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E Far oral administration. Store in a dry place below 30°C.
a Protect from light.
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Rx Thube nay chi dung theo don thudc

ISODAY 20 (Vién nén isosorbide mononitrate 20 mg)
ISODAY 40 (Vién nén isosorbide mononitrate 40 mg)

bé xa tim tay tré em,
Doc k§ hwémg din sir dung trwée khi diing.

THANH PHAN CONG THUC

ISODAY 20

Thanh phan hoat chit: Isosorbide mononitrate 20 mg

Thanh phc‘fn ta dwgc: Colloidal anhydrous silica (aerosil), lactose monohydrate, magnesium
stearate, maize starch, microcrystalline cellulose PH-102, purified talc.

ISODAY 40

Thdnh phdn hoat chit: Isosorbide mononitrate 40 mg

Thanh phan té dwgc: Colloidal anhydrous silica (aerosil), lactose monohydrate, magnesium
stearate, maize starch, microcrystalline cellulose PH-102, purified talc.

DANG BAO CHE: Vién nén khéng bao.

M6 ta:

ISODAY 20: Vién nén mau trang dén trang nga, tron, phang, duoc khic chit “115” & mét mat.
ISODAY 40: Vién nén mau tring dén tring nga, tron, phing, dwoc khic chit “116” ¢ mdt mat.

. -
CHI PINH ' d
Dy phong dau that nguc. /

LIEU DUNG VA CACH DUNG
Liéu dung:
Nguo‘z lom
01 vien20mgx2 -3 lan/ngay, dung khéng a6i xung {cho phép c6 khoang thdi gian nitrate thap). b
Néu ket qud khong dap tng, co thé tang lidu 1én 1 vién 40 mg x 2-3 lin/ngay.
s Co thé tng liéu 1én 120 mg/ngay.
Liéu dung can duge thiét ké theo dap Umg lam sang cia bénh nhan. Nén dung liéu thip nhét c6
hiéu qua.
O nhimg bénh nhin dang dung isosorbide mononitrate 2 lan/ngay, liéu thtr hai nén duoc thuc
hién sau liéu thir nhét 8 gid. Neu liéu lwong 13 3 1an/ngay, ubng cich nhau mdi 6 gid, Diéu nay
giup tao ra khoang thot gian khéng cé nitrat tr 6 - 8 gid.
Liéu t8i da 14 3 vién isosorbide mononitrate 40 mg/ngay
Dé ngén ngu'a tac dung khong mong muon ban dau co thé xay ra, cé thé bit dau diéu trj véi lidu
thap nhét c6 thé va ting tir tir dén licu cén thiét,
Pé ngin ngira sy dung nap, liéu dung nén gilr & mirc thap nhét cé thé va khoang thoi gian khong
chira nitrate @i lau dé dam bao phuc hdi d6 nhay (heu dau tién vao budi sang va licu cubi cung
vao cudi budi chiéu, vi dy ltic 8 gi& sang va 15 gid chiéu).
Thoi gian dung thudc do béc st didu tri quyét dinh.

Trang 1/8
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Piéu trj bing isosorbide mononitrate, cling nhur véi bat ky loai nitrate nao khic, khéng nén
ngig dt ngdt. Cin gidm lieu va tan sudt sir dung o o.

Nguoi lom tuoi

Khong c6 bing chimg khuyén cdo cin didu chinh Lu déi véi ngudi 16m tudi,

Tré em

Khing ¢ dit liéu an toan va hiéu qua sir dung thudc & tré em

Cach dung:

Ubng ca vién thudc san khi in, khong dugc nhaj.

CHONG CHI BINH

Qua min véi isosorbide mononitrate hodic véi bt ky thanh phén nao cia thude.

Isosorbide mononitrate khong nén dung trong truémg hgp nhéi méu co tim cap tinh véi dp luc
lam diy thép, suy tudn hoan cip tinh (soc, tryy mach) hodc bénh co tim phi dai tic nghén
(HOCM), viém mang ngoai tim co thét, ap hrc lam diy tim thap, hep van déng mach chi/van hai
la va cac bénh lién quan dén ting 4p luc ndi so nhu sau chan thwong déu va bao gdm ca xuét
huyét nio.

Isosorbide mononitrate khong nén dung cho bgnh nhan thidu mau nang, ha huyet ap nghiém
trong, tdng nhén ap goc ddng hodc giam thé tich mau nghiém trong.

Cdc chét irc ché phosphodiesterase type-5 (nhu sildenafil, tadalafil va vardenaﬁl) da dugc chimg
minh la ¢6 téc dyng lam ting tac dung ha huyet ap cua cac nitrate, va do do chong chi dinh két
hop véi céc nitrate hodc cac thudc tao nitric oxide.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Isosorbide mononitrate cé thé 1am ting nguy co ha huyét 4p tr thé va ngit & mot sé bénh nhin.
Ha huyét 4 ap tr thé nghiém trong v&i biéu hién choang véng va chéng mit thudng xuyén xay ra
sau khi udng nrou.

Sur giﬁn né mach man cé thé din dén sir tu mau tinh mach din dén gidm hwu hrgng mau v& tim,
ha huyét 4p va nhlp tim nhanh do phéin xa.

Do d6, khong nén sir dung nitrate du’o’ng udng cho nhtmg bénh nhin nhay cam vdi tac dung ha
huyet ap nhur nhimg bénh nhan c6 tién st ha huyet ap, sdc, truyy mach hodc bénh mach mau nfo
déng ké, thicu méu nghlem trong hodc suy giap.

Isosorbide mononitrate nén dugce sir dung thédn trong & bénh nhin ¢6 tién sir nhdi mau co tim gan
day véi ap lyc 1am day thap nhu nhdi méau co tim cap tinh, suy gidm chire ning that trai (suy that
trai), hojic rbi loan huyét ap tir thé. Can trénh giam huyét &p tim thu xubng dudi 90 mmHg.

Cin sir dung thube thin trong & bénh nhin dang ha than nbiét, suy dinh dudng va bénh gan hoic
thén ning. Nitrate dudmg udng nén dugc sir dung than trong & nhitng bénh nhan dau thit ngwc do
cae nguyén nhin khic, hojc tinh trang tang ddng hre (ting thé tich tudn hoan mau bét thwong) da
co tir trudc. '

Céc tridu chimg suy gidm tudn hodn cé thé phat sinh sau liéu dau tién, dic biét & nhitng bénh
nhén ¢6 tin hoan khong én dinh.

Ha huyét ép do nitrate c6 thé kém theo nhip tim cham nghich 1V va ting dau thit ngyc.

Vi nitrate dwémg udng gy gidin tinh mach nén khong dugc ding cho bénh nhan ting 4p lyc ndi
s0, (P4 quan sat thdy cdc trwong hop ting dp hrc néi s¢ cao hon nira khi st dung
glyceroltrinitrate tiém tinh mach)
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Vién nén isosorbide mononitrate chira lactose va do d6 khéng nén dung thuéc & bénh nhén cb
vin dé di truyén hiém gip vé khong dung nap galactose, thiéu hut men Lapp lactase hodc kém
hép thu glucose- galactose. i

Trong truydng hop xuit hién con dau thit ngwc cép tinh, nén st dung phuong phép didu tri dudi
hedi nhur glyceryl nitrate dang xit hodic dang vién nén thay vi isosorbide mononitrate. Khéi diu
tac dung clia isosorbide mononitrate khéng dii nhanh dé c6 thé hitu ich trong diéu tri con dau thit
nguc cip tinh.

Dung nap va dung nap chéo véi céc nitrate khéc dd dugc mé ta. Tranh ding lidu cao lién tuc.
Nén dung heu thap nhit c6 hiéu qua.

Diéu tri bing isosorbide mononitrate, cing nhu vdi bat ky loai nitrate nao khac, khéng nén

ngimg dot ngot. Can glam liéu va tan sudt sir dung tux tur. a
O nhirag bénh nhan gidm théi gian van chuyén qua dudng tiéu hoa, cé thé xay ra giam giai '
phéng hoat chat. "
Bénh nhan dang didu tri duy tri bﬁng isosorbide mononitrate nén duoc thong béo khong dugce sit '
dung cdc thude chira chat trc ché phosphodiesterase (nhu sildenafil, tadalafil, vardenafll) L
Khéng nén tam ngung diéu tr bing isosorbide mononitrate dé dung cdc sian pham cé chira chét ;
{tc ché phosphodiesterase (nhu sildenafil, tadalafil, vardenafil), vi nguy co gy ra con dau thit
nguc co thé ting lén.

[

SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Phu nir cé thai

Chira c6 dit dif liéu vé viéc sir dung isosorbide mononitrate trong thdi gian mang thai dé c6 thé
danh gia nhitg anh hudng c6 hai c6 thé xdy ra. Dir lidu han ché tir cac nghién ciru ddng vat cho
thdy khéng c6 tac dung cé hai trén déng vt mang thai hodc thai nhi. Nhw 13 bién phép phong
ngira, tot nhit 12 khéng sir dung isosorbide mononitrate trong thdi gian mang thai.

Phu nir cho con bi

Cé dit lidu cho rang céc nitrate duge bai tiét vao sira me va ¢6 thé giy ra methemoglobin méu C
cho tré so sinh. Khong c6 dit lidu vé& vide isosorbide mononitrate di vao sita me @ ngudi, nhung N
vin c6 thé xay ra. Anh hwéng ctia sur phoi nhiém nay trén tré dang bi sita me van chua droc biét.
Nhur 13 bién phdp phong ngira, nén ngimg cho con bl trong thdi gian didu tri vdi isosorbide
mononitrate.

Kha nang sinh sdn

Diz ligu trén dong vat khong cho thiy co anh hudng cha viée didu tri bﬁng isosorbide mononitrate
Ién kha néing sinh san cia con duc va con c¢ai. Di liéu trén nguwoi higén van con thiéu.

Vi vay, chi nén s dung lsosorhlde mononitrate cho pby nir mang thai va cho con bu néu bac si
cho rdng loi ich cia viée diéu tri 16n hon céc anh hudng co hai.

ANH HUGNG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY MOC
Isosorbide mononitrate thinh thoang c6 thé giy ra ha huyét 4p, diéu ndy c6 thé din dén chong
mit. Chéng mat, mét moi hodc nhin mé c6 thé xay ra khi bat ddu diéu tri hodc ting lidu. Néu bi
anh huéng, khéng 14i xe hodc van hanh mdy méc. Anh hudng ndy c6 thé bj ting 1én bai rugu.

TUONG TAC, TUONG KY CUA THUOC
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Tac dung ha huyét ap ctia isosorbide mononitrate ting 18n khi sir dung doug thori véi chat e ché
phosphodlestcrase tuyp 5, dugc sir dung trong diéu tri i loan chirc ning cuong duon 1g. Piéu nay
co thé din dén cac bién chimg mach mdu de doa tinh mang. Bénh nhén dugc dicu i bing
isosorbide mononitrate khéng duwgc st dung két hop véi chét e ché phosphodiesterase loai 5
(nhu sildenafil, tadalafil, vardenaﬁl)

Sir dung dbng thai cac thuoc co tac dung ba huyét ap, nhy thuoc chen beta, thudc d6i khéng calci,
thube gidn mach (bao gom thuéc an than kinh va thuoc chdng trim cam ba vong), alprostadil,

aldesleukin, thuéc ha huyét 4p, thudc loi tidu, thudc dbi khéng thu thé angiotensin II vi/hodc
rugu ¢6 thé 1am ting tic dung ha huyet ap cua isosorbide monouitrate.

Cac bso cao cho thay sir dyng ddng thdi vién nén tsosorbide mononitrate ¢4 thé lam tang ndng
d¢ dihydroergotamine trong mau va tic dung ting huyct ap cua thube nay.

Sapropterine (retrahydrobiopterine, BH4) la ddng yéu to tao ra nitric oxide synthetase. Thén
trong khi dung dﬁng thei thubdc chita sapropterine véi tat cd cdc tac nban gy gidn mach bing
cach anh huéng dén chuyén héa nitric oxide (NO, bao gdm cic thudc tao NO c¢d dién (nhu
glyceryl trinitrate (GTN), isosorbide dinitrate (ISDN), isosorbide S-mononitrate (SISMN) vd cac
thude khac).

Khéng c6 sin dit léu vé wong tic voi thirc an.

TAC DUNG KHONG MONG MUON CUA THUOC

Hau hét céc tac dung khéng mong muon la qua trung gian dugc 1y va phu thuge lidu. Nhire dAu
xay ra ¢ khodng 25% bénh nhén khi bt diu dteu tri va c6 thé do tic dung gidin mach cua thudc,
nhirc ddu thuéng bién mit trong vong mot tudn, Ha huyét ap (vdi tridu chimg chéng mit va budn
ndn) da dwoc béo céo, nhung s& bién mat khi tiép tuc didu tri.

Tén suit céc phan ung khong mong mudn nhu sau: rit thudng gip (> 1/10), thu(mg gép (> 1/100,
<1/10), it gip (> 1/1000, < 1/100), hiéro gip (= 1/10 000, <1/1000), rt hiém gip (<1/10000),
chua biét (khéng thé udc tinh dwa va dit liéu hién cd).

Hé co quan Tan suét Phén {mg khong mong mudn
R&i loan hé than kinh Rit thudng gip Pau dan
Thudng gap Chong mit (bao gdém chéng
mt thé), budn ngu
Hiém gip Ngit
Roi loan toan thin Thuomg gip Suy nhugc
Roi loan mach mau Thudng gip Ha huyét ap thé dimg, ha
huyét 4p
it gip Suy tudn hoan véi sy tram

trong céc triéu chirng cia con
dau thit ngwc (d6i khi kém
theo loan nhip tim va ngat)

Giam oxy mau thodng qua
v&i tinh trang thiéu oxy co
tim & nhimg bénh nhédn bi

| bénh mach vanh,
R6i loan tim Thudmg giap Nhip tim nhanh
It gap Con dau that ngyc trd nén

tram trong hom
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Chua biét Nhijp tim chiam kich phat
R4i loan tiéu hoa it gap Buon nén, ndn, tiéu chdy
B R4t hiem gip Khé tiu (¢ chua)*
{ Roi loan da va mé lién két | It gap Phan img di ing trén da (nhu
dudi da phat ban, nga), dé bimg mat
Chnra biét Viém da tréc vay, do bimg,
da dj ing phén img **

* Rat ¢o the do gidn co vong do nitrat gdy ra

** Poi khi nghiém trong

Cé thé giam tan suft dau dau bin céch bit dau dleu tr v6i ligu 30 _mg trong 2-4 ngay diu vi
diéu chinh tang heu din dan khi can thiét, Ha huyet ap o6 thé din dén nhip tim nhanh phan xa,
chéng mat va ngét xiu.

Cic phan tng ba huyét ap nghiém trgng da duoc béo céo d6i vi nitrate hitu co, bao gém budn
nén, nén, bdn chdn, xanh xao va ra md héi nhiéu,

(=N Trong khi diéu tri bing isosorbide mononitrate, tinh trang giam oXxy mau tarn thdi ¢d thé xay ra :
do sy phén phéi lai lru lwong méu tuong abi & nhimng ving phe nang giam thong khi. Pac biét & 2
nhitng bénh nhén bi bénh mach vanh, diéu nay c6 thé dan dén tinh wrang thiéu oxy co tim. )

Théng bao cho béc si nhimg tac dung khong mong muédn gip phai khi sit dung thubc.

QUA LIEU VA CACH XU TRI

Triéu chl'mg va dau hidu: Pau din, ha huyét ép, budn nén, ndn, d6 md héi, nhip tim nhanh,
chong mit, bdn chdn, da d6 1 img, nhin m& va ngét. Tang 4p luc ndi so vdi nham 14n va thiéu hut
than kinh thinh thodng ¢ thé xay ra. Hiém khi xay ra methaemoglobm mau (chimg xanh tim,
thiéu oxy mau, bon chdn, suy hé hdp, co giat, loan nhip tim, suy tuin hoan, ting ap hre ni so).

Céac nghién ciru trén ding vit »
O chudt cong va chudt nhat, 43 quan sat thiy lidu gay chét 1in Iuot 1a 1965 mg/kg va 2581 mg/kg. :
Cic nghién ciru trén ngudi
Dadu hidu va tridu chitng
- Pau diu
- Ha huyét ap (huyét ap tim thu < 90 mmHg)
{ - Xanh xao
- Budn nén
- Nén
- Ramd hoi
- Mach yéu
- Nhip tim nhanh
- Mét moi
- Chong mit
-Lodu
- Nong va do da
- Nhin m¢
- Ngét
- Tiéu chay

Al e V)
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Sy gia tdng 4p lyc ndi so kem theo I lAn va suy giam chirc ning than kmh xdy ra khong pho
bién. Véi lidu lugng rat cao, c6 thé gay ting ap luc ndi so, cb thé din dén cac trigu chimg bt
thudmg & ndo. Tdng methemoglobin mau (tim tai, giam oxy mau, kich djng, irc ché b hép, co
gidt, loan nhjp tim, thiéu ning tdn hoan, ting dp luc ndi s¢) hiém khi xay ra. Tang
methemoglobin mau 43 dugce bao cao & nhimg bénh nhin ding céc nitrat hitu co khéc. Trong khi
sit dung isosorbide mononitrate, céc ion nitrit chuyen héa sinh hoc dwge gidi phong, c6 thé gay
ra chimg thiéu mau va tim tai sau d6 thé nhanh, lo lang, mét y thirc va ngung tim. Khéng thé loai
tnr treomg hop qué lién isosorbide mononitrat c6 thé gay ra phan (g bat lgi nay.

Cach xir tri: .

Cac phwong phép diéu trj sau day chi nhim muc dich huéng din va tuy theo quyét dinh cua bac
si diéu tri.

Quy trinh chung:

- Ngung sir dung isosorbide mononitrate,

- Can nhic lidu phap giam hap thu (dung than hoat tinh) va trong trudng hop nghi ngé qua liéu
ning cin can nhic rira da day (néu c6 thé trong vong mgt gio sau khi udng).

Quy trinh chung trong truong hop ha huyét ap thap lién quan dén nitrate:

- Dit ngudi bénh nam ngang, co chan I1én va ha dau xuong

- Cho thd oxy.

- M& rong thé tich huyet tuong (truyen tinh mach chat fong)

- Biéu trj cy thé 81 véi tinh trang séc (dua bénh nhan vao phdng chim séc dic biét).

Quy trinh dac bzet

- Tang huyet ap néu huyet ap rét thap.

- Biéu tri chlrng thiéu mau

- Liéu phép giam methemoglobin mau dwrge lga chon véi vitamin C, xanh methylen hodc xanh
toluidine

- Cho thé oxy (néu cén)

- Bit du thong khi nhan tao

- Loc mau (néu cé‘m)

- Cac bién phap héi sirc

Trong trwong hop ha huyét ap kéo dai

- Piéu tri bing norepinephrine HCI or dopamine.

Diéu tri tang methemoglobin mdu

Dung antidote:

- Xanh methylene blue: lidu 18n dén 50 ml dung dich 1%, dudng tinh mach,

- Tang methemoglobin mau

- Vitamin C: 1 g dudng udng hogc dub‘pg tinh mach dwdi dang muédi natri.

- Xanh toluidine blue: khéi dau véi lieu 2 - 4 mg/kg cén ngng, dudng tinh mach. Néu cén thiét
lap lai nhleu lan véi thoi gian nghi la t gio, lige 2 mg/kg cén ning.

- Néu an thiét, phai sir dung hd hap nhén tao.

- Trong trwdmg hop ting methemoglobin mau nghiém trong (metHEB> 70%) cin nhic chay than
nhan tao, thay mau.

- Trong truémg hop ¢ ddu hiéu ngimg tudn hoan vi ho hép, hdy bit ddu héi sitc ngay lap tic.

CAC DAC TiNH DUQC LY
Pic tinh dwoc hye hoc
Trang 6/8
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Mi ATC; COIDAI14 ‘
Nhom didu tri: Thubc gidn mach sir dung trong cac bénh vé tim; nitrate hitu co.

Isosorbide mononitrate 1a mét nitrat hiru co, cung nhir ca¢ nitrate ¢d hoat tinh trén tim khéc, 12 1
mét chit gidn mach. Thudc lam giam 4p Iuc cudi tim trrong thit trai va phai & mire 46 1om hon

gidm 4p lyc dong mach hé thﬁng, do d6 1am giam hfu tai va dac biét 13 hau tai cia tim. Thudc

chira isosorbide mononitrate, chat chuyén héa ¢é hoat tinh ciia isosorbide dinitrate, Cac hop chit

nitro gy gizn mach phu thude lidu sir dung. Hiéu qué didu tri phy thudc vao liéu hrong va mirc

dg nhay cam cla tirng ca nhan. i
Nbng d6 thude cao trong huyét twong ciing lam giin dong mach, do d6 lam giam sirc can mach

mau va huyét &p din dén giam hau tai.

Isosorbide-5-mononitrate ciing ¢ tac dung truc tiép 1am gidn dpng mach vanh. Bﬁng cach lam

giam thé tich va &p lyc cudi ky tim truong, thude [am gidm dp luc trong thanh co tim, do d6 lam l
cai thign luu lwong méu dudi ndi tim mac. Do d6, tic dung tdng hop cua isosorbide-5-
mononitrate 13 giam tai cho tim va cai thién cén bing cung/cau oxy cho co tim.

Co ché tac dung

Nhur tit ca cac nitrate hitu co, isosorbide mononitrate tao ra aitric oxide (NO). NO giy ra sy gidn
co tron théng qua kich thich guanylyl cyclase va ting nong dd cia cyclic guanosine
monophosphate (¢cGMP) trong ndi bao. Vi véy, protein kinase phu thugec cGMP duqc kich thich,
voi su thay dox két qua clia qua trinh phosphoryl héa cic protem khac nhau trong té bao co tron.

Piéu nay cubi cing din dén sy khir phospho ciia myosin chudi nhe va lam giam truong lyc co %
trom.

Diéu trj lién tuc véi cac ché pham chita nitrate thuong din dén hinh thanh sy dung nap thude. Vi
1y do nay, nén ding thubc | lan/ngay dé c6 dwgc khoang thii gian giita cac 1an sit dyng ma néng
d6 nitrate thap.

Cac dic tinh dwge dfng hoe :
Hép thu o
Isosorbide mononitrate duge hap thu nhanh chéng va ndng d6 dinh trong huyét teong dat duge p
trong vong 1 gidr sau khi ubng thude. HI
Phén bd

{ Sau khi udng, sinh kha dung cna isosrbide mononitrate 13 100%. Thudc nay khéng bi chuyén héa |
trong giai doan dau.
Chuyén héa J
[sosorbide mononitrate dugc thai trr khoi huyét twong véi mira doi thai trir khodng 5,1 gio. '
Thudc duge chuyén héa thinh isosrbide-5-MN-glucuronide cé nira ddi thai trir khoang 2,5 gid.
Thai tny
'I'huoc ciing duge thai trr gudi dang khong chuyén hoa qua nude tlcu Sau khi uéng nhidu lidu,
ndng 86 trong huyét twong phi hop véi du doan dya trén cic thong s6 duge ddng hoc sau khi sit

dung 1 lidu.

QUY CACH PONG GOI
TSODAY 20: Hop 4 vi x 14 vién.
ISODAY 40: Hop 4 vi x 14 vién.
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PIEU KIEN BAO QUAN
Béo quan & noi khé réo, nhiét 4 khéng qué 30°C. Tranh 4nh sing.

HAN DUNG ,
36 thang ké tir ngdy san xuat

TIEU CHUAN CHAT LUQNG
Tiéu chuin co s&

TEN, DJIA CHi CUA CO SO SAN XUAT

San xudt tai An D§, boi: MILAN LABORATORIES (INDIA) PVT. LTD.

Dia chi: Plot Nos. 35, 36, 63, 64, 65, 67 & 87 Jawahar Co-op Industrial Estate Ltd.,
Kamothe, Raigad 410209, Maharashtra State, An Dg.

( Dai du;n co s& diing ky thude
----------- ¢ déng ddu)
AN
/57 VAN PHONG
‘ DA DIEN
TT CUC TRUGNG )
KT. TRUONG PHONG PANGKY THUOC
PHO TRUONG PHONG
G Waiin Hoank
!
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