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Rx thudc bdn theo dctn

, . DOc k! huong ddn s* dung trudc khi dimg.
NAu cdn th1m th6ng tin xin hoi y ki€n Duoc si hodc Bac s!.

Vi6n n6n bao phim
WELGRA-TOO

(Sildenafi I Citrat Tablets)

Thinh phfln: VtSi vi6n n6n bao phim chria :

Hoqr chdt:

145,55 mg sildenafil citrat tucrng ducrng sildenafil 100 mg.
Td duo. c: calcium hydrogen phosphat, tinh bgt ng6, natri benzoat, tinh b6t ng6
(dang h6 b0t), magi6 stearat, tinh b6t natri glycolat (Type A), talc tinh ch6, keo
khan silica,ICA-2974, mAu indigo carmin

Chi tlinh:
Sildenafil dung dd di6u tr! ciic tinh trang r6i loan cucrng ducrng o dirn 6ng, ld tinh
trang kh6ng c6 kha ndng d4t duoc hodc duy tri cuong cring duong vAt dri tI6 thoa
m6n hoat d6ng tinh dUc. D6 sildenafil c6 hi6u qud, cAn c6c kich thich tinh dpc kdm
theo.

Lidu dtng vir cich dtng:
Vi0n sildenafil dugc dtng theo duong u6ng.

. DOi v6i ngwdi hin: H6u h6t c6c bQnh nhdn dugc khuy6n crio dung lidu 50 mg
khi cdn, u6ng trudc khi quan he tinh dpc khoAng I gio.
Dua tr6n sp dung n4p vd t6c dung cria thu6c, h6u c6 th6 tang l6n t6i mfc tdi da lA
100 mg ho4c giim tdi mfc 25 mg. Li6u khuyiin c6o tOi tla le 100 mg, s6 lAn dung
tOi <ta ld I lAn m6i ngdy.

. D6i vdi bQnh nhiln suy thQn: C6c trudng hop suy th4n nhg hodc trung binh (d6
thanh thii creatinin: 30-80ml/phrit), thi kh6ng cAn di6u chinh li6u.
C6c trudng hgp suy thqn nang (d0 thanh thii creatinin < 3Oml/phirt), thi li6u n0n
dung ld 25 mg vi ilQ thanh thii cira sildenafil bi ginm o nhirng b6nh nhdn ndy.

. D6i v6i bpnh nhAn suy gon: Li6u n6n dung ld 25 mgvi dQ thanh thii cria
sildenafil bi giam d nhirng bqnh nh6n ndy (vi dU benh xo gan).

. D6i vdi bQnh nhAn ilang phdi ding ctic thudc khtic: Dua vdo mric dQ tucrng tiic
o nhirng bQnh nhdn dang dtng sildenafil d6ng thoi v6i ritonavir (xem muc Tuong
tdc thudc vd cdc dqng ttrong tdc khdc) thi kh6ng n6n vucrt qu6 mQt li6u don t6i da la
25 mg sildenafil trong vong 48 gio.
Nhirng bqnh nhdn dang dirng c6c thu5c co tilc dung ric ch6 CYP3A4 (vi dU

erythromycin, saquinavir, ketoconazol, itraconazol) thi liOu khoi ddu n6n dtng ld 25

mg (xem muc Tuong tdc thu6c vd cdc dqng tuong tdc khdc).
DC han chi5 nguy co ha huytit rlp tu th6 trong qu6 trinh di6u tri, bqnh nhdn n6n du-o. c

diOu tri 6n dinh khi dtrng c6c thu6c huy o giao cim tru6c khi bit dAu tri lieu vdi
sildenafil. ThCm viro d6, n6n cin nhic dtng cric lidu sildenafil th6p hon khi
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dAu diOu tri (xem myc Nhirng lru j, d\c bi€t vd canh bao khi dilng thudc,
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thu6c.vd cdc dqng tttong tdc khric).
. D6i v6i tri em: Kh6ng dung sildenafil cho tre em duoi 18 tu6i.
. D6i voi ngudi gid: Kh6ng cAn phAi rti6u chinh li6u.

Ch6ng chi tlinh:
Quri m6n v6i hoat chdt hodc voi b6Lt kj,tri dugc ndo cua thu6c.
Nh.ung b6nh nhdn dang dung d6ng thoi ciic nitrat hiru co bAt cri dang ndo hoac c6c
chdt cho nitric oxid.
Nhirng b6nh nhdn bi .suy gan ning, ha huy6t 6p (huytit 6p <90/50 mmHg), truong
hqp dQt quy hoqc nh6i miiu co tim gAn ddy, truong hqp.r6i.loan thu6c ,Ong rnu.
tho6i h6a di truydn da bi6t nhu vi6m v6ng mac thorii h6a sic t6.
Kh6ng ding cho phu nir, tre em duoi 18 tu6i, phu nir c6 thai.

Nhftng luu y rlic biQt vi cf,nh b6o khi dtng thu6c:

Phdi khai thrlc ti6n su vd kh6m lim sirng ti mi d,-A chin do6n r6i loan cuong duong, d6

xric dlnh nhirng nguy€n nhdn tidm An vd x6c tlinh hucrng rliAu tri thich hqp.
Vi c6 th6 c6 mQt s6 nguy co tim mach li€n quan t6i hoat d6ng tinh duc, n6n thAy thu5c
phai chri y toi tinh tr4ng tim mach cria bdnh nhin tru6c khi ti6n hdnh diAu tri r6i loan
cuong duong.

Kh6ng n6n dung c5c thu6c di€u tri r5i loan cuong duong o nam gidi dugc khuy6n
kh6ng n6n hoat <lQng tinh dgc.

C6c bi6n cO tim mach nghiCm trong bao g6m nh6i miiu co tim, dQt tu li€n quan toi
bdnh tim, lo4n nhlp th6t, xu6t huytlt n6o vi con thi6u miiu cuc b6 tho6ng qua duo. c bilo
c6o trong qu6 trinh luu hinh su dung sildenafil ati ai6u tri r6i loan cuong duong. HAu

h6t nhung khdng phni t6t cit circ b€nh nhin niy dd c6 ti€n su c6c ytiu t6 nguy co tim
mach. Nhi€u bitin cd trong s5 ndy duo. c b6o c6o xuAt hiOn trong ho[c ngay sau khi hoat

tlQng tinh dr,rc, vd mdt vdi bitin c6 duo. c b6o c6o xiy ra ngay sau khi dtng sildenafil mh

kh6ng c6 hopt tlQng tinh duc. Crlc bitin c6 khric dugc b6o crio xdy ra tu vdi gio tltin vdi

ngiy sau [Jri dtng sildenafil vd c6 quan he tinh duc. Kh6ng th6 x6c dinh duo. c li6u c6c
,.a I .
bi6n cd ndy c6 li6n quan tryc ti6p t6i sildenafil, hoat dQng tinh duc, bdnh nhin tlang c6

bdnh tim mpch, sg kiit hgp c6c ytlu td niry hay ciic y6u tO khac.

MQt s6 thu nghiQm l6m sing cho thAy ring sildenafil c6 thuQc tinh giSn mach todn thdn

gdy ha huy6t 6p thorlng qua (xem mgc Cdc nghiAn c*u ldm sdng). OOi voi hAu htlt crlc

b€nh nhin, di€u tl6 c6 inh huong r6t it ho4c kh6ng c6 inh huong gi. Tuy nhi6n tru6c
khi kC don, thAy thu6c phii chri f tdi nhirng b€nh nhdn c6 tinh tr4ng b6nh lf mn c6 th6

bi nnh huong boi t6c dr,rng ndy vi d6c biQt khi c6 thdm ho4t tlQng tinh duc. Nhirng bQnh

nh6n c6 cin tro dong chiy th6t trai (vi dg hgp dQng mach cht, b€nh co tim phi <14i tic
ngh€n) hay mic hQi chtmg teo da hQ thdng (syndrome of multiple system atrophy) ld

nhirng bQnh nhdn c6 t6ng m6n cim voi circ y6u tO gi6n m4ch, bi6u hiQn bing sg suy

giim trAm trgng khA n[ng kh6ng ch6 huytit 5p tg dQng ld nhirng nguoi cin phii rAt can

nhic khi diAu tri.

BQnh thin kinh thi gi6c thitiu m6u csc b9 kh6ng do d6ng m4ch (NAION), mQt bQnh

ti
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hitim g?p vd lir nguy€n nhdn gdy gi6m thi luc holc m6t thi luc, iluo. c b6o c6o h
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trong qu6 trinh ltru henh khi su dung vdi ciic thudc irc ch6 phosphodiesterase nhom 5

(PDE5), bao gdm sildenafil.

HAu htit nhirng bdnh nhdn niy dd c6 c6c ytiu t6 nguy co nhu ty 16 chdn thi gi6c thAp so

v6i dia thi gi6c ("rlTa thi giilc t5ng"). tr€n 50 tuOi. ti6u duong. cao huy6t 6p. bQnh mach

vdnh. lipid m6u cao vd hrit thudc. M6t nghi€n cuu quan srit drinh gi6 liQu ring vi6c su
dung gAn cl6y cua chAt ric ch6 PDE5, nhu m6t nh6m thu6c, c6 li6n quan ddn viQc khoi
ph6t c6p tinh NAION hay kh6ng. K€t qua goi y ring nguy co bi NAION ting gAn gd.p

d6i trong vong 5 chu kj,b6n thai cta ch6t ric ch6 PDE5 duoc dung. Dua tr6n y van dd

xu6t bdn, ti 16 mic moi hdng nf,m cua NAION le 2,5-11.8 ca tr6n 100.000 nam gi6i dQ

tu6i > 50 hdng nim trong dAn s6 n6i chung. Trong trulng hqp mdt thi luc ddt ngdt, cAn

khuydn b€nh nhdn ngimg dtng sildenafil vi hoi ;i ki€n b6c si ngay.

Nguoi dd ttmg bi benh NAION c6 nguy co t6i ph6t NAION ting l€n. Vi v4y b6c si cAn

thdo luin v6i nhirng bdnh nh6n nhu vAy vd nguy co ndy vh vi€c liQu ho c6 b! anh
ii

huong xdu n6u su dpng chdt uc ch€ PDE5 hay kh6ng. Cric chdt ftc chd PDE5, kd cri

sildenafil, cAn duoc dtng th4n trong d nhirng b€nh nhdn ndy vir chi khi lgi fch du ki6n
vuot tr6i so vdi nguy co.

CAn thfn trong khi chi dinh sildenafil cho bdnh nhdn dang dirng thu5c huy o giao cim
vi chi tlinh ddng thoi c6 th6 d6n toi ha huy6t 6p tri6u chimg o nhirng bdnh nh0n nhay
cim (xem Tucrng tdc thudc vd cac dang tuong tdc khdc). D6 han chiS nguy co ha

huyi5t 6p tu th6, bQnh nhAn ndn di6u tri 6n dinh huytit ilQng khi dung ciic thu6c huy o
giao cim trudc khi bit tliu tri liQu bing sildenafil. NOn cdn nhic U6t Oiu diAu tri bing
sildenafil o c6c liAu th6p (xem muc Liiu luqng vd Cach ditng). Th6m vio d6, bilc sT

cin khuy6n bgnh nhdn nhirng vi6c cin lhm trong truong hqp c6 c6c tri6u chimg cira ha

huytit 6p tu thii.

MQt s6 it bQnh nh6n vi€m v6ng mac sic td c6 ciic r5i loan vd gen phosphodiesterase d
-lvdng mac, cdn phdithdn trong ktri <li6u tri sildenafil o nhirng bdnh nhdn nhy vi chua c6

nhfrng bing chung an todn.

C6c nghiCn ctruin vitrotr€n tiilu cAu ngudi cho th6y sildenafil c6 dnh huong toi kha

^'"n[ng ch6ng ngLmg k6t ti6u ciu cua nahi nitroprussid (chit cho nitric oxid). HiQn nay

chua c6 th6ng tin an toin vd viQc sir dung sildenafil tr6n nhirng b€nh nhdn bi r6i loan

d6ng mriu hodc lo6t ti€u hori cAp tinh, vi viy cAn th4n trong d nhirng bQnh nh0n niy.
CAn thfn trgng khi kC dcrn c6c tirc nhAn diAu tri r6i loan cuong duong cho nhirng bQnh

nhAn c6 crlc bitin d4ng vA gini ph6u duong vAt (nhu ducrng vflt gflp g6c, bQnh xo h6a

th6 hang, hay bQnh Peyronie), nhirng bQnh nhdn c6 bQnh l! dC gay cucmg dau duong

v4t (nhu bEnh thi6u m6u h6ng cAu hinh lidm, bdnh da u tuj', bQnh bach cAu).

Dd c6 biio c6o ve tinh trang cuong duong kdo ddi vd cuong duong kh6ng mong mu6n

khi sir dung sildenafil sau khi thu6c duo. c luu hinh. Trong truong hgp cuong duong

k6o ddi hon 4 gio, bQnh nh6n cin ct6n co sd y tti OC Oieu tri ngay lap tuc. N6u cuong

duong kh6ng tlugc diAu tri ngay c6 thr5 d6n iltin mO duong v4t bi ph6 hiry ve m6t kha
- - r .i

nang vrnn vlen.

Tinh an todn vh hiQu quA cira viQc dtng kr5t hop sildenafil vdi chc chdt tc ch6 PDE5

lid

\
)

.\

a

t

kh5c, c6c thu6c <Ii€u tri tdng huy6t 6p dQng m4ch ph6i (pulmonary

(

(

https://nhathuocngocanh.com/



chtia sildenafil hodc ciic thu6c di6u tri 16i loan cuong duong khric kh6ng duo. c nghidn
cun, vi viy kh6ng n€n ki5t hqp di6u tri cdc thu6c ndy.

Giim hay m6t thfnh luc d6t ngdt dd duo. c brio ciio tr6n m6t sd luong nho cilc truong
hqp su dung cric ch6t ri'c chiS PDE5, bao gdm sildenafil trong c5c thri'nghi€m ldm shng
vi sau khi luu hinh. HAu h6t c6c b€nh nhdn niy c6 c6c ydu t6 nguy co d6i v6i vi6c
giim hay m6t thinh luc d6t ng6t. Khdng thi€t l4p duoc m6i quan hC nhdn qui giira vi6c
su dpng c6c ch6t ftc cht5 PDE5 vd vi6c gidm hay m6t thinh luc dQt ng6t. Trong truong
hqp bi gidm hay m6t thinh luc d6t ng6t, b€nh nhin cluoc khuydn ncn ngtmg u6ng
sildenafil vi khiim b6c si ngay l6p t6'c.

,4'nh huong ffAn kha ndng ldi xe t,it vqn hdnh mdy m6c: Chuac6 nghi€n cfu cu th6 ndo
ve inh hu<rng l6n khd n[ng l6i xe vd vdn hinh miry m6c dugc ti6n hdnh.
Hi6n tuong dau diu, ch6ng mit vir thay ddi thi lgc dd du-o. c b6o c6o trong c6c thil
nghiQm ldm sing v6i sildenafil, do vdy b6nh nhdn cAn bi6t rO ho phdn img nhu thtf ndo

v6i sildenafil tru6c khi I6i xe ho[c vAn hirnh m6y m6c.

Tucrng tric thu6c vi c{c d?ng tumrg t{c kh{c:
. Anh hu&ng cfia cfc thuiic khic rliii vrfi sildenafil:

+ Cdc nghiAn c*u in vitro:

Chuytn h6a sildenafil diSn ra chu y6u boi ciic phdn nh6m cytochrom P450 (CYP)
d4ng 3A4 (rlucrng chinh) vit2C9 (duong phu). Vi vQy tdt ca cdc tric nh6n gAy ric chti

nhirng phdn nh6m ndy c6 thC lem giam dQ thanh thAi cua sildenafil vd c6c t6c nhin
gdy kich thich nhirng phdn nh6m ndy c6 th6 ldm t[ng dQ thanh thii cua sildenafil.

+ Cdc nghiln c*u in vivo:

Cric phdn tich duoc dQng hgc qua ciic dfr lieu thir nghiQm ldm sdng cho th6y, khi
dung d6ng thoi sildenafil v6i circ titc nhdn ric ctr6 Cyp:A4 (nhu ketoconazol,

erythromycin, cimetidin) s€ ldm giiim tlQ thanh thai cua sildenafil.

Cimetidin (800mg), m6t tiic nhAn uc ch6 cytochrom P450 vd ric ch6 khOng dac hieu

CYP3A4, khi dung <l6ng thoi v6i sildenafil (50mg) sE lim tdng ndng d0 cira

sildenafil trong huytit tuong l6n 56% tr6n nhirng nguoi tinh nguyQn khoe manh.

Erythromycin (500mg, dtng 2 ldnlngdy trong 5 ngny) h mQt t6c nh6n fc ch6 trung

binh CYP3A4, khi dung d6ng thoi vdi li6u dcrn 100mg sildenafil, dd ldm ting diQn

tich dudi dudng cong sildenafil (AUC) l6n t6i 182%. Ngodi ra viQc dirng d6ng thoi
mQt li0u dcrn 100mg sildenafil v6i tric nhin tic ch6 protease cita HIV saquinavir
(1200mg dung 3 lir/ngiy), ddy cfrng ld mQt t6c nhdn gAy ric cfrti Cypge4, dd ldm

tlng C,* cua sildenafil l0n toi 140% vd tdng AUC l6n tli 210%. Sildenafil khdng

c6 mqt 6nh hucmg ndo tdi dugc dQng hoc cira saquinavir (xem phAn Liiu luqng vd

Cdch ditng). Cdc titc nhdn fc ctr6 CyplA4 m4nh hcrn nhu ketoconazol vir

itraconazol ctng s€ c6 nhfing inh huong lcrn hon.
Nr16c ep buoi ld mQt chdt uc chtl ytiu sg chuy6n h6a thdnh ruQt cria CYP3A4 vi c6

the hm tdng n6ng dQ sildenafil trong huytit tuong.

LiAu duy nhAt cria thu6c khSng acid (magnesium hydroxide i hydroxit nh6m)

4q
l:.
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inh huong d6n khn dpng sinh hoc cria sildenafil.
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ViQc dung d6ng thoi li6u don l00mg sildenafil v6i tiic nhin ric ch6 protease cta
HIV ritonavir (500mg, dtng 2ldn/ngity), mQt ch6t ric ch6 m4nh P450, tld ldm t[ng
C,n* cua sildenafil l6n t6i 300% @ep a lAn) vd t[ng AUC trong huy6t tucrng l6n t6i
1000% (g6p 1l lAn). Thoi cti6m 24 giir sau dtng thu6c, n6ng tlQ cua sildenafil trong
huytit tuong vdn x6p xi 200ng/ml so v6i Sng/ml- khi dirng mQt minh sildenafil.
Di6u ndy phu hqp vdi tiic dQng rO r6t cua ritonavir l6n c6c co ch6t cua P450.
Sildenafil dd kh6ng c6 iinh huong ndo tdi duoc d6ng hoc cua ritonavir (xem
phdn LiAu bqnS vd Cdch dilng).

Khi dtrng sildenafil theo muc li6u khuy6n c6o cho nhirng bqnh nhdn rlang di6u tri
citc tirc nhdn c6 khi ndng uc ch6 CYP3A4. n6ng d6 sildenafil lu do t6i da trong
huyt5t tuong kh6ng vugt quii 200nM vd d6u dung n4p t6t. Nhimg li6u don c6c thu6c
khring axit (magiO hydroxid, nh6m hydroxid ) kh6ng inh huong t6i sinh khd dUng
cta sildenafil.

Trong mQt nghiOn cuu tr6n tinh nguyQn vi6n nam gi6i khoe manh, vi6c dung d6ng
thoi ch6t Atii Urang endothelin, bosentan. (mQt chAt cim img CYP3A4 [trung binh],
CYP2C9 vh c6 th6 ci CYP2C19) o trang thdi 6n tlinh (125mg,2ldn/ngay) vdi
sildenafil o trAng th6i 6n ilinh (80mg, 3 lAn/ngay) d5n d6n viQc giim AUC vd

C.* cua bosentan tuong rmg ld 49,8yo vd 42Yo. ViQc dung d6ng thoi v6i crlc ch6t
cim ung CYP3A4 mAnh, nhu rifampicin, duoc cho ld sE ldm gidm n6ng rlQ

sildenafil trong huyiSt tuong nhiAu hon.

Dir lieu dugc dQng hoc trong c6c thir nghiQm l6m sdng cho thdy ring, c6c t6c nhdn

uc ch6 CYP}C} (nhu tolbutamid, wafarin), ric ch6 CYP2D6 (nhu c6c thu6c ric ch6

trii hdp thu c6 chon loc serotonin, thu6c ch6ng trAm cim loai 3 vdng), thu6c loi ni6u
thiazid, c6c ch6t ric ch6 enzym chuy0n angiotensin (ACE) vi c6c thu6c chgn k6nh

calci ddu kh6ng lam enh hucmg t6i duoc dQng hgc ctra sildenafil.

Tr6n nhirng nguoi nam gi6i tinh nguy€n khoe mAnh kh6ng th6y c6 inh hucmg ndo

cria azithromycin (500mg/ngdy trong 3 ngdy) t6i AUC, C**, T.*, hing s6 t6c dQ

thei tru, thdi gian b6n thti cria sildenafil cf,ng nhu ch6t chuy6n h6a chinh cira n6.
. Anh hu&ng cria sildenafl tl6i vr6'i cic thu6c khic:

+ Cdc nghi1n c*u in vitro:

Sildenafil ld mQt t6c nhdn ric chi5 y6u cric cytocrom P450 phdn nh6m 1A2,2C9,
2Cl9,2D6,zBl vd3A4 (IC50 > l50pM).

Do sau khi dung [Au khuytln c6o thi n6ng dQ ilinh trong huytit tuong cua sildenafil
xAp xi lpM, n6n sildenafil s€ kh6ng ldm thay OOi ag thanh thii cric co chdt cria c6c

isoenzym ndy.

+ Cdc nghiAn crht in vivo:

Sildenafil d5 duo. c chimg minh ld c6 kh6 ndng ldm tlng tiic dQng ha huy6t rip cta
, L i , ir I l\ .i I p7 \ Z-: t '

c6c nitrat c6p vd m4n tinh. Vi vAy ch6ng chi dinh dtng sildenafil ctng v6i c6c ch6t

cho nitric oxid, c6c nitrat htu co hay nitrit hftu co dudi b6t ky hinh thric ndo dir ld
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Trong 3 nghi6n cuu d4c hi6u v6 tuong tric thu6c-thu6c. thu6c huy o giao cdm
doxazosin (4mg vd 8mg) vd sildenafil (25mg, 50mg. ho4c l00mg) duqc chi dinh
d6ng thoi cho c6c b6nh nhdn buou ldnh ti6n li6t tuytin di6u tri 6n dinh vdi
doxazosin. Quan sdt c6c d6i tuong nghi0n cuu ndy, c6c mric giam b6 sung trung
binh cua huy6t 6p do o tu th6 nim ngua lAn luqt ld 7l7mmHg, 9/5mmHg, vd
8/4mmHg vd ciic mfc giam b6 sung trung binh cta huy6t rip do o tu th6 dung lAn

luqt ld 6/6mmHg, l1l4mmHg. vd 4/5mmHg. Khi chi dinh d6ng thoi sildenafil vd
doxazosin tr6n b6nh nhdn dang di6u tri 6n dinh voi doxazosin. it c6 c6c brio c6o vA

nhirng bQnh nhdn bf ha huytit iip tu th6 triQu chimg. Ciic b6o ciio ndy bao g6m ch6ng
m[t vir m6t moi, nhung kh6ng ngAt. Chi dinh d6ng thoi sildenafil cho benh nhAn

dang dung thu6c huj'o giao cim c6 thd ddn t6i ha huytit rip triQu chimg o mQt s6

bQnh nhdn nh4y cim (xem muc Liiu luqng vd Cach dilng vit mgc Nhirng lmt y d\c
bi€t vd canh bdo khi ditng thu6c\.

Kh6ng c6 tucrng tiic cti 1f nghia ndo khi chi dinh d6ng thoi sildenafil (50mg) v6i
tolbutamid (250mg) hodc warfarin (40mg) (ld c6c ch6t duoc chuyOn horl boi
cYP2C9).
Sildenafil (100mg) kh6ng inh hucrng t6i duoc dQng hgc cta c6c tric nhdn uc ch6

protease cua HIV nhu ritonavir, saquinavir (ci hai thu6c ndy dAu li co chAt cua

CYP3A4) (xem thOm ph?rn"inh huhng cua cdc thudc khac diii vcri sildenafil").

Sildenafil o trang th6i 6n dinh (80mg, 3 lAn/ngdy) ldm tdng 49,8o/o AUC cua

bosentan vi t[ng 42oA C^u*cita bosentan (125m g, 2 ldnlngdy) (xem ph6rn "inh
hwong cua cdc thu6c khdc diii vdi sildenofil").

Sildenafil (50mg) kh6ng ldm tdng th6m thoi gian chiym6u do aspirinr(150mg).

Sildenafil (50mg) kh6ng lim t[ng th6m tric dqng h4 huy6t rip cua ruqu t19n nhfrng

ngudi tinh nguyQn khoe manh vdi n6ng d6 t6i da trung binh lA 0,08yo ($Omg/dl).

ftrOng c6 tuong tric c6 y nghia ndo gita sildenafil (100mg) vd amlodifin o bQnh

nhdn tang huy6t 6p (o tu th6 ni- ng.ru chi ldm h4 th6m huy6t 6p 8mmHg aOi vOi

huytlt 6p tdm thu vd TmmHg AOi vOi huytit rip tdm truong).

Phdn tich dua tr6n crlc dir liQu an toirn cho th6y, kh6ng c6 sg khiic nhau ndo vd t6c

dqng khdng mong mu6n.o nhirng benh nhdn dtng vd kh6ng dirng sildenafil ddng

thdi v6i c6c thu6c h4 huyOt 6P.

Sfr dgng thu6c cho phg nii c6 thai vir cho con bri:

Kh6ng chi dinh dung sildenafil citrate cho phr,r nir.

Kh6n! thdy cict6c dUng b6t loi li6n quan trong nhirng nghiOn cuu vA khi ndng sinh

sin o chuQt vd tho sau khi dtrng sildenafil duong u6ng.

Tr[c dgng cria thu6c khi l{i xe vi vfln hirnh miy m6c:

Kh6ng c6-nghi$n criu vd inh hucrng cua thu6c dtin khn ndng l6i xe vi van hdnh m6y

m6c.
Do dd ghi nh6n ch6ng m6t vd thay ddi thi
sildenafil, b6nh nhdn n6n nhfln thuc c6ch

tru6c khi l6i xe hay v4n hinh m6Y m6c.

gi6c trong c6c nghiOn ciru l6m sdng vdi
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T6c dgng kh6ng mong mu6n cria thu5c:
N6i chung nhirng t6c dung kh6ng mong mu6n chi o mric tho6ng qua, nhe hay trung
binh.
Trong cdc nghiCn cuu.li6u. c6 dinh. tin sudt cua m6t vdi bi6n chrlmg tang theo lidu.
C6c nghidn criu voi liAu c6 dinh phan rinh s6t thuc hcyn cfr6 AO lieu k'huye"n cao. Ban
chAt ciic t6c dung hQng pong mu6n trong ciic nghiOn cuu niv tuong tu nhu trong
c6c nghiOn criu v6i tieu cO ainn.
Citc titc dung kh6ng mong mudn thunng duoc th6ng b6o nhAt ld dau dAu vd do birng
mat.
Cdc titc dung kh6ng. mong mu6n duoc b6o c6o trong cdc thu nghiQm l6m sdng vd
gi6m srit sau khi thu6c ltru hdnh duoc trinh bdy o Bang du6i d6y:

V6i liAu l6n hon liAu dd khuy6n c6o thi citc titc dung kh6ng mong mu5n cfrng v6n ld
circ titc dung dA li6t kC 6 tr6n, nhtmg n6i *rrg le sE g{p nhi6u hcrn.

Qua phdn tich c6c thu nghiQm ldm sdng mtr d6i c6 d6i chimg giA du-o. c g6m hcrn 700

nguoi hirng ndm dtng gii dugc vh 1300 nguoi hdng.ndm dtrng sildenafil, kh6ng
thdry c6 su kh6c bi6t ndo giira hai nh6m vC ti l9 mic nh6i m6u co tim (MI) vd ti lQ ttr
vong do tim m4ch. OOi vOi ca hai nh6m thi ti 19 nh6i mriu co tim (MD lA 1,1 tr6n

Phiin loai theo
hq co quan

nit thuong gap
(> 1/10)

Thudng g?p
(. l/100 va < 1/10)

It gip
(:1/1000 vi < 11100)

XiOm gap
(: 1fi0000 vA < 1/1000)

Nhi6m khuAn vi nhi6m ki sinh VGm moi

Rii lo?n h€ mi6o dich Qu6 m5n

R6i loan h€ thin kinh Dau diu Ch6ng mit Bu6n ngri Oong kinh'
Oqng kinh teipMt'
Ngat

R6i loan mit Mo niit
Loan thi
Chunq thAy sic xanh

Dau mit
59 anh seng
Hoa mal
Loan sic thi
Sung huy6t mAt
Ch6i m:l

Ph! mit
Sung mit
Kh6 mAt
[t imit
L6a ndt
Chr?ng thiy sic vang
Chdmg fnAy siirc d6
R6i bsn mit
xung huy6t k6t m?c
Ngrh m&
Cam giatr bit thuong d mit
Phu mi m&

R6i loan tim Nhip tim nhanh
Oenh tr6ng ngrjc

R6i loan mach m6u Con nong bung
Con do bung

Ha huy6t ap

R6i loan h6 hap. ngvc vi trung th6l Nghet moi Chay m6u cam
Tic xoang

Khan hQng

Kh6 mgi
Phti m0i

R6i loan hC tieu hoa Bu6n n6n
Kh6 ti6u

Chung tao ngugc da day
th{c quan
6i m*a
Dau bung tr6n
Kh6 mieng

Giam xuc girE miong

R6i loan da va m6 dudi da PhA ban

R6i loan h$ o ruong va m6 li6n k6t Oau co
Dau dAu chi

R5i loan h€ sinh duc va vt Cuong duong kh6ng mong mu6n'
Tang cusng duong

Cac r5i lopn chung v6 tar noi dirng thu6o Cdm gi6c nong Ngua

Ket qua ki6m kalxet nghi9m Tdng nhip lim

'Chi c6 bao ceo trong khAo s6t sau khi thu6c luu hinh
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100 ngudi hdng ndm, con ti lQ tu vong do tim mach la 0,3 tr6n 100 nguoi
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"Thdng bdo cho btic si cttc tdc dqtng khilng mong mudn ggp phoi khi sn dqng
thubc."

Qui fidu vi xfr trf
C:lc nghidn cuu tr€n ngucri tinh nguyQn su dung liAu don l6n d6n 800mg, citc tirc
dung phu cing.gi6ng nhu o li0u th6p hon, nhtmg tAn suAt vd mric dQ nghiem trong
thi cao hcrn. LiAu 200mg kh6ng ting hiQu qui nhung lai lim tang tAn ru6t ta. aung
phu (dau dAu, n6ng bimg mit, ch6ng mat, kh6 ti6u" sung huytii mfri, rhay aOi ttri
gi6c).

lrong truong hqp qu6 lidu, nOn rip dung c6c biQn phrip h6 tro chuAn theo dring y6u
c6u. Loc th4n kh6ng ldm tdng du-o. c mfc dQ thanh th6i vi sildenafil gin ktit manh
vdi protein huyi5t tuong vd kh6ng thai tru qua nudc ti6u.

Cic il{c tfnh duqc lgc hgc:
Sildenafil ld mu6i citrat cria sildenafil, dung ducmg udng aC ai6u tri r6i loan cuong
duong. Sildenafil co titc dgng irc ch6 chon loc guanosin monophosphat vdng
(cGMP-cyclic guanosine monophosphate) - phosphodiesterase dac hiqu typ 5

(PDEs).
Co Chti T6c Dung:
Co ch6 sinh ly cuong duong v4t keo theo su giAi ph6ng nitric oxid (NO) d th6 hang
trong su6t qu6 trinh kich thich tinh duc.
Sau d6 NO ho4t h6a men guanvlat cyclase, men ndy ldm tdng n6ng dQ cria cGMP tu
d6 lim gi5n co tron mach m6u cua th0 hang vd cho ph6p dong miiu chdy viro.
Sildenafil kh6ng c6 titc dpng giSn tryc ti6p tr6n thi3 hang phdn l4p cria ngudi, nhung
n6 ldm t6ng tilc dung cria NO bing ciich ric chti PDE5, ch6t ndy c6 tiic dpng phdn
hiry cGMP trong thO hang.
Khi kich thich tinh duc tao ra sU giii ph6ng NO tai ch6, thi sq ric ch6 ppp5 cria
sildenafil sE ldm t[ng lugng cGMP trong th6 hang, ki5t qui ldm gidn co tron vi tdng
ddng m6u t6i th6 hang.
O liAu dE khuytin ciio thi sildenafil chi c6 t6c dung khi c6 kich thich tinh dgc kdm
theo.
Cric nghi6n cuu in vitro cho th6y sildenafil ric chti chgn lqc PDE5.
Trlc dgng cua sildenafil chon loc tr6n PDE5 manh hon c6c phosphodiesterase dE

duqc bi6t kh6c (g6p 10 Dn aoi voi PDE6, > 80 lAn a5i voi PDE1, > 700 tAn aoi voi
PDE?, PDE3, PDE4 vd PDET- PDE1 1).

T6c dgng chon loc tr6n PDE5 manh g6p a.000 lAn so vdi PDE3, di6u ndy rdt quan

trong vi PDE3 ld mQt men li6n quan t6i su co b6p cua tim.
Cric nghiGn crfru IAm sirng

+ Tim:
Kh6ng c6 sg thay tl6i li6n quan ldm sdng tr6n dipn tur" d6 (ECGs) cua nhfrng nguoi
nam gi6i tinh nguyQn binh thubng khi dtng ciic li6u dcrn sildenafil l6n t6i 100mg

ducmg u6ng.
Sau khi dung li6u l00mg, huyi5t 6p tdm

t6i da trung
thu gi6m tOi tla trung binh le 8,3mmHg cdn

huy6t 6p tdm truong giam binh ld 5,3mmHg (tlo o tu th6 nlm
Nhirng inh huong l6n huytlt 6p tr6n nhfing nguoi dang dtrng nitrat d6ng
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Nghi6n cuu vA huytlt dQng trOn 14 bdnh nhin bi bQnh dQng mach vdnh nang.(hEp >
70% it nh6t li I dQng mach vdnh) dugc dung 1i6u dcrn 100mg sildenat'il th6y ring
huytit rip tAm thu vd tdm tnrong khi nghi ngoi giim di 7% vit 6%o so v6i truy6t ap
tru6c khi dung thu6c. Huy6t 6p tdm thu d6ng mach ph6i trung binh girim di g%.

Sildenafil kh6ng trlc cl$ng t6i cung luqng tim vd kh6ng iinh huong dong chdy qua
ciic dQng mach vdnh bi hep. vd tao ra su cii thi6n (khoang I 3o/o) trong vi6c dio
nguoc dong chiy mach vdnh duo. c kich thich bing adenosine (trong cii c6c clQng

mach bi hep vir ciic d6ng m4ch li6n quan).
Thu nghiQm ldm sdng mt d6i c6 AOi ctnmg vdi gii duoc trOn 144 bdnh nh6n r6i
loan cuong ducrng vd dau thit nguc 6n rtinh. Nhirng bQnh nhdn ndy dung thu6c
ch6ng dau thdt nguc thudng xuyOn (ngo4itru nitrat). Hq phni gEng sric ldm vi6c cho
t6i muc gi6i h4n cta dau thit nguc xu6t hiQn. O nhimg bQnh nh6n dung liAu don
l00mg sildenafil thi thoi gian kdo c5i xay ldu hcrn (19,9 giAy; khoing tin cdy 95o/o:

0,9-38,9 gi6y) (c6 y nghia th6ng kd) so voi nhtng benh nhdn dirng gia duoc. Thoi
gian glng sric trung binh (dugc di6u chinh voi muc co bin) cho t6i gi6i han dau
thit ng c ld 423,6 gilty 6 nhirng nguoi dirng sildenafil vd 403,7 gi6y o nhfrng nguoi
dung gia du-o. c.

Nghi6.n cuu mi d6i ngiu nhi6n, c6 d6i chimg vdi gii du-o. c (v6i lidu sildenafil thay
d6i, t6i da 100mg) trdn 568 nam gi6i bi r6i loan cuong duong vd tdng huytit rip.

Nhirng bQnh nhdn ndy ludn lu6n phdi dtng ft nhit hai loai thu6c ch6ng tdng huy6t
6p. Ktit qui sildenafil cii thi6n khi ndng cucrngTl% o nhirng ngudi dtrng sildenafil
so v6i 18% o nhirng nguoi dung gii duo. c. Ti le giao hqp thanh c6ng o nhfrng

ngudi ding sildenafil 62Yo so v6i 26% o nhirng nguoi dtrng gii dugc. Ti lQ gap c6c

t6c dpng kh6ng mong mu5n o nhirng b6nh nhdn ndy cflng tuong t.u nhu d nhirng
nh6m benh nhdn kh6c, cfrng nhu kh6ng thay d6i o nhirng nguoi dung 3 hay nhi6u
hon c6c thu6c ch6ng tdng huy6t 6p.

+ Thi gidc:
Sg kh6c nhau trong viQc ph6n biQt miu nhe vd tho6ng qua (xanh da trdi/xanh 16 cdy)

duo.c phiit hiQn thiy o mQt vdi trudng hgp dung test Farnsworth-Munsell 100 hue

sau 60 phft khi dung fidu 100mg, cdn sau 120 phrit kh6ng c6 mQt inh hucrng ndo

duo. c chimg minh. Co ch6 chinh cria sg thay d6i phdn biQt mdu c6 liOn quan t6i viQc

fc chij PDE6. Lo4i men ndy c6 nhiAu o vdng m4c. Ciic nghi0n ctru in vitro chi ra

ring sildenafil uc ctri5 pOpO k6m hon 10 lAn so v6i PDE5. Sildenafil kh6ng c6 inh
hy*g ndo tr6n tinh linh ho4t cta thi lqc, sq nhay cim c6n quang, di6n vdng mac

<16, 6p luc trong mdt ho4c do d6ng tu.
Trong mQt nghiOn cuu ngang c6 d6i chimg o nhtng bQnh nhdn tho6i ho6 cli6m vdng

c6 1i5n quan tOi tu6i (nl9)Jhi .ild.runtli6u dcrn, 100mg) duoc dung n4p t6t vd

kh6ng c6 mQt anh hucrng niro c6 y nghia tr6n ldm sdng lOn cdc test thi lUc (tinh linh

hoat iria thi luc, luoi Aisler, phin 6i9t *ar, tin hieu ddn giao th6ng, thi truong k6

Humphrey).
+ Tinh hi€u qud:

do tdm 11,;, th0 h6n hqp) duoc cho dtng sildenafil. HiQu qud cria sildenafil

:
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gi6 bing c5c c6u h6i drinh gi6 chung, nhat ki cuong duong, bing cdu
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chric ndng cuong quOc. tC IIEF (International lndex of Erectile Function). vd bing
cdu hoi ddnh cho cric d6i t6c tinh duc cua cric bQnh nh6n.
HiQu qud cta sildenafil la kha ndng dat duoc vd duy tri cuong cring dt dd ti6n hdnh
giao hgp. Hi6u qua ndy dI duoc chimg minh qua t6t cb 2l nghidn cuu tr0n vir duoc
duy t1l,gua.c6c nghiCn criu mcr rdng keo ddi (tren 1 nam). Trong c6c nghiCn criu
dung li6u c6 dinh, ti le cii thien khA ning cucrngld 62% (v6i li6u sildenafil 25mg).
74Yo (voi liAu sildenafil 50mg),vit82oh (v6i li6u sildenafll l00mg) so s6nh vOi t6t
quil 25% o nh6m dtng gia ducr. c. Ngodi sq cii thien kha ndng cuong thi sildenafil
con cdi thiQn sg khorii cam, sy thoi mdn khi giao hqp vd su hdi long chung.

Qua ciic thu nghiOm th6y ring:
+ TrCn cric benh nhdn drii th6o tludng, ti lQ cii thien khi nlng cuong cua sildenafil

lit 59% so v6i 16% b nhirng ngudi dung gia duoc.
+ Trdn cric bQnh nhdn cit tuy6n ti6n li6t triet d6 thi ti le ndy ld 43o/o so voi l5Yo 6

nhirng ngudi dung gii duoc.
+ TrOn c6c benh nh6n ch6n thuong ruy s6ng thi ti lq ndy ld 83% so voi l2%o d

nhirng nguoi dirng gii dugc.

Crlc rl{c tfnh dugc dQng hgc:
Du-ry. c dQng hgc cua sildenafil tuong img voi lidu trong khoing lidu khuy6n crlo.
Sildenafil dugc chuy6n h6a chinh tai gan (chu ytlu qua cl.tochrom P450 3A4) vd c6c

ch6t chuy€n h6a cua n6 c6 ho4t tinh gi6ng ch6t m9 (sildenafil).
. Hdp thu:

Sildenafil duo. c h6p thu nhanh sau khi u6ng, v6i sinh khi dpng tuyQt ddi trung binh
khoang 4l% (dao dQng tu 25-63%).
Tftn in vitro, n6ng <lQ 3,5nM sildenafil uc ch6 men PDE5 cta nguoi khoang 50%.
TrOn ngudi, n6ng d6 sildenafil tg do t6i da trung binh sau khi dung m6t liAu <lon

100mg ld x6p xi 18ng/ml hoac 38nM. 
.

C6c n6ng dq t6i da d4t duoc trong huytit tuong tt 30-120 phrit (trung binh 60 phirt)
du-o. c quan set khi u6ng thu6c hic rl6i.
Thric In c6 him luqng md cao ldm giim khi nlng h6p thu cta sildenafil, vdi thoi
gian giam trung binh T** ld 60 phirt, vd C,* giim trung blnh29yo,triil4i mric dQ

hdp thu 46ng.anh hucmg d6ng tC (aiQn tich du6i dudng cong giim ll%).
. Phdn bd thu6c:

the tich phdn b6 thu6c trung binh cria sildenafil (Vss) la 105 L, phdn bO tap trung
vdo c6c m6.
Sildenafil vd ch6t chuy,Sn ho6 o vdng tuAn hodn l6n cira n6 li N-desmethyl gin tdi
96%o vito protein huyiSt tucrng. ViQc gin vdo protein huy6t tuong kh6ng phu thuQc

. ;. -^ .A
vao nong oq tong cua no.

N6ng d9 cta sildenafil trong tinh dich cira nhirng ngudi tinh nguy6n khoe manh sau

khi u6ng thu6c 90 phirt ld nho hon 0,0002% liAu su dung (trung binh 188ng).
. Chuydn hda thudc:

Sildenafil duo. c chuyOn h6a chu yiiu boi ciic men CYP3A4 (<tucrng chinh) vd

,,

r

CYPzCg (tlucrng phg) c6 o gan.

C6c ch6t chuy6n ho6 o vdng chuy6n hori chinh cira sildenafil t4o ra tu qu6

desmethyl h6a, vi vd sau d6 lai dugc chuy6n h6a ti6p.

(
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Cric chAt chuy6n ho6 ndy c6 ho4t tinh chon lqc d6i v6i PDE tuong tu nhu sildenafil
vd trOn in vitro tinh chon loc d6i v6i PDE5 x6p xi 50oh ciachit me.
O nhirng nguoi tinh nguyQn khoe manh, n6ng dQ trong huy6t ruong cta c6c chdt
chuydn h6a xdLp xi \i,40% n6ng d6 ch6t me.
ChAt chuyCn h6a N-desmethyl lai duoc chuy6n h6a ti6p tuc, c6 thoi gian brin hty ld
4 gio.

. Thai tr* thu6c;
DQ thanh thai todn bQ cua sildenafil ld 41 L/gio vdi nua thoi gian pha cu6i la 3-5
gi0.
Sau khi dung duong u6ng hay ti6m tinh mach, sildenafil dugc thiii tru chu y6u qua
phdn dr{6i dang ch6t chuy6n h6a (khoan g 80% liAu u6ng) vd mQt phAn nho qua
nu6c ti6u fthodng 13% li6u u6ng).

. Ductc dQng hqc o cdc diit ttrqng b€nh nhdn ddc biQt;
+ Nguoi gid:
TrOn nhirng nguoi gid khoe manh (tir 65 tu6i tro l6n), rlQ thanh thai cta sildenafil
gidm di, k6t qua ld n6ng tl6 sildenafil vd ch6t chuyOn h6a c6 ho4t tinh N-desmethyl
trong huyiSt tuong cao hor khoing 90% so v6i n6ng dQ nhirng ch6t ndy o nhirng
nguoi tinh nguyQn tr6 khoe manh (tt 13-45 tu6i). Do su gin k6t sildenafil vdo
protein huy6t tuong phu thuQc vdo tu6i, n6ng dQ tg do cua sildenafil trong huytlt
tuong tdng tucmg img kho6ng40%.
+ Ngucri suy thdn:
TrCn nhirng ngudi suy than nhe (d0 thanh thdi creatinin : 50-80ml/phrit) hay trung
binh (tlQ thanh thii creatinin : 30-49ml-/phrit), khi dung mQt li6u dcrn sildenafil
(50mg), kh6ng th6y c6 U6t c0 sU thay ddi niro vO duo. c tlQng hgc.
TrOn nhirng nguoi suy ndng (ct6 thanh thii creatinin < 30ml/phrit), tlQ thanh thii
cira sildenafil bi gi6m, d5 ldm tdng xdp xi gdLp d6i dien tich du6i duong cong AUC
(100%) vd C,* (88%) so vdi nguoi o cung dg tu6i nhung kh6ng b! suy thfln (xem
phdn Liiu luqng vd Cdch turg).
Thdm vdo d6, crlc gi6tri C,"* vd AUC cua chAt chuy6n h6a N-desmethyl tdng c6 y
nghia 200% vit 79% l6n lugt o cdc d6i ruong suy th4n ndng so v6i o cilc d6i tugng
chtc ndng than binh thucrng.
+ Ngudi suy gan:

TrOn nhirng ngudi xo gan (Child-Pugh A, Child-Pugh B), d0 thanh thii ctra

sildenafil bi giAm, ktlt qui lim tdng di6n tich du6i dudng cong AUC (85%) vd

C^* (47yo) so v6i ngudi kh6ng b! suy gan o cung dQ tu6i (xem phdn Liiu luq ng vd

Cdch di.mg). Dugc <lQng hgc ctia sildenafil 6 benh nhdn suy gan ndng (Child-Pugh

C) chua duo. c nghiCn cuu.
Cic dir liQu an toirn tidn lfim sing:
Kh6ng tim th6y bing chimg ndo ve rura ndng gdy ung thu trong mQt nghiOn cuu tr6n

chuQt c6ng k6; dai i+ tnaigdirng HAu lon g6p 42 hn (tinh theo mg/kg) vd gAn gd'p

5 lAn (tintr-theo mg/m2) so v6i hAu t6i da dd khuytln crio dtrng tr6n nguoi (Maximum

.J,4

Recommended Human Dose - MRDH) vi mQt nghiOn cuu khdc tr6n

ddi 18-21 th6ng v6i li6u lcrn g6p 21 lAn (tinh theo mg&g) vit gdp 2

mglm2) so vdi liAu dtng t6i da o ngudi d5 dugc khuy6n c6o (MRDH)
Cric test giy dQt bitin o vi khuAn vd in vivo dAu 6m tinh.

chuQt nhdt k6o

. 

Dn (tinh theo
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Kh6ng c6 mQt anh hucrng niro l6n tinh chuydn dQng vd hinh th6i cua tinh trtng sau

khi dung li6u dcvn 100mg sildenafil tr6n nhirng nguoi tinh nguy6n khoe manh.

Trinh biry: HQp I vi x 4 vi6n

Bf,o quin: o noi kh6 16o, nhi6t d0 du6i 30oC, trilnh 6nh sring.

H4n dtng: 36 th6ng kC tir ngdy sin xu6t. Kh6ng dtrng thu6c qu6 han sri dpng ghi

tr6n bao bi
Ti6u chuin: Nhd sAn xuAt

Cinh b6o:

- Khilng dilng qud liiu
- Gi* thuilc ngodi tilm tay tri em.

San xudt tqi in dQ boi:
M/s AKUMS DRUGS & PHARMACEUTICAL LTD.,
lg-2l Sector-6A, I.I.E. Sidcul, Ranipur, Haridwar- 249403,An dg.
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