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Ry - Thudc ban theo dan

PENEGRA 50
(Vién nén bao phim Sildenafil 50 mg)

CANH BAO:

Chi dung theo sy ké don cda bdc sl.

NéEu cdn thém théng tin, xin hdi ¥ kién bdc si.

Khéng ding qud liéu chi dinh.

Xin théng bdo cho bdc sT biét cdc tdc dung khéng mong mudn xdy ra trong qud trinh si dung.
P& thubc xa tdm tay tré em.

Doc ky hudng ddn sit dung trude khi sit dung.

Khéng dung thudc da qud han sit dung.

THANH PHAN:

M3i vién nén bao phim ¢6 chifa:

Hoat chdt: Sildenafil citrat tuong duodng Sildenafil ... .50 mg

Ta duge: Cellulose vi tinh thé, dibasic calci phosphat, polysorbat 80 PVP(K30) nnh bot, natri
crosscarmellose , magnesi stearat, silic dioxid keo, HPMC (6¢cps), PEG 6000, talc tinh ché,
titan dioxid, oxid sit dd.

DUQC LUC HOQC :

Sildenafil 12 mudi citrate cla sildenafil, ding dudng uéng d€ diéu tri r6i loan cudng dudng.
Sildenafil ¢6 tdc dung dc ché€ chon loc ¢cGMP (cyclic guanosin monophosphat ) —
phosphodiesterase dic hiéu type 5 (PDES).

Co ché tdc dung: Co ch€ sinh ly cuong dudng vat kéo theo sy gidi phéng nitric oxid (NO) &
th& hang trong sudt qud trinh kich thich tinh duc. Sau d6 NO hoat hod men guanylat cyclase,
men nay lam ting ndng d6 clla cGMP ( cyclic guanosin monophosphat) tir 6 1am gian ¢d tron
mach mdu cda thé hang va cho phép dong mdu chdy vao. Sildenafil khéng ¢6 tic dung gian
tryc ti€p trén thé hang phan 1ap clia ngudsi, nhung né 1am ting tic dung clia NO bing cdch iic
ché€ PDES. Chét nay c6 tdc dung phan hiy cGMP trong thé€ hang. Khi kich thich tinh duc tao
ra sy gidi phéng NO tai chd, thi sy fc ch€ PDES ciia sildenafil s& 1am ting lugng cGMP trong
thé€ hang, k&t qua lam gidn cd tron va ting dong mdu tdi thé hang. O liéu di khuyén cdo thi
sildenafil chi cé tdc dung khi ¢6 kich thich tinh duc k&m theo.

Cdc nghién citu in vitro cho thiy sildenafil &c ch& chon loc PDES. T4c dung cila sildenafil
chon lgc trén PDES manh hon cdc phosphodiesterase da dugc biét khac( >10 lan d&i v6i
PDES6, > 80 lan d6i véi PDE1, > 700 lan d6i v6i PDE2, PDE3, PDE4 va PDE7- PDE11). T4c
dung chon loc trén PDES manh gdp 4.000 lan so vdi PDE3, di€u nay rat quan trong vi PDE3
12 mdt men lién quan tdi sy co bép cla tim.

DUQC PONG HOQC :

Sildenafil dugc chuyén hod chinh 1a & gan (chd y&u 1a & cytochrom P450 3A4) va cdc chit
chuyén hod ctia né c6 hoat tinh gidng cha't me (sildenafil).

Trén in vitro, néng d6 3,5 nM sildenafil Gc ch€ men PDES clia ngudi khodng 50%. Trén
ngudi, nong do sildenafil tr do t&i da trung binh sau khi ding mét liéu don 100 mg 13 xap xi 18
ng/mL hodc 38 nM.

Hap thu: Sildenafil dugc hap thu nhanh sau khi udng, véi sinh khd dung tuyét d&i khodng 40%
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(dao ddng tir 25-63% ) va dat dudc ndng d6 t5i da trung binh trong huyét tudng tir 30- 120 phut
( trung binh 60 phit ). Thic an ¢6 bam lugng md cao lam gidm khd ning hip thu cda
sildenafil v&i thei gian gidm trung binh trong Tmax 13 60 phit, vA Cmax gidm trung binh 29
%.

Phén b6 thude: ThE tich phian bd thudc trung binh ciia sildenafil (Vss) 14 105 L, phian bd tip
trung vao cdc mé. Sildenafil va chit chuyén hod & vong tudn hodn I8n clia né 12 N-desmethy!
gin t8i 96% vao protein huyét tuong. Viéc gdn vao protein huyét wong khéng phu thude vao
néng d6 téng ciia né. Néng d6 cha sildenafil trong tinh dich cda nhing ngudi tinh nguyén
khde manh sau khi uéng thuéc 90 phiit 12 nhd hon 0,0002% 1iéu s dung (trung binh 188 ng).
Chuyén hod thude: Sildenafil dude chuyén héa chli y&u bdi cic men CYP3A4 (dudng chinh)
vd CYP2CO (dwdng phu) c6 & gan. Cdc chit chuyén hod & vang chuyén hod chinh cia
sildenafil tao ra tir qué trinh N-desmethyl hod, va vi sau d6 lai duge chuyén hda ti€p. Cic
chat chuyén hod nay cé hoat tinh chon loc déi vdi PDE tdng t nhu sildenafil va teén in vitro
tinh chon lgc d8i v8i PDES xdp xi 50% cilia chd't me. Nng d6 trong huy&t tuong clia cdc chét
chuyén héa xip xf 1a 40% ndng do chat me. Chat chuyén héa N- desmethyl lai dirge chuyén
héa ti€p tuc, ¢6 thdi gian ban hly 1a 4 gid.

Pio thdi thudc: Bo thanh thii todn bd cla sildenafil 1a 41 L/h v6i nla thdi gian pha cudi 1a 3-
5 gi®, Sau khi diing duBng udng hay tiém tinh mach, sildenafil dugc thai trir cht y€u qua phén
dudi dang chdt chuyén héa (khodng 80% li€u ubng) va mdt phin nhd qua nudc tiéu (khodng
13% liéu udng ).

Dugc dong hgc ¢ cdc déi twgng bénh nhan diic biét

Nguoi gia: Trén nhilng ngudi gia khde manh (tir 60 tudi trd 1&n), d6 thanh thii cda sildenafil
gidm di v ndng d6 tw do trong huy€t tuong cda né 16n han § nhitng ngudi tré khée manh (tudi
tir 18 d€n 45) x4p xi 12 40%. Nhiéu nghién citu cho thiy tudi khéng lam dnh hudng tdi i 1&
gap cdc tdc dung khéng mong mudn.

Nguoi suy thdn: Trén nhitng ngudi suy thin nhe (49 thanh thai creatinin: 50-80 mL/phiit) hay
trung binh (46 thanh théi creatinin; 30-49 mL/phut), khi ding mét liéu don sildenafil (50 mg),
khong thiy c6 bat cit sy thay déi ndo vé& duge ddng hoc. Trén nhitng ngudi suy nang (d6 thanh
thai creatinin < 30 mL/phiit), d§ thanh thdi ciia sildenafil bi gidm, di 1am ting xdp x{ gdp déi
dién tich dudi dudng cong AUC (100%) va Cmax (80%) so vdi ngudi khdng bi suy.

Ngudi suy gan: Trén nhifng ngudi xd gan (Child A, Child B), d6 thanh thai cla sildenafil bi
gidm, k€t qud 1am tdng dién tich dudi dudng cong AUC (84%) va Cmax (47%) so vdi ngudhi
khéng bi suy gan.

CHI BINH:

SilQenaﬁl ding d€ diéu trj cdc tinh trang 18} loan cudng dudng

LIEU LUGNG VA CACH DUNG:

Thudc ding duting uéng. Diing theo su ¢hi din clia bac s§ nam khoa.

Can c6 hoat ddng kich thich tinh duc thi Sildelafil méi ¢6 higu qua.

Ding cho nam gidi trudng thanh:

Hau hét cdc b&nh nhin dudc khuyé&n cdo diing liéu 50 mg, udng trude khi quan hé finh duc
khoang 1 gig.

Dua trén sy dung nap va tdc dung clia thudc, liéu cé thé ting 1&n tdi mitc di da 13 100 mg
hoic gidm t8i mitc 25 mg. Liéu t3i da 13 100 mg, s& 14n ding t61 da 13 1 14n mdi ngiy. Tuy
nhién khoéng nén s dung thuéc mdi ngay vi tinh an todn [du dai cla thudc chua duge thue
nghiém.

Déi voi bénh nhin suy thin



Cédc trydng hdp suy thin nhe hodc trung binh (d6 thanh thdi creatinin = 30 - 80 mL/phiit), thi
khéng cin diéu chinh liéu.

Ciéc trudng hgp suy thin niang ( d8 thanh th3i creatinin < 30 mL/phiit ), thi liéu nén diing 13 25
mg vi d6 thanh thdi cla sildenafil bi gidm & nhitng bénh nhin nay.

D6t voi bénh nhén suy gan

Liéu nén dung 1a 25 mg vi d6 thanh thdi cla sildenafil bi gidm & nhitng bénh nhin nay (vi du
bénh xa gan).

P61 vdi bénh nhin dang phii ding cde thude khic

Nhifng bénh nhan dang phdi diing thuéc ritonavir thi liéu khéng duge vugt qua mdt liéu dan
181 da 1a 25 mg sildenafil trong vong 48 gid.

Nhifng bénh nhin dang phdi diing cd¢ thudc ¢é tdc dung ¢ ché€ CYP3A4 (vi du erythromycin,
saquinavir, ketoconazol, itraconazol) thi liéu kh3i ddu nén diing 1a 25 mg.

D31 vdi tré em

Khéng diing cho tré em dudi 18 tudi .

Pai voi nguoy gia

Khéng cin phai diéu chinh liéu.

CHONG CHI DINH :

Qu4 man v&i Sildenafil hay bt ctf thinh phan nio clia thudc.

Sildenafil 1am tidng tdc dung ha huyét 4p cla cdc nitrat cAp v man tinh. Vi vdy chdng chi
dinh ding sildenafil cho nhifng b&nh nhan dang diing nhitng chit cung cap nitric oxid, cdc
nitrat hifu cd hay nhifng nitrite hitu cg.

Khéng diing cho phu nit. Tré dudi 18 tusi.

CANH BAO VA THAN TRONG:

Khuyén cdo: Chi diing theo sir ké don clia bdc s§ nam khoa.

Phdi khai thdc ti€n s vd khdm 1im sang t mi d€ chdn do4n r6i loan cudng duong, dé xdc
dinh nhitnh nguyén nhin tiém 4n v xdc dinh hudng diéu tri thich hap.

Vi ¢6 thé ¢6 mot s8 nguy cd v& tim mach lién quan v8i hoat dong tinh duc ¢6 thé x4y ra, nén
thay thudc phdi chu ¥ t6i tinh trang tim mach cia bénh nhan trude khi tién hanh diéu tri rdi
loan cudng dudng.

Qua mdt s6 thiy nghiém l1am sang thdy ring sildenafil ¢ thuéc tinh gidn mach todn thin giy
ha huyét 4p thodng qua. P61 vdi hau hét cdc bénh nhan, didu dé ¢é 4nh hudng rit it hodc
khong ¢6 dnh hwdng gi. Tuy nhién trudc khi ké don, thay thudc phai chi ¥ téi nhitng bénh
nhin ¢6 tinh trang bénh 1y ma cé thé bi 4nh hudng bdi tdc dung ndy vi dac biét khi ¢6 thém
hoat déng tinh dec. Nhitng bénh nhin ¢6 cdn rd dong chdy thdt wrdi (vi du hep déng mach
chl, b&nh cd tim phi dai tic nghén) hay mic héi chiftng teo da hé théng 13 nhitng bénh nhin
c6 taing min cdm vdi cdc yéu 6 gidn mach, bi€u hién bing su suy gidm trdm trong kha nang
khéng ch€ huyét 4p tr déng 14 nhitng ngudti cdn phai rit cin nhic khi diéu tri,

C4n than khi k& don cdc tdc nhin diéu tr r8i loan cudng dudng cho nhitng bé&nh nhin cé cic
bi€n dang vé gidi phiu ducng vat { nhr ducng vit gdp géc, bénh x0 hod thé hang, hay bénh
Peyronie), nhitng b&nh nhdn c6 bénh 1y dé gdy cuong dau duong vat (htr bénh thi€u mdu hong
cau hinh liém, bénh da u tuy, bénh bach ciu).

Ciing cin thin khi ké& don cdc téc nhin diéu tr r8i loan cuang dudng cho nhitng bénh nhin c6
cdc bé&nh ma khong thich hgp véi hoat ddng tinh duc (vi du bénh nhin c6 rdi loan tim mach
trdm trong nhu dau thit nguc khdng 6n dinh, suy tim ning),

Tinh an toan va hiéu qud cda viéc phdi hdp sildenafil véi cdc thudc diéu tri r8i loan cudng
duong khdc khdng dugce nghién cifu, vi vay khong phdi hgp diéu tri cdc thude ndy.
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Cdc nghién citu in vitro trén ti€u cau ngudi cho thiy sildenafil ¢6 dnh hudng t&i khd ning
ch&ng ngung két ti€u cau cla natri nitroprussid (chi't cho nitric oxid). Hién nay chua ¢é thdng
tin an toan vé viéc sif dung sildenafil trén nhitng bénh nhin bi r8i loan déng mdu hoic loét
tiéu hod cdp tinh, vi vy cin thin trong 8 nhifng bénh nhin nay.

Mot s6 it bénh nhdn viém véng mac sic t§ ¢é cdc réi loan vé gen phosphodiesterase & ving
mac, can phai than trong khi diéu tr sildenafil & nhitng b&nh nhan nay vi chua ¢é nhifng bing
ching an toan .

Sir dung cho phy nit ¢d thai vd cho con bi : Khong c6 chi dinh Sildenafil cho phu nit. Khéng
lam thiyc nghi¢m trén phu nit c¢é thai hoac nudi con bd.

ANH HUONG TREN KHA NANG LAI XE VA VAN HANH MAY MOC

Chua ¢6 bdo cdo lién quan, Tuy nhién thudc cé thé giy tic dung phu dau dau, chéng mit, do
d¢ nén than trong khi 14i xe va vin hanh mdy méc.

TUGNG TAC THUOC:

Cdc nghién cu in vitro

Chuyén héa sildenafil di&n ra chd y&u bdi cdc phin nhém cytochrom P450 (CYP) dang 3A4
(duBng chinh) va 2C9 (dudng phu). Vi vdy tit ¢d cdc tdc nhin giy tc ché nhitng phin nhdm
nay déu lam gidm dd thanh thai cla sildenafil.

Cac nghién cdu in vive

Cdc phan tich duge ddng hoc qua cdc dit liéu thit nghiém 14m sang cho thdy, khi diing déng
th&i sildenafil véi cdc tdc nhin tic ché CYP3A4 (nhu erythromycin, ketoconazol, cimetidin) s&
lam giam d& thanh thdi cda sildenafil.

Cimetidin (800 mg) 1a mdt tdc nhan ¢ ch€ khong dic hiéu CYP, khi ding dng thdi vdi
sildenafil (50 mg) s& lam ting néng dd cla sildenafil trong huyét twong 1&n 56% trén nhitng
ngudi khde manh.

Erythromycin (500 mg diing 2 1an m&i ngay trong 5 ngay) 13 mdt tdc nhin c ché€ dic hién
CYP3A4, khi dung déng thdi vdi liéu don 100 mg sildenafil, d 1am ting dién tich dudi dudng
cong sildenafil (AUC) 1&n t8i 182%. Ngoai ra viée ding déng thdi mdt lidu don 100 mg
sildenafil vdi tic nhdn tc ch& protease clia HIV saquinavir (1200 mg diing 3 1an mdi ngay),
diy ciing 12 mdt tAc nhan gdy trc ch€ CYP3A4, di 1am ting Cmax cla sildenafil 1&n t&i 140%
va ting AUC lén idi 210%. Sildenafil khéng ¢6 mdt dnh hudng nao téi duge déng hoc cda
saquinavir. Céc tdc nhin fc ch€ CYP3A4 manh hon nhi ketoconazol va itraconazol cling s&
cé nhirng anh hudng Idn han.

Viéc dung ddng thdi li€u don 100 mg sildenafil vdi tdc nhin (¢ ché protease cha HIV
ritonavir (500mg, diing 2 1an mdi ngay) d4 1am ting Cmax cla sildenafil 1&n tdi 300% (gdp 4
1in ) va ting AUC trong huyét tuong 1&n tdi 1000% ( gdp 11 1dn ). Thdi diém 24 gid sau ding
thudc, ndng d6 cia sildenafil trong huyét tusng van xap xi 200 ng/mL so vdi 5 ng/mL khi ding
m6t minh sildenafil. Piéu ndy néi 1én tdc ddng 16 rét cla cdc ch4t ritonavir 1&n P450.
Sildenafil da khéng ¢6 dnh hudng nio tdi duge ddng hoc cia ritonavir.

Khi dung sildenafil cho nhitng bénh nhin dang diéu tri cdc tic nhin cé kha nang tc ché tiém
tang CYP3A4, nhu da khuy€n cdo thi nong ¢4 sildenafil tr do trong huyét tuong khéng duge
virgt qud 200 nM va phai dung nap tot.

Nhitng liéu don cdc thude khdng axit {magnesi hydroxid, nhdm hydroxid) khéng dnh hudng tgi
sinh kha dung cia sildenafil.

Qua cde dir liéu vé€ dugc déng hoc trén cac thif nghiém ldm sing thay ring, cdc tic nhan ifc
ch&€ CYP2C9 ( nhu tolbutamid, wafarin ), fc ch&€ CYP2D6 ( nhir cdc thudce e ch& tdi hip thu
¢6 chon loc serotonin, thudc chong traim cdm loai 3 vdng ), thudc 1di niéu thiazid, cdc chat vc
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ch€ enzym chuyén angiotensin (ACE) va cdc thudc chen kénh canxi déu khéng lam anh
hudng t8i dudge ddng hoc ciia sildenafil.

Trén nhitng ngudi nam gidi tinh nguyén khde manh khéng thdy ¢é 4nh hudng niao cita
azithromycin { 500 mg moi ngdy trong 3 ngay ) téi AUC, Cmax, Tmax, hing s dao thdi, thdi
gian bdn hily clia sildenafil ciing nhu chuyé&n héa & con dudng chinh clia né.

Anh hudng ciia sildenafil ddi véi cdc thude khde

Cac nghién ciu In vitro

Sildenafil 1a mdt tdc nhin e ché yé&u cdc cytocrome P450 phin nhém 1A2, 2C9, 2C19, 2D6,
2E1 va 3A4 (IC50 > 150 uM ).

Sau khi diing li€u khuyén cdo thi ndng dé dinh trong huy&t tudng cia sildenafil xdp xi 1uM.
Piéu d6 khdng cé nghia 14 sildenafil s& thay d61 dd thanh thai cdc co chilt clia cdc isoenzym
nay.

Cac nghién cu In vive

Sildenafil di dugc chitng minh 14 c6 kha ning lam ting tic ddng ha huyét 4p cita cdc nitrat
cAp va man tinh. Vi vy chéng chi dinh diing sildenafil cing vdi cdc chit cho nitric oxid, cdc
nitrit hitu cd hay nitrat hitu c¢ dudi bat k¥ hinh thic ndo dit 1a thudng xuyén hay ngit quing.
Khéng ¢6 tuong tdc ¢é y nghia nao gitta sildenafil va tolbutamid (250 mg) va warfarin(40mg) (
14 cdc chdt duge chuyén hod bdi CYP2CY).

Sildenafil khéng dnh hudng téi duge dong hoc clla cdc tdc nhin 1¥c ché protease clia HIV nhu
ritonavir, saquinavir (12 nhitng cd chat cia CYP3A4).

Sildenafil(50 mg) khong lam ting thém thdi gian chdy mdu do aspirin (150 mg).

Sildenafil(50 mg) khéng lam téing thém tdc dung ha huyét 4p cla rugu trén nhifng ngudi khde
manh v8i ndng do t&i da trung binh 12 0,08%(80 mg/dL).

Khéng cé wwong tic cé ¥ nghia nio giifa sildenafil (100 mg) va amlodipin & bé&nh nhin ting
huy€t dp (& ur th€ nim ngia chi 1am ha thém huyé&t 4p 8 mmHg d&i véi huyé&t 4p tim thu va 7
mmHg ddi vdi huyé&t 4p tim truong).

O nhitng bénh nhan phi dai tuyén tién liét dang diing doxazosin (4 mg) thi sildenafil (25 mg)
1am gidm thém huy€t dp trung binh 13 7 mmHg d8i v&i cd huyét 4p tAm thu va tim truong (do
8 o thé ndim). Khi diing 1iéu cao Sildenafil v8i Doxazosin (4 mg) da 1am ha huyét 4p w thé &
mot vai bénh nhin trong vong 1- 4 giy sau dung thude. Viée dung sildenafil & nhitng bénh
nhan dang phai diéu tri bing c4c thudc chen alpha giao cdm c6 thé giy ha huy&tdp toan thin
& mot s& bénh nhan.

Qua nhitng phin tich dya rén cdc dif liéu an todn cho thay, khong ¢6 su khdc nhau nio vé tdc
dung khong mong mudn & nhitng b&énh nhin diing sildenafil déng thdi vdi cde thude ha huyé&t
dp va nhitng bénh nhin khéng ding cdc thudc nay.

SUDUNG CHO PHU NU CO THAI VA CHO CON BU

Khéng ¢é chi dinh Sildenafil cho phu nt. Khdng lam thuyc nghiém trén phu nif cé thai hoic
nudi con bu.

TAC DUNG KHONG MONG MUON:

N6i chung nhirng tdc dung khéng mong mudn chi & mdc thodng qua, nhe hay trung binh.
Trong cdc nghién cttu li€u cf dinh, i 1& clia mdt vai bi€n chitng ting theo liéu.

Bén chat cdc tic dung khéng mong mudn trong cdc nghién citu lidu thay ddi twong w trong
cdc nghién citu liéu ¢ dinh.

Cdc tdc dung khong mong mudn thudng dudc thong bdo nhit 12 dau ddu va dd bitng mit, xin
xem thém bdng dudi diy.

LBzfng 1: Cdc tdc dung khéng mong mudn rit thiyng gip (21/10)
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i B phén trén cd thé T4c dung khéng mong mudn | Sildenafil (%) | Gia dugc (%)
X n=3350 n=2995
R&i loan hé thin kinh Pau diu 10,8 2,8
R&i loan mach mdu Gidn mach (dé birng mit) 10,9 1,4
Bdng 2: Cdc tdc dung khéng mong muén thudng gdp( 21/100 va <1/10)
B6 phin trén cd thé T4c dung khéng mong muén | Sildenafil (%) | Gid dugc (%)
n=3350 n=2995
R6i loan hé thin kinh Chéng mat 2,9 1,0
R&i loan mit Thi e bat thudng (nhin md, 2.5 04
ting nhay cam vdi dnh sdng)
Loan sic gidc (nhe va thodng 1,1 0,03
qua)
R&i loan tim Tim dip nhanh 1,0 0,2
R&i loan hé hap, Iong Viém mii (xung huy&t miii) 2,1 0,3
nguc va trung that
R6i loan tiéu hod Khé tiéu 3,0 0,4

QUA LIEU VA XU TRI KHI QUA LIEU:

Nghién cttu trén nhitng ngudi tinh nguyén dung liéu don 800mg sildenafil cho thdy cdc tdc
dung khdng mong mudn & liéu nay twdng tr nhu & liéu thap, nhung tan xuat gap thi ting lén.
Trong trudng hop qué lidu, yéu cdu phai c6 cdc bién phdp hd trg chudn.

Tham phin thin khong lam ting d6 thanh thdi vi sidnafil gin vdi protein huyét tuong va
khong bi thdi trir qua nudce tiéu.

BAO QUAN:

Bdo qudn dudi 30°C, trdnh 4nh sdng.

DANG BAO CHE VA QUY CACH PONG GOI:

Hop 1 vix 4 vién nén bao phim.

TIEU CHUAN CHAT LUGNG:

Tiéu chudn nha sdn xuat

HAN DUNG:

24 théang k& tif ngay san xuit

S6 16 sdn xudt (Batch No.), ngdy sdn xudt (Mfg. date), han ding (Exp. date): xin xem trén }g‘
nhin bao bi. ﬁ}

Sdn xui't bdi:
CADILA HEALTHCARE LTD. o
Swaraj Majra, Juddi Kalan, Baddi, Dist. Solan (HP) India. 173 205

Cd s8 s& hitu gidy phép luu hanh sdn phdm:
CADILA HEALTHCARE LTD.
""Zydus Tower'" Satellite Cross Road, Ahmedabad 380 015, India.
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