai protein huyét tuong
khac. Tuy nhién, trong 3 nghién ciru chinh thirc vé tuong tac vai tirng thudc
riéng ré diazepam, tolbutamid va warfarin, sertralin da duoc ching minh la
khéng c6 dnh hugng dang ke Ién su gan két vai protein huyét tuong cua cdc
chdt trén (xem tiéu dé muc Warfarin va Cac tuong tac thudc khac).

Warfarin

Viéc dung déng thoi sertralin 200mg hang ngdy véi warfarin giy ting nhe nhung
¢6 y nghia thong ké vé thoi gian prothrombin, y nghia lim sang cua tic dyung nay
van ;;nn duoc biét. Theo dé, thai gian prothrombin nén dugc theo ddi can thin
khi bat ddu hay két thuc diéu tri vai sertralin.

Cic t%? téc thudc khic ' .
nghién clru tuong tac thudc chinh thirc da duoc tién hanh véi sertralin, Sir

ddng thoi sertralin 200mg/ngay véi diazepam hay tolbutamid gdy bién ddi
nhe nhung ¢d y nghia thdng ké trén mot vai t $6 duoc dong hoc. Dung
dong thai sertralin vai cimetidin gdy gidm dang ké do thanh thai cua sertralin. Y
nghia ldm sang clia nhimg su thay déi nay van chua duoc biét. Sertralin khéng
¢6 anh hudng 1én khi ning uc ché thu thé B-adrenergic cha atenolol. Khéng thdy
6 twong tac giira sertralin liéu 200mg hang ngay véi glibenclamid hay digoxin.

Diéu tri s6c dién .
ien chua ¢d nhitng nghién ciru 1am sang thiét 1dp nhig nguy co hay loi ich cla
viéc két hop diéu tri soc dién (ECT) va sertralin.

Céc thude duoc chuyén hod bdi cytochrom P 450 206 b .

su giva chdng tram cam vé mirc d uc ché hoat tinh cla
isozyme cytochrom P450 (CYP) 2D6. Y nghia lam sang cua sy khac biét ndy phu thudc
vao mirc d§ (rc ché va chi s6 diéu tri cua cac thudc duoc ding phdi hop. Nhin chung
cac thudc 6 khd ndng (e ché manh isozyme CYP 2D6 véi chi s6 diéu tri thdp (pham vi
diéu tri hep) bao gém cac thudc chdng tram cam 3 vong (TCAs) va cac thudc ching
loan nhip nhém 1C nhu propafenon va flecainid. Cac nghién ciru ve tuong tac chinh
thirc di cho thdy dung dai han liéu sertralin 50mg hang ngay lam tang & mc ti thiéu
ndng d cua desipramin (chat dinh ddu hoat tinh isozyme CYP 206) 0 trang théi hing
dinh trong huyét tuong (trung binh tir 23% dén 37%).

thudc duge chuyén hod béi cac enzym CYP khéc (CYP 3A3/4, CYP 2C9, CYP
)

CYP3A3/4
Cac nghién clru vé tuong tac trén in vivo da cho thdy ring dung lau dai sertralin
liéu 200mg hang ngay khong irc ché phin (mg hydroxy hod vi tri 6-B cta cortisol
ndi sinh dudi xuc tac cua CYP 3A3/4 hay su chuyén hod cua carbamazepin hod
terfenadin. Ngoai ra dung ldu dai sertralin 50mg hang ngay khdng (rc ché chuyén
hoa alprazolam duéi xic tac cia CYP 3A3/4. Dir liéu nay goi y rdng sertralin
khong phdi la mdt chdt (rc ché CYP 3A3/4 ¢6 y nghia lam sang.

CYpP2C9

Sur dung lau dai sertralin 200mg hang ngay khdng gdy anh hudng c6 y nghia trén
ldm sang ndng dé cua tolbutamid, phenytoin va warfarin trong huyét tuong, goi
y rang sertralin khong phai }ld mot chdt uc ché co y nghia lam sang CYP 2C9 (xem
tiéu dé muc Cac tuong tic thudc khac, phenytoin va warfarin).

CYpP2C19 (

Dung ldu dai sertralin 200mg hang ngay khéng lam anh hudng & mic dd cd y
nghia lam sang dén ndng dd cla diazepam trong huyét tuong, goi y rdng
sertralin khéng phai Ia mdt chdt ¢ ché CYP 2C19 cd y nghia trén Idm sang (xem
tiéu dé muc Cac tuong tac thudc khac). e

CYP 1A2 : '

Céc nghién clru trén in vitro chi ra rdng sertralin ¢6 rdt it hodc khéng c6 khi
ning uc ché CYP 1A2. '

Kha ning sinh san, thai ki va cho con ba

Mang thai

G?Lh_llp clru vé sinh sin da duoc tién hanh trén chudt va thd véi cac liéu lén
:ip xlbg.long (rng 20 Idn va 10 lan liéu mg‘l:g t6i da hang ngdy & ngudi.

Khdng ¢6 bdng chirg gdy qudi thai & bt ky liéu ndo. Tuy nhién, & liéu tuong

duong véi khoang 2,5 1an dén 10 1dn liéu mg/kg t6i da hang ngdy & ngudi,
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sertralin ¢o lién quan dén viéc chim hinh thanh xuong @ thai nhi, c6 1€ ddy la
anh hudng gidn ti€p do tac dong lén dong vat me.

Ty |é sdng sot cla dong vat so sinh bi giam khi cho dong vat me sir dung
sertralin voi liéu gdp khoang nam lan liéu mg/kg tSi da hang ngdy & nquoi. Anh_
huéng tuong tu trén ty Ié song sot cua dong vat so sinh da duoc ghi nhan khi su
dung cac thudc chéng tram cam khac. Y nghia lam sang cda cic tac dung nay
con chua duoc biét.

Chua c6 cic nghién ciru ddy di va duoc kiém chimg tét & phu nir mang thai. Do
cac nghién ciru vé hé sinh san & dong vit khéng phai ludn lubn ding cho cac
d? (mg & ngudi, chi nén sir dung sertralin cho phuy nir ¢6 thai khi nhirng loi ich
diéu tri ma né mang lai Ién hon nhimg rdi ro cé thé cd. e

Néu sir dung sertralin trong thoi gian mang thai va/hodc trong thoi ky cho con
bu, cac bac si nén biét la mot $6 triéu ching bao gém ca nhimng triéu chimng
giong nhu phan (ng khi ngirng thudc, da duoc bao céo & mdt sd tré so sinh co
ba me dang sir dung cic thudc chdng tram cam (rc ché tai hap thu chon loc
serotonin (SSR1), bao gom ca sertralin,

Cac phu nir c6 kha ndng cé thai nén sir dung mét phuong phap tranh thai day do
khi sir dung sertralin.

Phoi nhiém véi cac thude (e ché téi hap thu chon loc serotonin (SSRI) cudi thoi ki
mang thai ¢6 thé tang nguy <o ting ap luc dong mach phoi kéo dai O tré so sinh
(PPHN). PPHN xudt hién voi ti 1é 1 dén 2/1000 tre so sinh trong dan s6 va lién quan
dén kha ndng mac bénh va tir vong & tré so sinh. Trong mdt nghién ciru déi chimg ca
bénh hdi ciru tién hanh trén 377 phu nir sinh con bi PPHN va 836 phu nir sinh con
khde manh, nhimg tré so sinh phoi nhiém véi SSRI sau tudn 20 cla thai ki ¢6 nguy co
phat trién PPHN cao hon xap xi 6 lan so voi nhimg tré so sinh khéng phoi nhiém véi
cac thude chdng tram cam trong thai ki mang thai. Mot nghién clu trén 831.324 tré
50 sinh & Thuy Dién tir 1997 dén 2005 cho thdy ti Ié nguy co bi PPHN 1a 2,4 (khoing
tin cdy 95%, 1,2 dén 4,3) lién quan dén cic bdo céo sir dung SSRI & phu nir mang thai
trong “giai doan sm cua thai ki” va ti I nquy co PPHN la 3,6 (khoang tin cdy 95%,
1,2 dén 8,3) lién quan dén ca cac bao cao vé sir dung SSRI trong “giai doan som cua
thai ki" va viéc duoc ké don SSRI truéce khi sinh trong “giai doan cudi cia thai ki”.

Cho con bu

Cdc nghién cuu riéng biét trén mét s it phu nir cho con bd va con cta ho da cho
thdy rdng ndng do cua sertralin & trong huyét tuong ca tré 1a khdng ding ké
hay khdng thé phat hién duoc, mic di ndng dé cla sertralin trong sira me lon
hon & trong huyét thanh ngudi me. Tuy nhién, khdng khuyén cdo sir dung
sertralin @ cac ba me dang cho con ba trir khi ¢6 su danh gid cUa bac si rang loi
ich diéu tri mang lai lon hon nhimng rui ro.

Khd ndng sinh sin

Khong co dir lieu thir nghiém lam sang vé kha ndng sinh san. Trong cac nghién
clru trén déng vat, khong ghi nhan téc dung anh hudng dén cic thong s6 kha
ndng sinh san (xem thém muc 5.3 - Dir liéu an toan tien 1am sang).

Anh hudng trén kha nang lai xe va van hanh may moc

Céc nghién ciru duoc ly hoc |m sang di chirng minh ring sertralin khdng c6 anh
hudng dén khd ndng van dong tam than. Tuy nhién, cic thudc an than néi chung
c6 thé Iam suy giam kha nang lam viéc vé tri tué hay co bap can thiét cho nhimng
cong viéc ¢6 nguy co tiém dn cao nhu Idi xe hay van hanh miy. Theo d6, bénh
nhan nén duoc canh bdo vé diéu nay. ' :

Tac dung khéng mong muén

Cac tac dung khong mong mudn (TDKMM) thuding gap trong cac nghién cdu mu
déi, c6 kiém chimg bing gia duoc & cac bénh nhan bi rdi loan 4m dnh cudng ché
(OCD), réi loan hoang s, rdi loan cing thang sau chidn thuong (PTSD) va rdi loan
am anh so xa héi ciing gidng nhu cac tic dung khong mong mudn gip phai
trong cac nghién cru lam sang & bénh nhan tram cam.
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sertralin 6 lién quan dén viéc cham hinh thanh xuong @ thai nhi, ¢6 |€é day la
anh hudng gidn tiép do tac dong lén dong vat me.

Ty 1é song s6t cia dong vat so sinh bi gidm khi cho déng vt me sur dung
sertralin vdi liéu gdp khoang ndm Idn liéu mg/kg t6i da hang ngay & nquoi. Anh
hudng tuong tu trén ty Ié song sot cua dong vat so sinh da duoc ghi nhan khi su
dung cic thudc chdng tram cam khdc. Y nghia lim sang cua cdc tac dung nay
¢on chua duoc biét.

Chua c6 cic nghién ciru day du va duoc kiém chimg tét & phu nir mang thai. Do
cac nghién ciru vé hé sinh san & dong vat khong phai ludn ludn dung cho cac

dép (mg & ngudi, chi nén sir dung sertralin cho phy nir ¢ thai khi nhirng loi ich
diéu tri ma n6 mang lai I6n hon nhirng rdi ro c6 m! 0. \

Néu sir dung sertralin trong thoi gian mang thai va/hodc trong thoi ky cho con
bu, cac bac si nén biét la mot 6 triéu chimg bao D?Am ca nhimng triéu ching
gidng nhu phan (g khi ngirng thudc, da duoc bao cdo & mét 5o tré so sinh ¢6
ba me dang sir dung cic thudc chdng trim cam irc ché tai hap thu chon loc
serotonin (SSRI), bao gom ca sertralin,

Cac phu nir c6 kha ndng c6 thai nén sir dung mdt phuong phép tranh thai day du
khi sir dung sertralin.

Phoi nhiém voi cac thudc e ché téi hip thu chon loc serotonin (SSRI) cudi théi ki
mang thai c6 thé ting nguy co ting dp luc dong mach phdi kéo dai & tré so sinh
(PPHN). PPHN xudt hién voi ti 1é 1 dén 2/1000 tre so sinh trong dan s va lién quan
dén kha ndng mac bénh va tir vong & tré so sinh. Trong mdt nghién ciru déi chimg ca
bénh hdi clru tién hanh trén 377 phu nir sinh con bi PPHN va 836 phu nir sinh con
khoe mgnh. nhimg tré so sinh phoi nhiém véi SSRI sau tudn 20 cla thai ki ¢6 nguy co
phat trién PPHN cao hon xdp xi 6 ldn so voi nhimg tré so sinh khdng phoi nhiém véi
cac thude chdng tram cam trong théi ki mang thai. Mot nghién ciu trén 831.324 tré
5o sinh & Thuy Dién tir 1997 dén 2005 cho thdy ti Ié nguy co bi PPHN 1a 2,4 (khoang
tin cdy 95%, 1,2 dén 4,3) lién quan dén cic bdo céo sir dung SSRI & phu nir mang thai
trong “giai doan sém cua thai ki” va ti Ié nquy co PPHN 1a 3,6 (khodng tin cdy 95%,
1,2 dén 8,3) lién quan dén ca cic bio cio vé sir dung SSRI trong “giai doan som cua
thai ki” va viéc duoc ké don SSRI truée khi sinh trong “giai doan cudi cia thai ki,

Cho con bu

Cac nghién cuu riéng biét trén mot 56 it phu nir cho con b va con cua ho da cho
thdy rdng ndng dd cua sertralin & trong huyét tuong cla tré |a khdng ding ké
hay khong thé phat hién duoc, mic di ndng dé cla sertralin trong sira me lon
hon & trong huyét thanh nguéi me. Tuy nhién, khong khuyén cdo sir dung
sertralin & cac ba me dang cho con ba trir khi ¢6 su danh gid cua bac si rang loi
ich diéu tri mang lai Ion hon nhirg rdi ro.

Kha ndng sinh san

Khong co du liéu thir nghiém lam sang vé kha ndng sinh san. Trong cac nghién
clru trén dong vat, khong ghi nhin tic dung anh hudng dén cic thong sé kha
nang sinh san (xem thém muc 5.3 - Dir liéu an toan tién lam sang).

Anh hudng trén kha ning lai xe va van hanh may méc

Céc nghién ciru duoc ly hoc lam sang da chimg minh ring sertralin khng c6 anh
hudng dén kha ndng van dong tam than. Tuy nhién, cic thudc an than ndi chung
c6 thé lam suy gidm kha ndng lam viéc vé tri tué hay co bdp cdn thiét cho nhimg
cdng viéc ¢ nguy co tiém an cao nhu Idi xe hay vin hanh mdy. Theo @6, bénh
nhan nén duoc canh bio vé diéu nay. ' :

Tac dung khéng mong muén

Cac tac dung khdng mong mudn (TDKMM) thudng gdp trong cac nghlén clru mu
doi, c6 kiém ching bing giad duoc & cac bénh nhan b r6i loan dm anh cudng ché
(OCD), ri loan hoang s, réi loan cing thang sau chan thuong (PTSD) va réi loan
am anh so xa héi ciing gidng nhu cic tic dung khong mong mudn gip phai
trong cac nghién ciru 1am sang & bénh nhan tram cam.
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Céc phén irng ¢6 hai (ADR) sip xép theo hé thong/ co quan va tan suit CIOMS

theo thir tr giam dan mirc do nghiém trong hodc mirc do cé y nghia trén lam
sang & moi phan loai tin sﬁtv& hé thong/co quan
Phan loai Rat Thudng it gap Hiém gip | Khdng rd
hé thong/ | thuong g?p (21/1000 dén | (21/10.000 | tdn suat
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Cac phan irng 6 hai (ADR) sip xép theo hé théng/co' qu,Ipw, su! U;Mn gtamthMQQ COQ mln tiép theo thap hon ding ke s0 ol nhom ding

thea thir :q;r giam dén mirc glnghiem trong hodc mic d6 co y nghia trén lam

sang & moi phin loai tan sudt va hé théng/ce quan
Phanloai | Rit | Thuong itgip | Hiém g Khong rd
hé thang/ | thuong 7 (21/1000 dén é{? 1_:10,000 tin suat
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€6 san)
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va mo dudi ban’, xudt huyet®, ngia®, | nhiém doc

da tang tiét  |rung tdc* hoi ching

md hol Stevens-

Johnson *%,
phi mach?s,
phat ban troc
vay phan ung
da nhay cam
val anh sang™

R3i loan co dau co thit co® tiéu covin®,

xuong, mé khép* cung ham™

lign két va

xuong

RO loan bi tiéu*, tiéu ra dai dam*i

thdn va hé mdu’, tidy khéng tu

tiét niéu chi*

Roi loan hé rdi Joan cuong dau

sinh san va xudl tinh, duong vét®,

vii R3I loan tang Tiét s@ra”,
chire ndng chung vi to &
tinh duc, nam**
kinh
nguyet
knhdng
déu”

R5i loan dau ding di bit thudng*, | phi mit*, hoi

toan than nguc?, phu ngoai vi* chirng ngirng

va bién khe chiue, thudc dot
chirng noi sot", suy il ngbt™
| tiém thute nhuoct,
mét mai*

KEt qua xét tdng can’, [giam can’, két qua xét

nghiém/ nohiém bit

kiem tra thudng*

Tdn gady xuong*

thuong,

nhiém déc

vi cic bién

J do s
thi thuat

- ADR r.fucrc phat hién sau khi thuoc Iy hanh.

§ Tan 58 ADR thé hién bdj glm han trén udc tinh cla khodng tin ciy
5% duoc tinh bang “Quy tac 3"

ADR = phan ung co hal clia thuéc; SOC = Phan !oau theo hé théng/ cor
quan; CIOMS = Hai déng T6 chirc ¥ Khoa Quéc t&

4.9 Qua lidu va cich xir tri

Sertralin c6 pham vi an toan phu thudc vao nhém bénh nhan va/hodc cac thudc
ding dong théri. Cac trl.ro‘rlg hop ta vong cing da duoc bdo cdo lién quan dén
wec st dung qud liéu clia sertralin, i dung don ddc hodc khi phdi hep vai cic
thudc khac va/hodc vol ruou. Do do bt ky trudng hop qud lidu nae déu phal
dugc diéu tri mot cach | tich cuc. Cac triéu ching ¢ba qud liéu bao gdm cac tac
dung khﬁdg mang mudn qua trung gian serotonin nhur khoing QT kéo dal trén
dién tam db, xodn dinh (TdP), (xem phan 4.4 Canh bao va thin trong khi ding
thudc, 4.5 Twong tac voi cac thude khac va cac dang trong tac khac va

5.1 Dac tinh dvoc Iwe hoc) ngu ga, 01 loan tiéu hod (nhu buon ndn va nén) nhip
tim nhanh, run ray kich dong va choang vang, it gap hon fa hon mé.

Khonga co thudc giai doc dic hiéu cho sertralin, nén thidt I3p va cluy tri mot diring ti-cr
dé dam bao cun -:ap dq_ XY va trao dcu khi néu can. Than hoat, mal chat co the phoi
horp voi thudic tay, o the cho hiéu qua tuong ducmg hodc hiéu qua hon 13 vis rira da
day va nén dugc cin nhic sty dung khi diéu tri qua liéu sertralin. Khdng kh 8n cdo sir
dung cic bign phap giy ndn. Ea.n theo dai st tinh trang tim mach va cacd 2} sinh hleu
song song voi cdc bién phdp xUrly triéu r.ha.mg chung va cic bién phip hai sirc. Do the
tich phan bo lon cla sertralin trong co' thé nén cac bién phap nhugaw_.r I tiéu cuting
birc, thiam phan, truyén mdu, thay mau déu khdng mang |ai két qua.

DAC TINH DUQC LY
Bic tinh dwec lire hoc

Sertralin 1a mdt chat trc ché manh va dac higu sy @i hip thy serotonin than kinh
{5 HT} trong g nghiém, din dén 5 -HT c6 thé tac dung trén dong vat. N6 €6 tic
dung rat yeu [€n sur tdi hap thu than kinh cac chat norepinephrine va dopamine.
lidu ding 1am sang, sertralin ngdn su hap thu seratonin vao téy cau ngudn, No
khéng c6 tac dung kich thich, an than hodc tac dung khang cholin hodc gay doc
tim trén déng vit. Trong cdc nghlén clru o kiém ching trén tinh nguyén vién
khde manh, sertrahn khong ca téc dung an thin va khang dnh hugng dén kha
nang tam than vin déng. Nho tac dung irc ché dac hiéu sir hap thu 5-HT,
sertralin khong tang cuong hoat tinh calecholammergi: Sertralin khéng o a luc
vori thy the muscarinz (cholinergic), serotonergic, dopamine, adrenaline, histamire,
gamma-aminobutyric acid (GABA} hoac benzodiazepine. Dung sertralin lau dai trén
dong val co lién quan dén viéc giam thu thé norepinephrine nao nhu da ghi nhin &
cac thuée chdng trdm cam va chong am anh c6 hiéu qua lim sang khac.

Sertralin khnng thé hién khi ning gay lam dung thube. Trong nghién ciu co kiem
chiing vixi g;a dirge, mii d6i, ngau nhién so sanh tinh gy lam dung cua sertralin,
alprazolam va d-amphetamine trén ngudi, sertralin khdng cho tac dung duong tinh vé
kha ning gay lam dung trén ddi twong thir nghiém. Nguorc lai, cac dai tgng di cho
ring ca alprazolam vad- amphetamine déu cao hon ding k& so gia dugc vé cac chi so
do thich thudc, cam giac vui suéng va kha ning giy lam dung. Sertrailn ciing khong
gay kich thich hodc lo du di gip véi d-amphetamine hodc gdy an thin hoic suy tim
than vin dcng di gap vai alprazolam Sertralm khéng tét dung nhu chit khuyen khich
tich cyc trén khi rhesus da duoc hudn luyén dée wr ding gocaine, hodc thay thé chat
kich thich phan biét cho hoic d-amphetamine hoic ocntobarbltal trén khi rhesus.

Thir nghiém Lam sang
Réi loan Tram cam Nang

Thir nghém da duac tién hanh trén cic bénh nhan trim cam ngoai tri di co dap ung
sau 8 tudn dau tién duna sertralin 50mg/ngay dén 200 mg,fnga-,r trong giai doan mu
Cac bénh nhan nay (N = "95 duot tiép tuc didu tri ngau nhién, mu déi tiép 44 tuan
viri sertralin 50 m;fngay dén 200 mg/ngay hodc gia duorc. Ti 18 tai phat bénh thap
hon ding k& vé thong ké & nhorn bénh nhan dung sertralin 5o v&i nhém gid duoc, Véi
nhimg bénh nhin da hoan tat cudc nghién clu, liéu trung binh la 70 mg/ngay.

Rai loan dm dnh cudng ché

Trong ngﬁlen ciru dai han, bénh nhan thoa man tiu chi DSM-lI-R vé rdi loan am
anh cwdng ché da dip ung tham gia mét thir nghiém mu don dung 52 tudn
sertralin 50 mg/ngay dén 200 mg/ngdy (n=224), duoc chon ngau nhién tiép tuc
duing sertralin hoac thay thé bang gia duotc va theo doi trong 28 tuan tiép theo
cho den khi ngung thudc vi tai phat hodc khdng dap umg lam sang. Nhimg bénh
nhan tiép tuc diéu tr| bing sertralin co ty 1é naung thudc vi tai phat hoac khéng

h

53

6.2

63

6.4

6.5

6.6

gia duroc. Kiéu mau nay da dugc chung minh ca & nam gidi va nir gidi.

R61 loan hoang s

Trong maot nghuen clru dai han, bénh nhan thoa man tigu chi DSM-III-R vé ri loan
hoang da dap ung tham gia thir nghlém mcr diing 52 tuan sertralin 50 mg/ngay
dén 200 mg,fnga\f (n=183), dugc chon ngdu nhién de tiép tuc dung sertralin hodc
thay, thé bang gia dvoc va theo dol trong 28 tudn tiép theo cho dén khi ngun
thudi vi téi phat hodc _khong dap ng ldm sing. Nhirng bénh nhan tiép tuc dieu
tri béng sertralin G ty | ngung thudc vi tai phat hodc khong dap ng 1am san
trong 28 twdn tiép theo thap hom dang ké so voi nhom ding gid duoc, Kigu mau
nay dugc chirng minh €a & nam gidi va nir giol.

Réi loan cing rhang sau chin thuong

Trong mo! thir nghiém dai han, bénh nhan thoa man tiéu chi DSM-III-R vé 1ol
loan cang lhang sau chan thuong (PTSD) da dap tng tham gia thir nghiém mg
ding 24 tuan sertralin 50 ma/ngay dén 200 ma/ngay (n=96). dwoc chon ngau
nhién tlep tuc ding sertralin hodc thay thé bing gia dwoc va theo doi trong.

28 tuan t!ep theo cho dén khi téi phdt. Nhirng bénh nhan tigp tuc _glreu tri bang
sertralin c6 ty 1@ taj phat trong 28 twan tiép theo lhap hon dang ke so vi nhom
dung gia duere. Kiéu mau niy duoc ching minh ci & nam il va nix gidi.

ROV foan dm dnh so xd hdi (RGT Toan lo du xa héi)

Trong thu nghiém ngdn ngira tai phat ching réi Ioan m anh so xa hai, nhimg,
bénh nhan co dap ting dén giai doan cudj cua thi nghiém da trung | tam 20 tuan
Vi lidu sertralin thay dcu 50 ma/ngay c!en 200 mg/ngay) so voi gia dum: duac
tai chon ngau nhién 6& tiep tuc 24 tuan diéu tri voi sertralin {vm mirc liéu trong
khoang 50 mgfngév 'dén 200 mag/ngay) hodc thay thé bang gia duoc trong khi
nhom gia dugc van tiép tuc ding gia dugrc. Nhimg bénh nhan tigp tuc dleu tri
bang sertralin co ty I& tai phat sau 24 tuan thu naghiém thap hon dang ké ve mat
théng ké so vén nhém diing gia duoc thay thé ngdu nhién.

Bién tim sinh

Trang mot nghién cuu khdo sat khoa.ng QTc, do & giai doan thudc dat nong dé
hang dinh trong mau trén nhimng ngui tinh nguyen khoe manh duurc sir dung
thude litu cao (lieu diéu 1rj 400 mgfngay. gap d6i lidu khuyén cdo tol da hang
ngayl, il han trén vai do tin cdy C1 90% cua thai gian binh phuong 161 thigu clia
QTCF gilra sertralin va gia dugc (11,666 mili gidy) [6n hon so vol ngudng dinh
trudre 10 mili gidy tai thoi diém 4 gior sau khi ding thudc. Phan tich twong quan
gitra ddp irng- tiép xuc cho thdy méi quan hé gila su tdng nhe QTCF va nong do
sertralin trong huy@t wong [0,036 mill gi&yllng /mL); p<0, 0001). Dua trén mo
hinh néng do-ddp tng, ngudng keo dai khodng QTCF €6 y nghia lam sang (dy
dodn keéo dai trén 10 mill gidy voi do tin cdy CI 90%) a tal nong do sertralin lém
hon it nhat 2,6 lan so vél Co trung binh (86 ng/mL, dat duot sau khi ding Iféu
sertralin khuyén cdo cao nhat (200 mg/ngay) (xem hin 4.4 Canh bdo va than
trong khi ding thuo, 4.5 Tuong téc voi cac thudc khac va cac dang twong
tac khac, 4.8 Tac dung khong mong muon va 4.9 Qua liéu va cach xir tri).

Dac tinh duoc dong hoc: |
Sertralin €6 cac dic tinh duge dnn~g hoc ty, Je il liéu trong khnang tir 50 mg dén
200 mg. O ngudi, sau khi unnﬂ liéu mét lin hang ngay trong kho: ng tir 50 mg
den 200 mg trong 14 ngay, nong dd dinh trong huyEt tuong (C,...) cua sertralin
xuit hién trong khoang 4,5 dén 8,4 gio sau khi udng, Cic dac tinh vé duoc déng
hoc & thanh thiéu nién hay nguei cag twdi la khong khac biét dang ké 50 voi o
ngudi lon trong khoang 18 den 65 tudi. Thai gian ban thai trung binh cda
sertralin & ca nam gmru Vi phu nir, tré va gla deu nam trong khoang tir 22 dan

36 gitr. Phu hop voi thoi gian ban thai cudi do, nong do tang 1&n khoang gap hai
tho dén khi dat duoc mue hang dinh sau mét tudn 1 diing ligu 1 lan/ ngay cla
sertralin, Xap X 98% ruo'ng thudc tuan hoan gin két voj protein huyet twong, Cdc
nghién cdu trén dong vat da chl ra rang sertralin c6 thé tich phan b biéu kién
lén. Cac dic tinh vé duot dong hoc cla sertralin & cic bénh nhi mac OCD di
duore chirng minh 13 tuong tu nhu & ngudi 1om (mac dii cac bénh nhi chuyen hoa
sertralin dat higu qua |&n hon mét chin. Tuy nhién nén ha thap liéu & cac h!_enh
nhi, do trang Iwng co thé thap (ddc biét nhirng bénh nhi tudl tir 6 - 12), dé tranh
néng dé trong huyét twong qua cao,

Sertralin bj chuyén hod & budre mét qua gan voi ty Iélon. Chat chuyén hoa chinh trong
huyét tuong, N- desmemvlsenralm la mot chat co hoall'tlnh it hon déng (khodn

20 lan) so voi sertralin trong ong nghiém, va chua co i}ang chimg vé hoat Imh trén ma
hinh trong co thé & cac bénh nhan b tram cam, Thoi gian ban thai cia
N-desmethy]sertralin ndm trong khoang 62-104 gig. Sertralin va N-desmethylsertralin
déu bj chuyen hod phan 16n & trong co'thé naudi va cac.chat chuyén hod tao ra dugc
dao thai qua phan va qua nuor tiéu voi mot lu gng'nhu nhau, Chico (ﬁt luong nho
[<0,2%) sertralin dutre dao thai qua nudc tiéu

Thirc an khéng lam thay déi dang ké sinh khd dung cda vién nén sertralin.
DI ligu an toan tién lam sang
Mnt 56 lwong 16m cic nghién ciu danh gia tinh an toan liu dai o daong vat cho

rha\e sertralin nhin chung diroc dung nap 16t & mat boi sd kha lan cua nhimg liu
6 hiéu qua 1am sang. Sertralin duoc chirng minh 13 khéng gay dét bién gen,

Nghién cuu trén dong vat cdn non

Trong mot nghién ciu VE doc tinh trén chudt Sprague-Dawley con non, cic muc
liéu sertralin 0, 10, 40 hodc 80 mg/kg/ngay duoc sir dung qua dudng udng o
chudt duc va chuﬁt cdi tir Ngay 21 dén Ngay 56 sau khi sinh, 6 gial doan hol
phuc khang ding lieu thudt nao dat toi da Nogay 195 sau sinh, Viéc sir dung liéu
sertralin 80mg/kg ¢ chudt duc va chuot cai sau khisinh tir ngay 21 dén ngay :
56 dan dén bj mat nudc, chiy nrdc moi co mal va giam tang trong lugng co the
trung binh. Ngoai ra, hién tvong co ran o phdi, git lirng va gidm tieu thy thuc én
cung xay ra ¢ chudt duc dung lieu 80 mg/kg/ngay. Sy truang thanh vé mit tinh duc
bi cham tré & con duc (voi liéu 80 mg/ kg{ngaw va concal (voi liéu 210 mg;'kg{ngaw
tu_y nhign di co nhung phat hién na , van chura co bat ky tic dong nao lién quan
den sertralin Ién tigu chi sinh sarl trén con duc (trong lrgng cac co quan, giao
phdi va sinh san, su di chuyen cua tinh tring va nong do llI’Ih trung) hodc con cai
{chu i dong duc, giao phéi va sinh san hodc cac thang s6 clia budng trirmg va
cung) duoc danh’ gia. Khong c6 tac dung nao lién quan dén sertralin trén cac
théng sd ve hanhvi (tlep thu va tri nhe, phan (ng giat minh qua thinh gidc va
hoat dong vin dong) ¢ con du, trong khi c6 sir giam phan tma giat minh qua
thinh giac xav ra i con cai dung Iléu 40 va 80 mg/kg/ngay. Khong co tic dung
lién quan dén sertralin nao trén chiéu dai xwronag dui, trona lugng nao, kham
nghiém i thi tong quat hay cic quan sit dudi kinh hién vi duor tim thay & bat ki
lieu lrong ndo & con durc hodc con cal. O chudt con dyc, mirc lieu khona quan sat
thay tac dung bat loi (no-observed-adverse-effect lavel (NOAEL)) véi doc tinh
chuna la 40 mg/kg/ngay (trong tmg véi ... 2 262 ng/mL va AUC, , |a

3170 nq-gia/mlL & ngay 56 sau khi sinh). O chudt con cai, muc NOAEL khéng thé
xac lap dugc vi sir chdm tré trong mirc zruo'ng thanh vé mé: sinh duc xay ra o
liéu alﬂmgfkg Tt ci cac tac dung noi trén viin duge cho la do su dung sertralin
3 phuc hoi tai mat sd théi didm cia nghién cru trang giai doan hi phuc khang
dung thudc. Su lién quan vé mat lim sing cta nhirng tac dung nay quan st dugc
1rén chudt sir dung sertralin van chua diroe xdc dinh.

Nghién ciu wén Déng vat vé Khd nang Sinh sdn

Trong hai nghnen cuu trén chuo[. cic bing chimng thu thip khdng cho thdy anh
huong Ien thong s sinh san.

D.&C TiNH DUQC HOC

Danh muc ta duoc

Vién sertralin baa gum cic thanh phan tra nhur sau: calci hydro phosphar,
cellulose vi tinh the, h'{dro:-,rprop\.rlcelul-nse natri starch glycolat, magié stearat.
Bao phim: Opadry tring YS-1R-7003, Opadry wong YS-1R-7006.

Tinh tuong ky

Khéng dp dung

Han dang

36 thang ké tir ngdy san xudt,

Than trong ddc biét khi bao quan

Khiing bao quan & nhigt d6 trén 30°C.

Quy cach déng gol

Vién nén sertralin hydroclorid dvoc déng géi trong: Vi PYC mo.

Hop 3 vi x 10 vién nén bao phim.

Luu y dic biét khi loai bé va cic xir ly khac ‘.

Khéng oo yéu cdu dic biét vé xi Iy thude sau khi st dung.

TEN, DIA CHI CUA €O SO SAN XUAT

Co s& san xuat:

Pfizer Manufacturing Deutschland GmbH

Betriebsstatte Frelburg, Mooswaldallee 1, 79090 Freiburg, Birc

" Nhan hiéu da dang ky.

LPD date: january 24, 2018

Reference CDS version: 22.0

Reference CDS date: October 17, 2016
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Cac phén (rng ¢6 hai (ADR) sap xép theo hé théng/co quan va tin suit CIOMS

theo thir tr gidm dan mirc dd nghiém trong hodc mic d6 c6 y nghia trén lam
sang & mRI' phan loai tin sn?t va hé thong/co quan | Lot
Phan loai | Rit | Thuong it gap Hiém gap | Khong rd
hé théng/ | thwomg | gap (21/1000 dén  |\(> 1110.300 tan suat _
€O quan gap | (21/100 <1/100) din <1/1000) | (Khéng thé
(21/10) | dén wére luong
<1/10) tir dir liéu
\ 6 san)
RGi loan hé ngap* co that phé quan*,
ho hap, chay mau ﬁm' \!)
nguc va S i
trung that ) 1 .
Roi loan  |[tiéu chdy, |nén xudt huyét duong | viém tuy*
tiéu h6a  [budn ndn |mia*, tdo |tiéu hoa* | - 2ol
bon*, dau
bung*,
kho i
miéng, |
kho tiéu
R&i loan ting alanin ton thuong
gan mat aminotransferase’, |gan*
tdng aspartat
aminotransferase’
RGi loan da phat ndi may day®, ban  |hoai tir biéu bi
va mo dudi ban*, xudt huyét*, ngira®, |nhiém doc*,
da tdng tiét |rung toc* hdi ching
md hoi Stevens-
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phat ban troc
vay*, phan Ung
da nhay cam
véi anh sang*s
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xuong, mo khop* cung ham™
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xuong
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tiét niéu chu*
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sinh san va xudt tinh, duong vat®,
vi RGi loan ting tiét sira*,
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kinh
nguyét
khong
déu*
RGi | dau dang di bat thuéng*, | phi mat*, hi
toan nguc*,  |phu ngoai vi* | chimg ngimg
va bién kho chiu*, r thudc dot
ching noi sot*, suy i ngot *
tiém thudc nhuoc*, '
mét moi*
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* - ADR duoc phat hién sau khi thudc luu hanh.
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49 Qua liéu va cach xir tri

Sertralin ¢6 pham vi an toan phu thudc vao nhém bénh nhan va/hodc cac thuéc
dung dong thai. Cac trudng hop tir vong ciing dd duoc bao céo lién quan dén
viéc sir dung qua liéu ctia sertralin, sir dung don déc hodc khi phéi hop vai cac
thudc khac va/hodc véi ruou. Do dé bdt ky trudmg hop qud liéu nao déu phai
duoc diéu tri mt cich tich cuc. Cac triéu ching cua qua liéu bao gom cac tic
dung khdng mong mudn qua trung gian serotonin nhu khoang QT kéo dai trén
dién tdm do, xoan dinh (TdP), (xem phan 4.4 Canh bao va than trong khi ding
thudc, 4.5 Tuong tac voi cac thudc khac va cac dang twong tac khac va

5.1 Dac tinh dugc luc hoc) ngu ga, r6i loan tiéu hod (nhu budn ndn va ndn) nhip
tim nhanh, run ray, kich dong va chodng vang, it gap hon la hon mé.

Khéng c6 thudc giai doc ddc hiéu cho sertralin, nén thiét Iap va duy tri mét dudng tho
de dam bao cung cap du oxy va trao ddi khi néu can. Than hoat, mét chat c6 thé phoi
hop v&i thudc tay, ¢o thé cho hiéu qua tuong duong hodc hiéu qua hon léviécgt'rada
day va nén duoc can nhac sir dung khi diéu tri qua liéu sertralin. Khdng céo sir
dung cic bién phap gay ndn. Can theo ddi sat tinh trang tim mach va cac ddu sinh hiéu
song song voi cic bién phap xir ly triéu chimg chung va cic bién phap hdi sirc. Do thé
tich phan bé Ion cua sertralin trong co thé nén cac bién phap nhu gay loi tiéu cuting
birc, thim phan, truyén méau, thay mau déu khdng mang lai két qua.

DAC TINH DUOC LY

Dac tinh duoc luc hoc

Sertralin 1a mdt chat urc ché manh va ddc hiéu sy tai hip thu serotonin thin kinh
(S HT) trong 6ng nghiém, dan dén 5 -HT c6 thé tac dung trén dong vit. N6 ¢6 tac
dung rat yéu lén su tai hap thu than kinh cic chit norepinephrine va dopamine.
liéu dung lam sang, sertralin ngdn su hdp thu serotonin vao tiéu ciu ngudi. N6
khdng c6 tac dung kich thich, an than hodc tic dung khang cholin hodc gdy déc
tim trén ddng vat. Trong cic nghién ciru ¢6 kiém chimg trén tinh nguyén vién
khoe manh, sertralin khong c6 tic dung an thin va khong anh hudng dén kha
ndng tam than van dong. Nho tic dung irc ché dac hiéu su hap thu 5-HT,
sertralin khong tang cudng hoat tinh catecholaminergic. Sertralin khdng ¢6 ai luc
voi thu thé muscarine (cholinergic), serotonergic, dopamine, adrenaline, histamine,
gamma-aminobutyric acid (CABA) hodc benzodiazepine. Dung sertralin lau dai trén
ddng vat c6 lién quan dén viéc giam thu thé norepinephrine nao nhu da ghi nhan &
cac thuéc chéng tram cam va chong am anh 6 hiéu qua lam sang khac.

Sertralin khong thé hién kha ning gdy lam dung thuéc. Trong nghién ciru c6 kiém
ching véi gid duoc, mu ddi, ngau nhién so sanh tinh giy lam dung cua sertralin,
alprazolam va d-amphetamine trén nguoi, sertralin khdng cho tac dung duong tinh vé
kha ndng gdy lam dung trén doi tuong thir nghiém. Nguor lai, cac doi tuong da cho
rdng ca alprazolam va d-amphetamine déu cao hon dang keé so gia duoc vé cac chi sé
do thich thudc, cdm gidc vui sudng va kha ning gdy lam dung. Sertralin ciing khdng
gdy kich thich hodc lo u da gap v6i d-amphetamine gdy an than hodc suy tam
than van dong da gdp véi alprazolam. Sertralin khéng ta¢ dung nhu chat khuyén khich
tich cuc trén khi rhesus da duoc hudn luyén dé tu dung ¢ocaine, hodc thay thé chat
kich thich phan biét cho hodc d-amphetamine hodc pentobarbital trén khi rhesus.
Thir nghiém Ldm sang '

Réi loan Tram cam Ning

Thir nghiém da duoc tién hanh trén cac bénh nhan trim ¢im ngoai trii d ¢6 dip img
sau 8 tuan dau tién dung sertralin SOmg/ngay dén 200 mg/ngay trong giai doan moa.
Cac bénh nhan nay (N = 295) duoc tiép tuc diéu tri ngau nhién, mu doi tiép 44 tudn
véi sertralin 50 mg/ngay dén 200 mg/ngay hodc gia duoc. Ti Ié téi phat bénh thap
hon ddng ké vé thang ké & nhom bénh nhan dung sertralin so voi nhdm gia duoc. Véi
nhimg bénh nhan da hoan tat cudc nghién clru, liéu trung binh |a 70 mg/ngay.

Réi loan 4m dnh cudng ché o
Trong nghién curu dai Egn. bénh nhan théa man tiéu chi DSM-1II-R vé rdi loan am

anh cudng ché da dap (ng tham gia mdt thir nghiém mu don dung 52 tudn
sertralin 50 mg/ngay dén 200 mg/ngdy (n=224), duod chon ngau nhién tiép tuc
dung sertralin hodc thay thé bang gia duoc va theo doi trong 28 tuan tiép theo
cho dén khi ngung thudc vi tai phat hodc khdng dap (mg lam sang. Nhirng bénh
nhdn tiép tuc diéu tri bang sertralin 6 ty & ngung thuc vi tai phat hodc khong
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duoc, Kiéu mau nay da duoc ching minh ci & nam gidi va nix gidi.
R6i loan hodng so
Trong mét nghién ciru dai han, bénh nhan théa man tiéu chi DSM-I1-R vé rdi loan
hodng da dap ung tham gia thir nghiém mé diing 52 tuan sertralin 50 mg/ngay
dén 200 mg/ngay (n=183), duoc chon ngiu nhién dé tiép tuc dung sertralin hodc
thay thé bang gia duoc va theo déi trong 28 tudn tiép theo cho dén khi ngun
thudc vi tai phat hodc khong dap ung lam sang. Nhirg bénh nhan tiép tuc diéu
tri bang sertralin co ty Ié ngung thudc vi tai phat hodc khong dap ung lam sa
trong 28 tudn tiép theo thap hon dang ké sc véi nhom dung gia duoc. Kiéu mau
nay dugc chung minh ¢a & nam giéi va nir gioi.
R6i loan cdng thdng sau chin thuong
Trong mdt thir nghiém dai han, bénh nhan thoa man tiéu chi DSM-III-R vé rdi
loan cing thang sau chin thuong (PTSD) dd dap (ng tham gia thir nghiém
dung 24 tudn sertralin 50 mg/ngay dén 200 mg/ngay (n=96), dugc chon ngau
nhién tiép tuc dung sertralin hodc thay thé bing gia duoc va theo ddi tro
28 tudn tiép theo cho dén khi téi phat. Nhirg bénh nhan tiép tuc ZGéu tri bang
sertralin co ty € taj phdt trong 28 tudn tiép theo thdp hon dang ké so véi nhém
dung gia duoc. Kiéu mau ndy duoc chirng minh ca & nam gidi va nir gioi.

R6i loan dm dnh so xd hoi (R6i loan lo du xa héi)

Trong thir nghiém ngdn ngira ti phat ching r6i loan dm dnh so xa hi, nhimg
bénh nhin c6 dap (ng dén giai doan cudi cua thir nghiém da trung tam, 20 tuan
voi liéu sertralin thay doi (50 mg/ngay dé'q 200 mg/ngay) so voi gia dwc. duoc
tdi chon ngau nhién dé tiép tuc 24 tuan diéu tri véi sertralin (véi murc liéu trong
khodng 50 mg!ng&v dén 200 mg/ngay) hodc thay thé bing gid duoc trong khi
nhom gia duoc van tiép tuc dung gia dugc. Nhimg bénh nhan tiép tuc diéu tri
bang sertralin c6 ty 1€ tai phat sau 24 tuan thé nghiém thap hon dang ké vé mat
thong ké so v&i nhém dung gia duoc thay thé ngau nhién.

Dién tim sinh ly

Trong mot nghién ciru khdo sat khoang QTc, do ¢ giai doan thudc dat ndng dd
hdng dinh trong mdu trén nhimg ngudi tinh nguyén khée manh duoc sir dung
thudc liéu cao (liéu diéu tri 400 mg/ngay, gdp doi liéu khuyén cio tdi da hang
ngay), giéi han trén véi dé tin cdy C1 90% cua thai gian binh phuong tdi thiéu cla
QTcF gira sertralin va gia duoc (11,666 mili gidy) Ion hon so voi ngudng dinh
trudc 10 mili gidy tai thoi diém 4 gid sau khi dung thudc. Phan tich tuong quan
giira dap (ng- tiép xdc cho thdy méi quan hé gilra su ting nhe QT¢F va nong do
sertralin trong huyét twong [0,036 mili gidy/(ng/mL); p<0,0001). Dva trén mé
hinh nong do-dap ng, ngudng kéo dai khoang QTcF co y nghia ldm sang (du
doan kéo dai trén 10 mili gidy vai dé tin cdy Cl 90%) 1a tai ndng do sertralin Ién
hon it nhdt 2,6 ldn so vai C,,,, trung binh (86 ng/mL, dat duoc sau khi dung liéu
sertralin khuyén cio cao nhat (200 mg/ngay) (xem phin 4.4 Canh bdo va thin
trong khi dung thudc, 4.5 Tuwong tac véi cic thudc khic va cic dang tuong
tac khéc, 4.8 Tac dung khéng mong mudn va 4.9 Qua liéu va cach xur tri).

Déc tinh dugc dong hoc: -

Sertralin ¢ cac dic tinh duoc do? hoc ty 1é véi liéu trong khodng tir 50 mg dén
200 mg. O nguoi, sau khi udng liéu mdt Ian hang ngay trong khoang tir 50 mg
dén 200 mq trong 14 ngay, ndng do dinh trong huyét t (C....) cua sertralin
xudt hién trong khoang 4,5 dén 8,4 gio sau khi udng. Cic dic tinh vé duoc dong
hoc & thanh thiéu nién hay nguoi cao {uoi la khong khac biét dang ké so vai o
ngudi Iém trong khoang 18 dén 65 tudi. Thai gian ban thai trung binh cua
sertralin & ¢a nam gidi va phu nir, tré va gia deu nam trong khoang tir 22 dén

36 gio. Phi hop voi thai gian ban thai cudi d6, nong dd tang lén khodng gdp hai
cho dén khi dat duoc mic hang dinh sau mét tudn ding liéu 1 lan/ ngdy cua
sertralin. Xdp xi 98% luong thuoc tuan hoan gan két véi protein huyét tuong. Cac
nghién ciru trén dong vat da chi ra rang sertralin co thé tich phan bé biéu kién
Ién. Cac dic tinh vé duoc dong hoc cua sertralin & cac bénh nhi mac OCD

duoc chung minh la tuong tu nhu & nguoi lom (mac du cac bénh nhi chuyén héa
sertralin dat hiéu qua Ién hon mdt chat). Tuy nhién nén ha tl;uip liéu & cac bénh
nhi, do trong lugng co thé thap (dic biét nhirng bénh nhi tudi tir 6 - 12), dé tranh
nong dd trong huyét tvong qua cao.

Sertralin bi chuyén hoa & buéc mét qua gan voi ty Ié Ion. Chat chuyén hod chinh trong
huyét tuong, N-desmethylsertralin, la mot chat ¢6 hoat tinh it han ding ke (khodng
20 lan) so voi sertralin trong ong nghiém, va chua cd bang chimg vé hoat tinh trén mo
hinh trong co thé & cac bénh nhan bi tram cam. Théi gian ban thai cia
N-desmethylsertralin nam trong khoang 62-104 gid. Sertralin va N-desmethylsertralin
déu bi chuyen hoa phan Ion & trong co thé ngudi va cac chat chuyén hodtaora d

gﬂ; g |am sang trong 28 tudn tiép theo thdp hon dang ké so vdi nhom dung

dao thai qua phan va qua nudrc tiéu vai mot | nhu nhau. Chi ¢6 mg n
(<0,2%) sertralin duoc dao thai qua nudc tﬂ“ﬁﬂm AR SN S—
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Thirc dn khong 1am thay déi dang ké sinh kha dung cua vién nén sertralin.
Dir liéu an toan tién lam sang

MGt s6 lugng Iom cac nghién ciru danh gid tinh an toan lau dai ¢ dong vét cho
thay sertralin nhin chung duoc dung nap tot & mot bdi s6 kha lon cia nhing liéu
¢6 hiéu qua 1am sang. Sertralin duoc chirmg minh la khdng gdy dot bién gen.

Nghién cru trén dong vat con non

Trong mot nghién cuu ve doc tinh trén chudt Sprague-Dawley cdn non, cac murc
lieu sertralin 0, 10, 40 hodc 80 mg/kg/ngay duoc sir dung qua dudng udng &
chudt duc va chudt cdi tir Ngay 21 dén Ngay 56 sau khi sinh, ¢6 giai doan hoi
phuc khéng dung liéu thudc nao dat tdi da Ngay 196 sau sinh. Viéc sir dung liéu
sertralin 80mg/kg & chudt duc va chudt cai sau khi sinh tir ngdy 21 dén ngay
56 dan dén bi mat nuédc, chiy nudc mii c6 mau va gidm ting trong luong co thé
trung binh. Ngoai ra, hién tuong c6 ran & phdi, gu lung va gidm tiéu thu thirc in
cling xdy ra & chudt duc dung lieu 80 mg/kg/ngay. Sy truong thanh vé mdt tinh duc
bi cham tre & con duc (voi liév 80 mg/kg/ngay) va con cai (vdi lieu 210 mg/kg/ngay),
tuy nhién du c6 nhung phat hién nay, van chua ¢6 bat ky tac dong nao lién quan
dén sertralin |én tiéu chi sinh san trén con duc (trong luong cac co quan, giao
phdi va sinh san, su di chuyén cda tinh trung va nong do tinh trung) hoic con ci
(chu ki dong duc, giao phdi va sinh san hoac cac thong sO cua budng trung va tir
cung) duoc danh gid. Khdng co tac dung nao lién quan dén sertralin trén cac
thong s6 vé hanh vi (ti€p thu va tri nhé, phan ing giat minh qua thinh gidc va
hoat dong van dong) & con duc, trong khi ¢6 su giam phan (ng giat minh qua
thinh giac xay ra & con cai dung liéu 40 va 80 mg/kg/ngay. Khong ¢6 tic dung
lién quan dén sertralin nao trén chiéu dai xuwong dui, trong lugng ndo, kham _
nghiém tir thi tong quat hay cic quan sg dudi kinh hién vi duoc tim thay ¢ bat ki
liéu luvong nao & con duc hodc con cdi. U chudt con duc, muc liéu khong quan sat
thdy tic dung bdt loi (no-observed-adverse-effect level (NOAEL)) véi dc tinh
chung la 40 mg/kg/ngay (tuong ung véi C,,, la 262 ng/mL va AUC,., la "
3170 ng-gio/mL & ngay 56 sau khi sinh). O chudt con cdi, mirc NOAEL khdng thé
xdc 13p duoc vi sy cham tré trong mirc trudng thanh vé mdt sinh duc xay ra o
liéu >10mg/kg. Tat ca cic tic dung néi trén vn duoc cho la do st dung sertralin
di phuc hdi tai mdt s6 théi diém cua nghién ciru trong giai doan hdi phuc khong
dung thudc. Su lién quan vé mat ldm sang cGa nhirng tac dung ndy quan st duoc
trén chudt sir dung sertralin van chua duoc xac dinh.

Nghién ciru trén Dong vit vé Kha ning Sinh sin

Trong hai nghién Curu trén chudt, cac bdng chimg thu thap khong cho thdy anh
hudng Ién thong so sinh san.

DAC TINH DUQC HOC

Danh muc ta duoc

Vién sertralin bao 2om cac thanh phan tro nhu sau: calci hydro phosph.at.
cellulose vi tinh thé, hydroxypropylcelulose, natri starch glycolat, magié stearat.
Bao phim: Opadry tring YS-1R-7003, Opadry trong YS-1R-7006.

Tinh tuvong ky

Khong ép dung

Han dung

36 thang ké tir ngdy san xudt.

Thén trong déic biét khi bao quan

Khong bio quan & nhiét do trén 30°C.

Quy cach dong goi

Vién nén sertralin hydroclorid duoc dong goi trong: Vi PVC mo.

Hop 3 vi x 10 vién nén bao phim.

Luu y ddc biét khi loai bé va cic xir ly khae b A

Mt B Ll T

Khdng cé yéu cdu dic biét vé xir Iy thude sau khi sir dung.

TEN, DIA CHIi CUA CO SO SAN XUAT

Co s& san xuat:
Pfizer Manufacturing Deutschland GmbH
Betriebsstatte Freiburg, Mooswaldallee 1, 79090 Freiburg, Dirc

* Nhan hiéu da dang ky. ;
LPD date: January 24, 2018

Reference CDS version: 22.0

Reference CDS date: October 17, 2016

PAA048398
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HIEU QUA & TiNH AN TOAN

Hiéu qua trong diéu tri tram cam®
30 7

Sertraline (n=100)
------ Amitriptyline (n=105)

Hai phdc dé diéu tri tuong duong
vé hiéu qua (sai s6 5%)

N
v
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HAM-D

Thay d6i thang diém danh gia
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- CGI5: Thang diém cdm nhdn tdng thé lam sang Thoi 9 lan (tuan)
- Degp ion Statys In sry: Thang ddnh gid trdm cdm

- Rating Depression Scale: Bang diém ddnh gid lam sang muic d trdm cém
- HAM D: Hamilton Depression Scale: Thang diém ddnh gid Trdém cdm Hamilton
- Fischer Somatic and Undesired Effects Check List: Bang tdm sodt cdc tdc dung khing mong mudn & triéu ching cd thé Fischer

Tac dung phu trong diéu tri tram cam®

Sertraline (n=115)
40—|
® Amitriptyline (n=123)
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- Theo két qud ciia Bdng tdm sodt cdc tdc dung khéng mong mudn & triéu chiing <o thé Fischer & tudn thd 6, tdn sudt tdc diang phu cila cdc triéu ching
lién quan nhém bénh nhdn ding Amitriptyline cao han. Chiliét ké cdc triéu chiing it nhét >4% trong mdi nhém diéu tri. 4

< Nghién ciu mis déi, da trung tam so sanh Sertraline & Amitriptyline trén cac bénh nhan trdm cam diéu tri ngoai trgi. Trén
240 bénh nhan tham gia nghién ctiu, 100 bénh nhéan dung Sertralin liéu khoi dau la S0mg/ngay (1 l&n/ngay) & 105 bénh
nhan dung Amitriptyline 75mg/ngay (25mg/lan dung 3 lan/ngay). Néu dap (ng kém, liéu c6 thé gia tang dén
Amitriptyline 100mg sau 2 tudn hodc Sertraline 100mg va Amitriptyline 100mg sau 4 tudn. Hiéu qua va dé an toan clia ca
hai thuéc dugc danh gia lic bit ddu nghién clu, va & cac tudn thy 1,2, 4 & 6 béng céc thang diém: HAM-D, CGIS,
FSUL...Sertraline & amitriptylline cé hiéu qua tuong tu trén trdm cam, Sertraline it tdc dung phu hon & an toan hon.
_/i\




TRONG DIEU TRI TRAM CAM

Ngan ngua tinh trang tai dién & tai phat con tram c3 I

% bénh nhan khong xdy ra tinh trang tai dién®

-Ddnh gid bdng thang diém miic dé trdm trong vé cdm nhdén tang thé lam sang (CGI-S).

54.3%
0.60 - Gia dugc (n=105) i
0.55 4
0.50 4
0.45 -
p<0,001
aw T L) T L L) 1 ] ] ] L] L) L L] L] T L L] T L L] L Ll
0 28 56 B4 112 140 168 196 224 252 280 308  Gadwg Sertraline
Ngay (giai doan mi déi) Két qua

- Bdinh gid higu qud dy phéng trong phdng ngita tdi phdt con trém cdm trén 480 bénh nhan trdm cdm ndng (diém HRSD it nhdt 17, ddp dng tiéu chudn
DSM ). Sertraline dung liéu trung binh tir69-82mg/ngay trong 8 tudn, sau d6 chuyén sang giai dogn nghién citu dang ma déi so sdnh vdi gid dugic trong
44 tudn. Két qud sau 52 tudin diéu trj, nhém bénh nhan dugc diéu trj bdng Sertraline c6 ti Ié khéng xdy ra tinh trang tdi dién & 87% 5o vdi 54% nhém chimg.

LIEU DUNG

- Tram cam di kém cac triéu 50mg/ngay
ching lo au

- Réi loan éam &nh cuéng biic

- Réi loan hoang sg

- Réi loan cang thang sau
chan thuong

- Réi loan lo au

Tré em

-6-12 tudi

-13 -17 tudi

25mg/ngay (tuan1)

25mg/ngay
50mg/ngay (tuan 1)

50 - 200mg/ngay
(thay déi liéu nén dugc tién
hanh véi khoang cach it
nhat 1 tuan, cé thé tang
dén muic toi da
200mg/ngay

4 ~
9, lan
2%

K4

duy nhéat/ngay

* Khéng ddp tng liéu 50mg, c6 thé tang liéu véi khodng cdch it nhdt 1 tudn

f;L
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THONG TIN KE TOA TOM TAT

THANH PHAN: Zoloftchir S0mg sernalin. DANG BAO CHE: Vién nang. vién 1én bao phim ding dirong ubng cmnnnfheummdnmgbaﬁmambwmm
camhkémlmmcmdxmgbmacécmnhmmlmktmgmuﬂm chimghimg cam. Saukhicd mwm&sﬁmuﬁjm\mmmhm@nm
viEc ngin ngita st khon pht h&aﬂts;i:mm]nacmm;lﬂracgmmmmmlecmmehmamEhxmmh(O(D)ungmm&nean R loan hong st1.co
hﬂ)ktmgeodnmesqdanfhgﬁepu,tdmtumknmiﬁm&gnm.pnhgpsémhmqnnmhngmﬂmgtnmgﬁo&ImEme Rdi logn cing thing s chén
thurong (PTSD). Roi loan dm anh xa hi (i loan Jo au xa béi). LIEU DUNG: 1 ¥in hing ngiy, vao budi sing hodc budi tot. €6 the droe dimg clng hay khong cimg v e 2n. Dien
7 beon ;T cam VA 101 bmumﬁmarmghmnmh.hlsmm ngzy. Rot loan hoang sy, 1ot oan cang tiing saucliin throng vi chnmg dm anh Xahov béu 25 mengay Sau
mdt e, nén dhaoe ting len dén 50 mg | b héng ngéy. Cluuay fiév: Tram cam. 161 Jogn xumg he cudng bie dm anks, roi loan bodng s0/va roi loan cing theing sau chin thirone: khong
dzgmg\mkm(ﬁmecomemIm&eumdennnxmda"%mznsﬂySuﬂnyhieunmduwumiuﬁnmﬂnmgmhnnhahlmanDeua]dmmnalduwml}am
Goliapnlnmmmmmﬂbmldmhmyitmmdod@mgmlmmdnngutttmrmlom*nmhxumuztmmnammm,@nl?uﬂlmwm\mw

SOmg/ngay va moitiré den 12 nén khon i vor lien 25me ngay, ting 1én S0me/ngiy sau 1 man dien 1. Trong mamg hop thieu dap img o the fing den 200mgngay. O ngudi eao i -

6 the sir dimg cc khodng liét rong iy nbur & cic benl nbin tré- Béh nbén sy gan: Béu thip hon hodc ting Khodng cach itk cic hiunén e dp dung o céc bénh nhdn suy gan. Bénh
ol sy théa: khomg can ph e chinh theo mic 49 sy thin, CHONG CHI DINH: Tien st que rsin cém v serzalm. Sir dmg doug thoiserraln e bénh nbéin dang die o v
mcﬂnmmdrnmmmmox:ﬁe(&ﬂ%mmdnmpm mL\TRO\G Neuy oo Hi chimg serotonim (SS) by hi chimg roi logn fiom kinh do dimg tioc an
thin (NMS) ting lén khi it cng sertralin dong théh cvie dhuce kan King serwtownin o cic thude I gican hei i senotonin, cc thude an than v cic tuoc doi khing dopamin. Cic tiéu
chma.mhmdnmgsermmmﬂrbaoganm:lhaydmumt.ﬂmlxi]ﬂm(mdlbmmga:Imnr').nmmmillxltmhﬁgsaocam(\’lm tim dp nhanh luryét ap khong
mdnﬁsacaoumxmghnatmﬂmkmhwmdr lﬂngpmua.umlkimﬁngkeﬂnp)m hode cic mgu climg tiéhda (vi di: budn non. non ia chay). Cac trtng hop o phan
tmg neliém mong i khi cbin den nr vong d4 diroe bio co ¢ cac bénh nhén sir dyng sertraln phot hop van thuoe tic ché men monoamin axidase (MAOT). Dodnmalmldmgm
strdung phdi hop cimg v cic thude e ché men monoamin oxidase (MAOI) hodc trong véng 14 ngay saukhi ngimg diéu r v cac thude ndy. Tironznz, phi cimg diét r v serralin
uml4ug1ymmtﬁnb€udwdmmmcr&1mmdrmmmmnmmdm(\mon Cac thuac tdc dgng trén hé semionergic ke - Dilng dong thot sertralin v ¢4c thuoe
ndy péaduoe tien hénh can thn do od nguy cotrong tic ve doe hue hoe. Chen doi gitia cae thioc ite che chon loc sie th hoi serotonin (SSRIs), arrinmcrhmgnmmmi hodc cac
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