‘Rx THUOC KE BON

TO HUONG DAN SU DUNG THUOC
Vién nén bao phim
JANUS-30
Vién nén bao phim

JANUS-60

Thuéc nay chi dung theo don thudc
Pé xa tam tay tré em
Poc ki hwéng din sir dung trwéc khi dung
Théng béo ngay cho bac sy hodc dwgc sy nhirng tac dung khéng mong muén khi sir dung thuéc

Torthong tin sdén pham nay bao gom hwéng déan si dung cho thuédc 6 nhiéu ham lweng khac nhau.

1. THANH PHAN CONG THUC THUOC
MJi vién nén bao phim JANUS-30 chira:
Thanh phdn dwoec chit:
Dapoxetin (dudi dang Dapoxetin hydroclorid) .............. 30 mg
Thanh phan td dwoc:
Povidon, cellulose vi tinh thé M101, lactose monohydrat, croscarmellose natri, silicon
dioxyd, magnesi stearat, HPMC ES6, titan dioxyd, talc, polyethylen glycol 4000, polysorbat
80, dau thau dau.

MJbi vién nén bao phim JANUS-60 chira:

Thanh phan dwgc chit:

Dapoxetin (dudi dang Dapoxetin hydroclorid) .............. 60 mg

Thanh phan td duwoc:

Povidon, cellulose vi tinh thé M101, lactose monohydrat, croscarmellose natri, silicon
dioxyd, magnesi stearat, HPMC ES6, titan dioxyd, talc, polyethylen glycol 4000, polysorbat
80, dau thau dau.

2. DANG BAO CHE
JANUS-30: Vién nén dai, bao phim mau tring, mot mat co dap Iogo , mat kia cé dap
gach ngang.
JANUS-60: Vién nén dai, bao phim mau tring, mot mat c6 dap Iogo , mat kia c6 dap
gach ngang.

3. CHIPINH
Diéu tri xuat tinh sém & nam gidi tir 18 - 64 tudi.
Chi nén chi dinh dapoxetin & nhitng bénh nhan dap Gng tat ca cac diéu kién dudi day.
- Thoi gian tré xuat tinh trong am dao (IELT) it hon 2 phut.
- Cuong duong dai dang hoac lap lai voi kich thich tinh dyc it nhit trudce, trong hodc mot
khoang thoi gian ngan sau khi tham nhép va truéc mong mudn cia bénh nhan.
- Pau kho c4 nhan dang ké hodc khé khin trong giao tiép do két qua ctia xuét tinh som.
- Kiém soat kém sy xuit tinh.
- Tién st xuat tinh sém trong hau hét c4c lan thtr quan hé trong vong 6 thang qua.
Chi nén dung dapoxetin nhu mot diéu tri theo yéu cau truge khi thuc hién hoat dong tinh
duc. Khdng nén chi dinh dapoxetin trong truong hop cham xuét tinh & nam giéi khong
duoc chan doan xuét tinh sém.

4. CACH DUNG - LIEU DUNG
Li¢u dung:
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Nguroi 16n (18 - 64 tusi)

Liéu khoi dau khuyén cdo 1a 30 mg, sir dung 1 - 3 gio trudc khi c6 hoat dong tinh duc.
Khong dung liéu khai dau 12 60 mg. Thube khdng ding hang ngay, chi sir dung khi ¢6 hoat
dong tinh dyc. Khong diing thudc qué 1 1an mdi 24 gio.

Néu IIeu 30 mg khong du dé gay dap ung, bénh nhan khong co dau hiéu cho thiy nguy co
bi ngat, khong bi ha huyét ap tu thé dtng, lidu co thé tang 1én 60 mg dung 1 - 3 gid trudc
khi hoat dong tinh duc. T4c dung khéng mong muén cao hon & liéu 60 mg.

B4c sy danh gia nguy co - lgi ich ciia bénh nhan sau 4 tuan diéu tri dau tién (hoic it nhat 6
lan udng thudc), va it nhat sau mdi 6 thang dé quyét dinh c6 nén tiép tuc diéu tri. Di liéu vé
hiéu qua va an toan trén 24 thang con han ché.

Nguwoi cao tudi (> 65 tudi)

Chua c6 dir lidu vé hiéu qua va an toan ¢ ngudi bénh trén 65 tudi.

Tré em: Khoéng sir dung thudc trén tré em.

Bénh nhén suy thdn

Than trong trén bénh nhan suy than nhe va vira. Khong khuyén cdo s dung thuéc trén
bénh nhéan suy than nang.

Bénh nhan suy gan

Chéng chi dinh ¢ bénh nhan suy gan trung binh va nang (phan loai Child—Pugh B va C).
Nguoi chuyén hda CYP2D6 kém hogc bénh nhan si dung chadt ic ché CYP2D6

Than trong khi tang liéu 1én 60 mg.

Nguoi sir dung thugc izc ché CYP3A4

Chéng chi dinh sir dung chung véi thudc ic ché CYP3A4 manh. Nén than trong va liéu nén
dugc gidi han 1a 30 mg ddi véi bénh nhan s dung dong thoi véi thude e ché CYP3A4
trung binh.

Cach dung:

Thude duge dung duong udng. Nén nuét nguyén vién véi mot ly nude day dé tranh vi
dang. Thudc co thé dugc dung cing hoic khong cung vai thire an.

Trudc khi khoi dau diéu tri, xem phan CANH BAO VA THAN TRONG KHI DUNG
THUOC dé biét cac thdng tin vé ha huyét ap tu thé.

CHONG CHI PINH

Qua man véi dapoxetin hoic bat ky thanh phan nao cua thuée.

Bénh ly tim mach nhu:

- Suy tim (phén loai NYHA nhom II - IV).

- R&i loan dan truyen nhu block nhi that hodc hoi chimg niit xoang bénh 1y.

- Bénh tim thiéu mau cuc bo.

- Bénh van tim.

- CO tién sir bi ngét.

Tién sir hung cam hozc trdm cam nang.

Dung dong thoi véi cac thude tc ché monoamin oxidase (MAOIs), hoic trong vong 14
ngay ké tir ngay ngung diéu tri véi MAOI. Tuong tu, mot MAOI khéng nén ding trong
vong 7 ngay sau khi ngirng dapoxetin.

Dung ddng thoi vai thioridazin, hoic trong vong 14 ngay ké tir ngay ngung diéu tri véi
thioridazin. Tuong tu, khéng dung thioridazin trong vong 7 ngay sau khi ngung dapoxetin.
Dung dong thoi véi cac thude e ché tai hap thu serotonin [ ché chon loc tai hap thu
serotonin (SSRIs), thudc wc ché tai hip thu serotonin-norepinephrin (SNRIs), thuc chéng
tram cam ba vong (TCAs)] hoiac cac san pham thao duwoc/thuéc khac c6 tac dung
serotonergic [vi du, L-tryptophan, triptans, tramadol, linezolid, lithium, cé St. John
(Hypericum perforatum)] hodc trong vong 14 ngay sau ngdy ngung diéu tri voi céc san
pham thudc/ thao duoc trén. Tuong ty, cac san pham thudc/ thao duoc trén khong nén duoc
dung trong vong 7 ngay sau khi ngung dapoxetin.
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Dung dong thoi cac thudc ac ché manh CYP3A4 nhu ketoconazol, itraconazol, ritonavir,
saquinavir, telithromycin, nefazadon, nelfinavir, atazanavir...
Suy gan vira va nang.

6. CANHBAO VA THAN TRONG KHI DUNG THUOC
Khuyén cao chung
Dapoxetin duoc chi dinh cho nam gigi bi xuat tinh sém. Thudc khéng nén ding cho nam
gidi khong duoc chan doan xuét tinh sém. An toan chua dugc thiét 1ap va chua c6 dir lidu
vé tac dong lam cham xuét tinh & nam gigi khong bi xuét tinh sém.
Céc dang roi loan chite nang sinh duc khéc
Trude khi diéu tri, bénh nhan bi c4c rbi loan chirc ning sinh duc khéc, bao gdbm ca rdi loan
chtrc nang cuong duong, can dugc kiém tra mot cach can than boi bac sy. Dapoxetin khong
nén st dung & nhitng nguoi bi rdi loan chuc ning cuong duong (ED), dang st dung thube
tic ché PDES.
Ha huyét ap thé ding
Truéc khi bit dau diéu tri, can kiém tra can than tinh trang sic khoe caa bénh nhan bao
gom tién sir ha huyét ap tu thé. Nén kiém tra ha huyét ap tu thé trudc khi dung thude (huyét
&p va nhip tim, khi nam ngtra va khi dtng). Trong truong hop c6 tién sir hodc nghi ngo bi
ha huyét ap thé dung, tranh diéu tri bang dapoxetin.
Ha huyét ap tu thé di dugc bdo cdo trong thir nghiém l1am sang. Nén hudng dan bénh nhan
néu gap phai nhiing triéu ching bao trudc, nhu choang vang khi ding day, nam xubng
ngay dé dau thap hon phan con lai cua co thé hoic ngdi xudng dé dau & gitra hai gbi cho
dén khi hét triéu chimg. Ciing nén huéng dan bénh nhan khong dugce dung hoic ngdi day
qua nhanh sau khi ngdi hoac nam trong mét thoi gian dai.
Tu tie/ y dinh tie tir
Thudc chdng tram cam, bao gom ca cac SSRI, 1am ting nguy co y dinh ty tir va hanh dong
ty tir S0 Vi gia duoc trong cac nghién ciu ngan han & tré em, thanh thiéu nién bi tram cam
va réi loan tdm than khac. Nghién ctu ngan han khdng cho thay sy gia ting nguy co ty tir
ctia thube chdng tram cam so véi gia duoc ¢ ngudi trén 24 tudi. Trong cac thar nghiém 1am
sang véi dapoxetin dé diéu tri xuat tinh sém, khdng c6 dau hiéu rd rang vé hanh vi tu tir
trong danh gia cac tac dung khdng mong muédn c6 thé lién quan dén tu tr, danh gia theo
phan loai Columbia dya trén thuat toan danh gia ty tir (C-CASA), thang danh gia trdm cam
Montgomery - Asberg (MARDS) hoic thang do tram cam Beck-11 (BDI-II).
Ngat
Nén huong dan bénh nhan can than tranh nhitng tinh hudng co thé gay chan thuong, bao
gom lai xe hoac van hanh may méc nguy hiém, néu xay ra ngat hoic cac triéu chung béo
trude nhu chong mat hoac choang vang.
Céc triéu ching bao trude nhu budn ndn, chéng mat/ choang vang, va toat mé hdi duoc bao
C40 Vi tan suét cao hon & bénh nhan duing dapoxetin so véi nhém chuang.
Trong mot nghién ciru 1am sang, truong hop ngat voi cac dic diém 1a mat y thirc, kém nhip
tim cham hodc ngung nhip xoang da duoc thay & nhitng bénh nhan ding may Holter va
dugc coi 1a nguyén nhan ngat do than kinh phé vi va da s6 xay ra trong vong 3 gi¢ dau sau
khi dung thudc, sau khi dung litu dau tién hoic lién quan dén cac phuong phép trong
nghién ctu lién quan trong diéu kién 1am sang (nhu. 14y mau va dién tap ha huyét ap tu thé
va do huyét 4p). Cac triéu chimg béo trude nhu budn ndn, chéng mit, choang vang, danh
tréng nguc, suy nhuoc, IG 13n va toat md hoi thuong xay ra trong vong 3 gior dau sau khi
dung thude, va thuong tién trién dén ngat. Nén canh béo bénh nhan 1a ngat c6 thé xay ra bat
Ki khi nao du c6 hoac khdng c6 triéu chirmg bao trudc trong khi dung dapoxetin. Nén hudng
dan bénh nhan giit co thé du nudc va cach nhan ra céc dau higu va trigu chimg bao trude dé
giam kha nang chan thuong nghiém trong do té nga do mat y thic. Nén huong dan bénh
nhan néu gap phai nhitng triéu chimg béo trudc can nam Xuong ngay dé dau thap hon phan
con lai cua co thé hodc ngdi xudng dé dau ¢ giita hai gbi cho dén khi hét triéu chung, va
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can than tranh nhiing tinh hudng co thé gay chan thuong, bao gom lai xe hoac van hanh
méy méc nguy hiém, néu xay ra ngat hoic cac anh huong trén hé than kinh trung wong.
Bénh nhan c6 nguy co tim mach

Céc bénh nhan c¢6 nguy co tim mach tiém an duoc loai khoi thir nghiém 1am sang pha 3.
Nguy co céac tac dung khéng mong mudn trén tim mach tir ngat (ngat do tim va ngét do céc
nguyén nhan khac) ting & nhitng bénh nhan cé bénh tim mach tiém an (vi du, tién sir tic
ngh&n mach, bénh van tim, hep dong mach canh va bénh dong mach vanh). Khong du di
ligu dé xac dinh xem c6 nguy co gia ting ngat & nhitng bénh nhan c6 bénh tim mach tiém
an.

Duing chung véi thugc kich thich (recreational drugs)

Khuyén cao khong nén phéi hop dapoxetin véi thudc kich thich. Thuéc kich thich véi hoat
tinh serotonergic nhu ketamin, methylenedioxymethamphetamin (MDMA) va axit lysergic
diethylamid (LSD) c6 thé dan tsi nhitng phan tng nghiém trong néu dung chung voi
dapoxetin. Nhitng phan ¢ng nay bao gém: Loan nhip tim, ting than nhiét, va hoi ching
serotonin... Dung dapoxetin véi cac thude kich thich cé tac dung an than nhu narcotic va
cac benzodiazepin co thé tang thém buon ngii va chong mit.

Ethanol

Nén khuyén bénh nhan khéng dung dapoxetin cung vdi rugu.

Str dung dong thoi ¢ thé ting tac dung cua ethanol va cling ¢o thé tang tic dung khong
mong mudn cua dapoxetin trén than kinh, tim mach nhu ngat do d6 lam tang nguy co chin
thuong do tai nan. Nén tranh udng ruou trong khi dung thudc.

Thuéc gdy gidn mach

Than trong khi ding chung dapoxetin voi thude c6 hoat tinh gy gidn mach (nhu thudc d6i
khang thy thé alpha adrenergic va nitrat) do c6 thé giy dung nap tu thé.

Thudc ic ché CYP3A4 trung binh

Than trong khi ding chung, va liéu nén duoc gisi han & mac 30 mg.

Thudc irc ché CYP2D6 manh

Than trong khi tang liéu 60 mg & bénh nhan sir dung thudc tc ché manh CYP2D6 hoic
tang liéu 1én 60 mg & bénh nhan chuyén hda CYP2D6 kém. Do c6 thé 1am ting Cmax VA
AUCix¢ cac thanh phan c6 hoat tinh cta dapoxetin, diéu ndy cé thé lam ting nguy co va
muc do nghiém trong cua cac tac dung khéng mong muébn phu thudc lidu.

Hung cam

Dapoxetin khdng nén st dung ¢ bénh nhan c6 tién st hung cam/ hung cam nhe va réi loan
ludng cuc. Can ngiing thude khi cé bat ky triéu chang cua nhing rdi loan nay.

Co gidt

Do kha ning SSRI lam giam ngudng co giat, nén ngiing dapoxetin & bat ky bénh nhan bi
co giat va khong sir dung trén bénh nhan bi dong kinh khdng 6n dinh. Bénh nhan bi dong
kinh 6n dinh can duoc theo ddi can than.

Tre em

Khong nén ding dapoxetin cho tré em dudi 18 tudi.

Tram cam va/ hodc réi logn tam than

Nam gi¢i c6 dau hiéu va triéu chiing tiém an cua bénh tram cam can duogc danh gia truéc
khi diéu tri véi dapoxetin dé loai trir cac réi loan tram cam khong duoc Chén doan. Chdng
chi dinh sir dung dong thoi dapoxetin voi thudc chdng tram cam, bao gém céc SSRI va
SNRI. Khong nén ngimg diéu tri trim cam hoc lo au dé dung dapoxetin cho diéu tri xuat
tinh sém. Dapoxetin khong dwoc chi dinh cho bénh nhan réi loan tam than va khong nén sir
dung ¢ nhimg nguoi bi nhing réi loan nay do c6 nguy co lam tram trong hon céc triéu
chung. Bac sy can khuyen khich bénh nhan béo céo bat ky suy ngh hay cam xuc phién
muon bt ctr 1Gc ndo va néu c6 diu hiéu va triéu chimg cua bénh tram cam trong qua trinh
diéu tri, nén nging dapoxetin.

Xudt huyét
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D3 6 bao cdo vé chay mau bat thuong véi SSRIs. Can than trong ¢ bénh nhan dung
dapoxetin, dac bi¢t khi st dung ddng thoi vai cac thude anh huong dén chire ning tiéu cau
(vi du: thuéc chdng loan than khong dién hinh va cac phenothiazin, acid acetylsalicylic, cac
NSAID, cé4c chit khang tiéu cau) hoic thudc chdng dong mau (vi dy: warfarin), ciing nhu &
nhitng bénh nhan c6 tién st rdi loan chay mau hoic dong mau.

Bénh nhén suy thén

Than trong trén bénh nhan suy than nhe va vira. Khong khuyén cdo s dung thuéc trén
bénh nhén suy than nang.

Héi ching cai thudc

Nhiing triéu ching sau di dugc bao cao khi ngimg dot ngot SSRI dé diéu tri rdi loan tram
cam man tinh: Tam trang bdn chdn, kho chiu, but rat, chong mat, réi loan cam giéc (vi du,
di cam nhu dién giat), lo ling, hoang mang, dau dau, hon mé, rdi loan cam xtc, mat ngi va
hung cam nhe.

Triéu chirng mat nga nhe hoic vira va chong mit tang 1én khi chuyén sang gia duoc sau 62
ngay dung thudc (dung hang ngay).

Réi logn th giac

Viéc st dung dapoxetin co thé gay ra céac tac dung khong mong mudn trén mat nhu gidn
dong tir va dau mat. Dapoxetin nén dugc sir dung than trong & bénh nhan ting 4p luc noi
nhan hodc c6 nguy co bi téng nhan ap goc dong.

Thudc c6 chira lactose, bénh nhan mac bénh di truyén hiém gap khéng dung nap galactose,
thiéu hut Lapp lactase hoic rdi loan hap thu glucose - galactose khong nén dung thudc nay.
Thudc c6 chira polysorbat 80 c6 thé gay di tng va dau thau dau c6 thé gay budn nén, non,
dau bung, tiéu chay.

7. SUDUNG THUOC CHO PHU NU CO THAI VA CHO CON BU
Khéng chi dinh cho phu ntr.
Nghién ctru trén dong vat khdng cho thiy tac dong bat loi truc tiép hoic gian tiép trén kha
nang sinh san, thai nhi va sy phét trién cua thai.
Chua biét thudc va chat chuyén hoa cua né c6 phan bé vao sita me khong.

8. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

Dapoxetin ¢6 anh huéng nhe hoac trung binh 1én kha nang 1ai xe va van hanh may mac.
Chéng mat, rdi loan chd y, ngét, nhin ma, va budn ngi da duoc bao céo ¢ nhitng bénh nhan
sir dung thude. Do d6 khuyén cao bénh nhan can phai tranh tinh trang cé thé gay ra tai nan,
nhu 1ai xe va van hanh may méc nguy hiém.
Str dung chung dapoxetin véi rugu cé thé 1am tiang tac dung trén than kinh nhan thic caa
ruou va cling ¢6 thé 1am ting tac dung khdng mong mudn than kinh tim - phé vi nhu ngat,
va vi vay lam ting nguy co chin thuong do tai nan. Nén tranh st dung chung dapoxetin voi
raoQu.

9. TUONG TAC, TUONG KY CUA THUOC
Twong tac dwoc luc hoc
Tiém ndng twong tdc véi cdc thudc ke ché monoamin oxidase
O bénh nhan str dung ddng SSRI va thudc tc ché monoamin oxidase (MAOI), da c6 bao
céo tac dung khdng mong muén nghiém trong, doi khi gay tir vong bao gém: Sét cao, co
cling, rung giat co, réi loan than kinh thuc vat kém theo dau hiéu séng bién ddi nhanh, va
thay d6i trang thai tam than bao gém cuc ky kich dong dén mé sang va hon mé. Nhitng
phan mg nay ciing dugc b&o céo vai bénh nhan mai ngung SSRI va da bét dau sir dung
MAOI. Mét sé truong hop ¢d biéu hién tuong tu nhu hoi ching than kinh &c tinh. Vi vay,
khong nén sir dung chung dapoxetin khi dang dung hodc trong vong 14 ngay ké tir ngay
ngung diéu tri véi MAOI. Tuong tu khong dung MAOI trong vong 7 ngdy sau khi ngung
dapoxetin.
Kha nang twong tac voi thioridazin
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Str dung thioridazin mot minh 1am kéo dai khoang QTc, ¢ thé kém rdi loan nhip that
nghiém trong. Dapoxetin tc ché isoenzym CYP2D6 nén tc ché chuyén hoa cuaa thioridazin,
lam ting ndng do thioridazin, ddn dén ting thém tac dung kéo dai khoang QTc. Khong str
dung chung dapoxetin vai thioridazin hoc trong vong 14 ngay ké tir khi nging thioridazin.
Tuong tu, khdng nén ding thioridazin trong vong 7 ngay ké tir khi ngirng dapoxetin.
Thuéc/ duoc liéu c6 tac dong serotonergic

Tuong ty nhu cac SSRI khac, dung chung dapoxetin v6i thude/ duoc liéu c6 tic dung
serotonergic (bao gém MAOI, L—tryptophan, triptans, tramadol, linezolid, SSRI, SNRI,
lithi va co St. John (Hypericum perforatum)) cé thé gy ra nhiing tac dong lién quan dén
serotonin. Khong ding dapoxetin cing véi hodc trong vong 14 ngay ké tir khi nging cac
thudc trén. Tuong ty nhimg thude/ duge lidu cd tac dong serotonergic khong nén ding
trong vong 7 ngay sau khi ngirng dapoxetin.

Cdc thudc tac dong lén than kinh trung wong

Dung dapoxetin cung voi cac thude tac dong 1én hé than kinh trung wong (nhu thude tri
dong kinh, trAm cam, loan than, lo au, thudc an than gdy ngu) chua dugc danh gia mot cach
6 hé thong trén ngudi bi xuat tinh sém. Than trong khi dung chung.

Twong tac dwgc dong hoc

Anh hwéng cia cdc thube dimg chung dén dieoe dong hoc ciia dapoxetin

Dapoxetin dugc chuyén héa chu yéu boi CYP2D6, CYP3A4 va flavin monooxygenase 1
(FMOl) do d6 trc ché nhimng enzym nay c6 thé giam thanh thai dapoxetin.

Chat tec ché CYP3A44

St dung chat rc ché manh CYP3A4, ketoconazol (200 mg x 2 1an/ ngay trong 7 ngay) lam
tang Cmax V& AUCinf clia dapoxetin 1én 35% va 99%, tuong tmg. Cén nhic sy phan b cia
ca dapoxetin khong lién két va desmethyldapoxetin, Cmax cua phan hoat dong c6 thé ting
khoang 25% va AUC cua phan hoat dong c6 thé ting gap d6i néu dung chung véi thude e
ché manh CYP3A4.

Cmax va AUC ctia phan hoat dong c6 thé tang dang ké & nguoi bi giam chiic nang CYP2D6,
nhu nguoi chuyén hoa CYP2D6 kém, hoic sir dung chung vé6i chat e ché mang CYP2DG6.
Vi vy chéng chi dinh str dung chung dapoxetin véi cac chat e ché CYP3A4 manh nhu
ketoconazol, itraconazol, ritonavir, saquinavir, telithromycin, nefazodon, nelfinavir va
atazanavir.

St dung chung dapoxetin va cac chat tc ché CYP3A4 trung binh (erythromycin,
clarithromycin, fluconazol, amprenavir, fosamprenavir, aprepitant, verapamil, diltiazem)
cling c6 thé 1am ting dang ké Cmax V& AUC cua dapoxetin va desmethyldapoxetin, dic biét
& nguoi chuyén héa CYP2D6 kém. Liéu téi da cua dapoxetin 1a 30 mg khi dung chung véi
cach thudc trén.

Huéng dan lidu ¢ trén dugc &p dung cho tat ca bénh nhan trir khi bénh nhan da dwgc xéac
dinh 1a c6 chuyén hda CYP2D6 manh bang kiéu gen hoac kiéu hinh. O bénh nhan di dugc
xéc dinh 1a chuyén hda CYP2D6 manh, liéu ti da ciia dapoxetin 1a 30 mg khi dung chung
véi cac thudc e ché CYP3A4 manh va nén than trong néu ding dapoxetin liéu 60 mg
chung véi céc thude e ché CYP3A4 trung binh.

Chat ¢rc ché mgnh CYP2D6

Cmax VA AUCins ctia dapoxetin (liéu don 60 mg) ting 50% va 88% twong wng, khi ding
chung vai fluoxetin (60 mg/ ngay trong 7 ngdy). Can nhic sy phan b cua ca dapoxetin
khong lién két va desmethyldapoxetin, Cmax ctia phan hoat dong cé thé ting khoang 50% va
AUC cua phan hoat dong c6 thé ting gip doi néu dung chung véi thudc ac ché manh
CYP2D6. Sy ting Cmax Va AUC ctia phan hoat dong nay twong tu nhu ¢ bénh nhan chuyén
hda CYP2D6 kém va co thé gay tang ti 16 v mic d6 ning cua cac tac dung phu phu thudc
lieu.

Chat irc ché PDES

Khong nén ding dapoxetin ¢ bénh nhan dang dung chét wc ché PDES5 do kha ning giam
kha ning dung nap ha huyét ap tu thé. Duoc dong hoc cua dapoxetin (60 mg) khi phdi hop
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Vvé6i tadalafil (20 mg) va sildenafil (100 mg) dwgc danh gia trong mot nghién cau liéu don
chéo. Tadalafil khdng anh hudng dén dugce dong hoc cua dapoxetin. Sildenafil lam thay d6i
nhe dugc dong hoc cta dapoxetin (Cmax va AUCinf tang 4% va 22% tuong ung), va khdng
anh huong dang ké trén 1am sang.

Str dung phdi hop dapoxetin vai chat Gc ché PDES5 c6 thé gay ha huyét ap tu thé. Hiéu qua
va an toan cua dapoxetin ¢ bénh nhan bi xuat tinh sém va rdi loan chic niang cuong duong
diéu tri ddng thoi vai dapoxetin va chat tc ché PDES chwa duoc thiét 1ap.

Anh hwéng ciia Dapoxetin trén dwoc dong hoc ciia cdc thuéc diing chung

Tamsulosin

Str dung dong thoi liéu don hoic lidu lap lai dapoxetin 30 mg hoic 60 mg ¢ bénh nhan
dung liéu hang ngay tamsulosin khong gy thay d6i duogc dong hoc cua tamsulosin. St
dung thém dapoxetin cling véi tamsulosin khong gay thay dbi thong tin ha huyét ap tu thé
va khong c6 su khac biét trong anh huong ha huyét ap tu thé giira tamsulosin ding chung
véi dapoxetin 30 mg hoac 60 mg va tamsulosin dung don doc; Tuy nhién, nén than trong
khi ding dapoxetin & bénh nhan st dung thudc dbi khang thu thé alpha adrenergic do kha
nang lam giam dung nap ha huyét ap tu thé.

Thudc chuyén hoéa béi CYP2D6

Dung liéu lap lai dapoxetin (60 mg/ ngay trong 6 ngay) sau khi dung liéu don desipramin
50 mg lam tang Cmax Va AUCinf trung binh cua desipramin khoang 11% va 19% tuong ung,
S0 Vi desipramin dung don doc. Dapoxetin ¢6 thé 1am ting nong do trong huyét twong cua
cac thudc chuyén hoa qua CYP2D6 khac. Anh huong trén 1am sang cua tuong tac nay
khong dang ké.

Thudc chuyén héa béi CYP3A4

Str dung liéu lap lai dapoxetin (60 mg/ ngay trong 6 ngay) 1am giam AUCix cuia midazolam
(liéu don 8 mg) khoang 20%. Anh hudng trén 1am sang cua twong tac nay 1én tac dung cua
midazolam khong dang ké & hau hét bénh nhan. Sy gia ting tac dung cia CYP3A4 cd thé
c6 anh huéng trén 1am sang ¢ mot sé bénh nhan st dung chung véi thude chuyén hoa cha
yéu qua CYP3A4 va c6 khoang tri lidu hep.

Thudc chuyén héa boi CYP2C19

Str dung liéu lap lai dapoxetin (60 mg/ ngay trong 6 ngay) khong trc ché chuyén hoa cua
omeprazol 40 mg liéu don. St dung liéu lap lai dapoxetin (60 mg/ ngay trong 6 ngay)
khéng anh huéng dén duogc dong hoc hodc dugc luc hoc cua glyburid 5 mg liu don.
Dapoxetin khdng anh huéng dén duoc dong hoc ciia cac chat nén cia CYP2C19 khac.
Warfarin va thuéc anh hiedng dén déng mau va/ hodc chire ndng tiéu cau

Khong c6 dir liéu danh gia hiéu qua khi dung chung wafarin va dapoxetin trong thoi gian
dai; Do d6, can than trong khi dapoxetin dugc sir dung ¢ bénh nhan dung warfarin. Trong
mét nghién clru dugc dong hoc, dapoxetin (60 mg/ngay trong 6 ngay) khong anh huong
dén duoc dong hodc dugc lyc (PT hodc INR) cua mot liéu don 25 mg warfarin.

D3 ¢ bao cao vé chay mau bat thuong véi SSRIs.

Ethanol

Str dung chung vai ethanol 0,5 g/ kg khong anh huéng dén duge dong hoc cua dapoxetin
(lidu don 60 mg); Tuy nhién, dung phdi hop dapoxetin voi rugu lam ting tic dung gay
budn nga va giam dang ké phan xa. Dung chung ruou véi dapoxetin ciing 1am ting tic
dung suy giam nhan thirc va lam téng nguy co hoac mue d nang cua cac tac dung khong
mong mudn nhu chéng mat, budn ngua, phan xa cham hoic thay doi kha nang danh gia, 1am
tang tac dung lién quan dén rugu va ting tic dung khdng mong mudn trén than kinh tim -
phé vi nhu ngét, va vi vay lam ting nguy co chan thuong do tai nan. Vi vay nén tranh ding
rugu khi dang dung dapoxetin.

Twong ky: Khdng ap dung.

TAC DUNG KHONG MONG MUON CUA THUOC
Céac tac dung khéng mong muon phan theo tan suat va hé co quan
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Rat thirong gép, ADR > 1/10

Than kinh: Chéng mit, nhic dau.

Tiéu hoa: Budn ndn.

Thuwong gép, 1/100 <ADR < 1/10

Tam than: Lo au, kich dong, bon chon, mat ngu, mo bat thudng, giam ham mudn tinh dyc.
Than kinh: Budn ngu, réi loan cha y, run, di cam.

Thi giac: Nhin mo.

Tai va mé dao (tai trong): U tai.

Mach mau: Do birng.

Ho hap, 1dng nguc va trung that: Nghet mili, ngap.

Tiéu héa: Tiéu chay, nén, tio bon, dau bung, dau thuong vi, rdi loan tiéu hoa, day hoi, kho
chiu da day, day bung, kho miéng.

Da va cac mo dudi da: Tang tiét mo hai.

Hé sinh duyc va tuyén va: Réi loan chic ning cuong duong.

Toan than va duong st dung: Mét moi, khé chiu.

Xét nghiém: Tang huyét ap.

it gap, 1/1.000 <ADR < 1/100

Tam than: Tram cam, cam giac chan nan, phén khich, thay do6i cam xdc, lo lang, tho o, lanh
dam, trang thai lu lan, mat phuong hudng, suy nghi bat thuong, canh giac qua muec, roi
loan glac ngu, kho di vao glaC ngu, mat ngu gitra giac, & mong, bénh nghién ring, mat
ham muén tinh duc, khong thé dat duoc cuc khoai.

Than kinh: Ngat, ngat do than kinh phé vi, chong mit thé dang, ngdi nam khong yén, loan
vi giac, ngu lim, hén mé, an than, giam muc d6 y thic.

Thi giac: Gidn dong tir, dau mat, rdi loan thi giac.

Tai va mé dao (tai trong): Hoa mit.

Tim: Ngung nhip xoang, cham nhip xoang, nhip tim nhanh.

Mach mau: Ha huyét ap, ha huyét ap tam thu, nong birng.

Tiéu héa: Khd chiu bung, kho chiu viing thuong vi.

Da va cac md dudi da: Ngtra, @6 mé hdi lanh.

Hé sinh duc va tuyén v{: Suy giam xuat tinh, réi loan cuc khoai & nam gigi, di cam ¢ co
quan sinh dyc nam gidi.

Toan than va duong sir dung: Suy nhuoc, st, cam giac bon chon, bat thuong, say.

Xét nghiém: Tang nhip tim, tang huyét 4p tdm truong, ting huyét ap thé dung.

Hiém gap, 1/10.000 < ADR < 1/1.000

Than kinh: Chéng mat khi gang sic, gidc nga khoi phat dot ngot.

Tiéu hoa: Pai tién gap.

Thuéc ¢6 thé gdy ra cdc tac dung khong mong muon khdc, khuyén bénh nhdn théng bdo
cdc tac dung khéng mong mudn gdp phdi khi ding thudc.

QUA LIEU VA CACH XU TRI

Triéu chirng

Chura ¢6 béo cao qua liéu. Khang c6 tac dung khdng mong mudn nao dugc dy doan xay ra
khi dung dapoxetin lidu dén 240 mg (2 liu 120 mg dung cach nhau 3 gio). N6i chung, triéu
chung qua liéu cua SSRI bao gom phan ung khéng mong mudn qua trung gian serotonin
nhu budn ngy, rdi loan tiéu hoa nhu budn ndn va nén, nhip tim nhanh, run, kich déng va
chéng mat.

Xue tri

Trong trudng hop qué liéu, cac bién phap diéu tri hd tro chuin nén duoc thyc hién khi can
thiét. Do gan két nhiéu vai protein va thé tich phan bé 16n, dapoxetin khong duoc loai bo
hiéu qua bang cach gay loi tiéu, loc mau, loc mau hip phu va truyén thay mau. Chua co
thudc giai doc dac hiéu cho dapoxetin.

PAC TiNH DUQC LUC HQC
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Ma ATC: G04BX14.

Nhém dwoe Iy: Thude duong tiét niéu khac.

Dapoxetin 1a mot chat Gc ché tai hap thu serotonin (SSRI) ¢ chon loc manh véi ICsp 1a
1,12 nM, Véi céc chat chuyén hoéa chinh ¢ ngudi, desmetyldapoxetin (ICso < 1,0 nM) va
didesmetyldapoxetin (ICso = 2,0 nM) ¢4 hiéu luc twong duong hoic thap hon (dapoxetin-N-
oxid (ICso = 282 nM)).

Viéc Xuat tinh & nguoi cha yéu qua trung gian hé than kinh giao cam. Sy xuét tinh bat
nguon tir mot trung tdm phan xa tay 50ng qua trung gian than ndo, ma bi anh huéng ban
dau tir mot s6 nhan trong ndo (nhan tién thi gitra va nhan can néo that).

Co ché cua dapoxetin trong diéu tri xuét tinh sém duoc cho 1a ¢6 lién quan dén tac dong tc
ché sy tai hap thu serotonin cua té bao than kinh va sy ting tic dong sau do cua chat dan
truyén than kinh tai thu thé trudc va sau synap.

PAC TiNH DUQC PONG HOQC

Hép thu

Dapoxetin duoc hap thu nhanh, ndng dé dinh trong huyét twong (Cmax) dat duoc khoang 1 -
2 gio sau khi udng. Sinh kha dung tuyét ddi 1a 42% (khoang 15 - 76%), AUC va Cmax ting
ty 18 thuan vai lidu trong khoang 30 - 60 mg. Sau khi dung nhiéu liéu, AUC cua dapoxetin
va chét chuyén hda cd hoat tinh desmetyldapoxetin (DED) sé& tang khoang 50% so Véi gia
tri AUC caa mot liéu duy nhét.

Bira an nhiéu chat béo 1am giam Cmax (10%), ting AUC (12%) va kéo dai thoi gian dat
ndng d6 dinh cua dapoxetin. Nhiing thay ddi trén khong co y nghia 1am sang. Thudc c6 thé
uéng cung hoic khéng ciing thic an.

Phan b

In vitro, hon 99% dapoxetin gan vai protein huyét thanh nguoi. Chét chuyén hoa c6 hoat
tinh desmetyldapoxetin (DED) gén voi protein 98,5%. Dapoxetin c6 thé tich phan bé &
trang thai 6n dinh 12 162 L.

Chuyén héa

Nghién ciu in vitro cho thay dapoxetin bi phan hiy bai nhiéu hé enzym trong gan va than,
cha yéu CYP2D6, CYP3A4 va flavin monooxygenase (FMO1). Sau khi ubng mét liéu *C-
dapoxetin, dapoxetin dugc chuyén héa manh thanh nhiéu chat chuyén héa, chi yéu qua cac
con dudng chuyén hda sinh hoc sau day: N-oxy hoa, N-demethyl hoa, naphthyl hydroxyl
hoa, glucuronid héa va sulfat héa. C6 bang ching chuyén héa lan dau sau khi uéng.
Dapoxetin dang nguyén ven va dapoxetin-N-oxid Ia chat hién dién chu yéu trong huyét
tuong. Nghién ciu gan két va van chuyén in vitro cho thay dapoxetin-N-oxid khdng c6
hoat tinh. Chit chuyén hoa khac bao gém desmethyldapoxetin va didesmethyldapoxetin
chiém it hon 3% cac chét lién quan dén thudc tuan hoan trong huyét tuong. Nghién ctu gan
két va van chuyén in vitro cho thdy DED c6 hiéu lyc twong duong dapoxetin va
didesmetyldapoxetin c6 hiéu luc bang khoang 50% dapoxetin. AUC va Cmax cia DED
khong gén protein trong wng bang 50% va 23% AUC va Cmax ctia dapoxetin.

Thai trur

Céc chat chuyén héa ciia dapoxetin chu yéu dugc thai trir qua nuéc ticu dudi dang lién hop.
Khong phat hién dang nguyén ven trong nudc tiéu. Sau khi udng, dapoxetin co thoi gian
ban thai khoang 1,5 gio, nong do it hon 5% so véi nong do dinh sau khi uéng 24 gio, va
thoi gian ban thai khoang 19 gio. Thoi gian ban thai cia DED khoang 19 gio.

Déi tuwgng ddc bigt

Chat chuyen hoa DED dong gop vao tac dung duoc Iy cua dapoxetin, dac biét khi AUC cua
DED tang. O mot s6 bénh nhén, c6 sy ting thong sd phan hoat dong. Day 1a téng cia AUC
khong gin két cua dapoxetin va DED. DED c¢6 hoat tinh tuong dwong voi dapoxetin. Su
phan b6 ciia DED dugc du doan 14 twong duong vao hé than kinh trung wong nhung van
chua r0.

Chung toc
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15.

16.

Phén tich nghién ctru duge 1y 1am sang khi dung liéu don dapoxetin 60 mg cho thiy khong
¢6 sy khac biét co y nghia thong ké giira ngudi da tréng, nguoi da den, nguoi Tay Ban Nha
va ngudi chau A. Mot nghién ciru 14m sang cho thiy ndng do huyet tuong (AUC va nong
d6 dinh) cao hon 10 - 20% & ngudi Nhat Ban so v6i ngudi da tring do thé trong thap hon.
Su gia tang nay khong c6 anh huong dang ké trén 1am sang.

Ngueoi cao tuéi (> 65 tuoi)

Nghién cau sau khi s dung mot liu duy nhat 60 mg dapoxetin cho thiy khong c6 su khac
biét dang ké vé cac thong s6 duoc dong hoc (Cmax, AUCint, Tmax) giita ngudi cao tudi nam
khoe manh va nam thanh nién khée manh. Hiéu qua va an toan chua dugc thanh lap trong
nhém dan sé nay.

Bénh nhéan suy thdn

Nghién ctu sau khi st dung mét lidu duy nhat 60 mg dapoxetin trén nguoi suy than nhe
(CrCI 50 - 80 ml/ phut), trung binh (CrCl 30 dén < 50 ml/ phut), va suy than nang (CrCl <
30 mL/ phat) va trén nguoi ¢ chirc nang than binh thuong (CrCl > 80 ml/ phat). Chua co
bang chung rd rang cho thay sy gia ting AUC cua dapoxetin lién quan téi mic do suy giam
chtrc nang than. AUC ¢ ngudi suy than nang xap xi 2 1an ¢ ngudi ¢6 chirc ning than binh
thuong, mac di ¢d rat it dir liéu & bénh nhan suy than nang. Dapoxetin chua dugce danh gia
o bénh nhan chay than nhéan tao.

Bénh nhan suy gan

O nhitng bénh nhéan bi suy gan nhe, Cmax Ciia dapoxetin tu do giam 28% va AUC khong
thay d6i. Cmax V& AUC cua cac chat ty do c6 hoat tinh (tong cua dapoxetin va
desmetyldapoxetin tu do) giam 30% va 5%, tuong (ng. O bénh nhan bi suy gan trung binh,
Cmax cua dapoxetin tu do vé co ban khong thay ddi (giam 3%) va AUC tu do tang 66%.
Cmax V& AUC ty do ciia cac chat c6 hoat tinh 1a khong thay doi va ting gap doi, twong tng.
O nhitng bénh nhan bi suy gan nang, Cmax cua dapoxetin ty do giam 42% nhung AUC ting
khoang 223%. Cmax va AUC cua chét c6 hoat tinh thay doi tuong tu.

Da hinh CYP2D6

Trong mét nghién cau duoc ly 1am sang véi dapoxetin liéu 60 mg, nong do huyét twong &
ngudi ¢ chuyén hoa qua CYP2D6 kém cao hon so véi ngudi c6 chuyén héa qua CYP2D6
nhiéu (voi dapoxetin Cmax cao hon khoang 31% va AUC cao hon khoang 36%, véi
desmethyldapoxetin Cmax cao hon khoang 98% va AUC cao hon khoang 161%). Ti I¢ hoat
dong cua dapoxetin ¢ thé tang khoang 46% & Cmax va khoang 90% & AUC. Sy gia ting
nay co thé gay tang ti 1é vd mac d6 nang cua tac dung khdng mong muén phu thudce liéu.
Nén dac biét chu y dén an toan caa dapoxetin & nguoi c6 chuyén hda qua CYP2D6 kém khi
sir dung phdi hop véi cac thudc khac co thé e ché chuyén hoa caa dapoxetin nhu cac
thudc e ché vira va manh CYP3AA4.

QUY CACH PONG GOI
JANUS-30: Hop 2 vi (NhOm - Nhom) x 4 vién.
JANUS-60: Hop 2 vi (Nhdm - Nhém) x 4 vién.

PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA
THUOC

Piéu kién bao quan: Giir thubc trong bao bi géc ctiia nha san xuat, day kin.

Dé thudc noi khé réo, tranh anh sang, nhiét do khong qua 30°C va ngoai tim véi cua tré em.
Han dung: 36 thang ké tir ngay san xuat.

Tiéu chuan chét lweng: Tiéu chuan Nha san xuét.

TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT
San xudat tai:

DAVIPHARM
CONG TY CO PHAN DUQC PHAM PAT VI PHU
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(DAVIPHARM)

L6 M7A, buong D17, Khu Coéng nghiép My Phudc 1, Phuong Théi Hoa, Thi xa Bén Cat,
Tinh Binh Duong, Viét Nam

Tel: 0274.3567.687 Fax: 0274.3567.688

17. NGAY XEM XET SUA DPOI, CAP NHAT LAI NQI DUNG HUONG DAN SU DUNG
THUOC: 14/05/2020

R . JANUS-30
Tén san pham:
JANUS-60
M 6 toa: 0487.T1 (M& JANUS-30)
Kiém soét sira doi: Chuyén file sx theo hd so dang ky
Nhan vién thiét ké:
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