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Rx - Thude nay chi ding theo don thude
RUFDI
Dé xa tam ta y Iré em

Doc ki hueéng dén sir dung truce khi dimg

1. THANH PHAN CONG THUC THUOC
M&bi 1 ml dung dich ubng chira:
Thanh phan diege chdt: Rupatadin (duéi dang rupatadin fumarat) 0,1% (kl/tt) (1 mg)
Théanh phin ta diege; Methylparaben, propylen glycol, glycerin, duomg trang, carboxymethylcellulose
sodium, acid citric khan, dinatri hydrophosphat, natri saccharin, quinoline yellow, huong cam long,
nuée tinh khiét
2. DANG BAO CHE
Dung dich uéng,
M&é ta: Dung dich trong, mau vang, thom mui cam, vi ngot.
3. CHIi PINH
Diéu tri triéu chimg:
- Viém miii di {mg (bao gdm viém mii di img man tinh) & tré em tir 2 dén 11 tudi.
- May day & tré em tir 2 dén 11 wdi.
4. CACH DUNG, LIEU DUNG
Thube ding dudmg udng. Pbi voi dang chai, sir dung cde dong (¢6 vach chia 2,5 ml, 5 ml) trong hop
thube dé lay duing thé tich thudc twong {mg véi lidu can ding.
Tré em tir 2 dén 11 tuji
Liéu ding cho tré em ¢é cdn ning > 25 kg: Udng 5 ml (5 mg rupatadin) x 1 lan/ngay, ¢6 thé ubng
cing hoac khong cing thire én.
Liéu ding cho tré em 6 can ning > 10 kg dén < 25 kg: Udng 2,5 ml (2,5 mg rupatadin) x 1 lan/ngay,
¢6 thé ubng cting hodc khong ciing thic in.
Tré em dudi 2 tuoi
Khong khuyén cdo str dung thude nay cho tré em dudi 2 tudi do con thiéu dit liéu.
Neguwdi 16n va tré vi thanh nién (trén 12 tuoi)
Ngudi lém va tré vi thanh nién (trén 12 tu6i) ding vién nén rupatadin 10 mg s& thich hop hon.
Bénh nhan suy thiin hode suy gan
Do chira ¢6 kinh nghiém lam sang ¢ nhimg bénh nhén suy giam chirc ndng than hodc gan nén hién
khong khuyén cao sir dung rupatadin ¢ nhitng bénh nhéan nay.
5. CHONG CHI PINH
Quéa man v6i rupatadin hodic voi bt ky ta duoe ndo cua thube.
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6. CANH BAO VA THAN TRONG KHI DUNG THUOC

Do an toan cia dung dich ué-ng rupatadin & tré em dudi 2 tudi chua duoc xac dinh.

Tranh sir dung df‘mg théi rupatadin véi cée chét trc ché CYP3A4 manh va nén thin (rong khi ding
dong thoi vai céc chit e ché CYP3A4 trung binh.

C6 thé cén diéu chinh liéu céc co chit nhay cam vai CYP3A4 (nhu simvastatin, lovastatin) v cac co
chit cua CYP3A4 ¢o khoang diéu tri hep (nhu cyclosporin, tacrolimus, sirolimus, everolimus,
cisaprid) do rupatadin ¢ thé lam tang nong do trong huyét tuong cua cée thude nay.

Khéng khuyén cdo ding rupatadin cting véi nuéc ép budi chum.

D0 an toan trén tim cta vién nén rupatadin 10 mg da duge danh gia chi tiét trong mét nghién ciru
QT/QTc & ngudi lém. Ding rupatadin & liéu cao gip 10 Ian liéu didu tri khéng gy ra bét ky anh
hudng nao trén dién (am d6 va do d6 khong anh huong dén sw an toan ctia tim. Tuy nhién, can thén
trong khi stir dung rupatadin & nhimg bénh nhéin da duoce xéc dinh ¢ khoang QT kéo dai, bénh nhin
bi ha kali mau chua dugc kiém soat, bénh nhén loan nhip tim tién trién nhu nhip tim chim c¢6 biéu
hién 1am sang, thiéu mau cuc bd co tim cép.

Tang creatine phosphokinase, alanine aminotransferase va aspartate aminotransferase trong mau,
ciing nhur bt thudmg trong xét nghiém chire nang gan 13 thc dyng khdng mong mubn it gip duoe béo
cao & ngudi 1ém vai vién nén rupatadin 10 mg.

Thude nay c6 chira methylparaben, c6 thé gay ra cdc phan (mg di img (c6 thé xdy ra cham).

Thude nay ¢o chira 200 mg propylen glycol trong mai ml.

Viée ding chung voi cdce chit la co chét cua alcohol dehydrogenase nhu ethanol c6 thé gy ra cac
phan img ¢6 hai cho tré dudi 5 tudi.

Mic du propylen glycol duge chimg minh la khong giy doc tinh déi véi kha nang sinh san hay su
tang trudmg & ddng vat hay ngudi, n6 co thé di qua nhau thai va bai tiét duge vao siia me. Vi vay, cin
cin nhic viée ding thude cho phy nir ¢6 thai hay dang cho con bii theo timg trirdng hop cu thé.

Yéu cau theo di trong thai gian bénh nhan diing thude nay d6i véi bénh nhén ¢6 chire ning gan hoiic
thén suy giam bai vi da ¢6 béo cao vé cac phan tng c6 hai do propylen glycol, nhu rdi loan chire nang
thin (hoai tir éng thin cép), suy than cdp va rbi loan chirc nang gan.

Thube nay co chira sucrose (dudong lrfmg). Bénh nhin bi roi loan di tmyén hiém gap nhu khéng dung
nap Iructose, kém hip thu glucose-galactose hoic thiéu enzym sucrase-isomaltase khéng nén ding
thude nay.

Thube nay ¢6 chira dudi | mmol (23 mg) natri trong mdi ml, vé co ban duoe xem nhu "khong chia
natri".

7. SU DUNG THUOC CHO PHU NU €O THAI VA CHO CON BU

Phu nit co thai



https://trungtamthuoc.com/

Dit liéu vé mot sb it (2) trudng hop mang thai bi phoi nhigém cho thdy khang ¢6 tac dung khéng mong
mudn ndo cia rupatadin dbi voi phu nir ¢d thai hodc stc khoe cua thai nhi/tré so sinh. Cho dén nay,
van chira ¢6 dit liéu dich t& lién quan nao khac. Céc nghién ciru trén dong vit khong cho thiy tic hai
true tiép hofic gidn tiép d6i voi phu nir ¢6 thai, sw phat trién cia phoi thai/bao thai, qué trinh sinh no
hodc sur phat trién sau sinh. Nhir mot bién phap phong ngira, t6t nhét 12 tranh sir dung rupatadin trong
thai ky.

Pliy nit cho con bii

Rupatadin duoc bai tiét qua sira dong vét. Chua biét rupatadin ¢6 duoc bai tiét qua sira me hay khong.
Cén quyét dinh ngimg cho con bt hay ngimg/tranh diing rupatadin dya trén l¢i ich cia viée cho con
bu dbi vai tré va loi ich coa viée diéu tri ddi voi ngudi me.

Kha ning sinh san

Chura ¢6 dit liéu lam sang vé kha nang sinh san, Céc nghién ciru trén ddng vat cho thay & ndng d6

phoi nhiém, kha nang sinh san giam dang ké hon mirc quan sét dugc trén ngudi & lidu diéu tr t6i da. =
8. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC o
Trong mot thir nghiém l4m sang da dugce thue hién, rupatadin 10 mg khong dnh huéng dén kha ning UE
lai xe va van hanh may mdc. Tuy nhién, cén than trong trude khi 1ai xe hodc van hanh may mée cho .'N;
dén khi nhimmg phan (g riéng véi rupatadin ctia bénh nhan duge xéc dinh. \.:

9. TUONG TAC, TUONG KY CUA THUOC

Twong tic ciia thude:

Céc nghién ciru vé tromg tac thudc ctia dung dich udng rupatadin chira duge thye hién & tré em.

Céc nghién ciru vé tuong tic thuc chi duge thue hién & ngudi 16n va tré vi thanh nién (trén 12 tudi)
vai vién nén rupatadin 10 mg.

Anh hieong ciia cdc thude khdc d6i véi rupatadin

Tréanh sir dung ddng thoi véi cic chét re ché CYP3A4 manh (nhu itraconazol, ketoconazol,
voriconazol, posaconazol, thudc trc ché HIV protease, clarithromycin, nefazodon) va thin trong khi [
dung déng thdi véi cac chit tre ché CYP3A4 trung binh (erythromycin, fluconazol, diltiazem).

Str dung ddng thoi rupatadin 20 mg va ketoconazol hogic erythromycin lam ting mirc phoi nhiém toan
than cia rupatadin lan lugt 1a 10 lan va 2-3 lin. Nhiing thay ddi nay khéng anh hudng dén khoang
QT hodc lam tang cac tac dung khong mong mubn so véi ding riéng timg thudc.

Tuwong tac vai budi cham: Str dung dong thoi véi nude ép budi cham lam ting 3.5 ldn mic phoi
nhidm toan than ciia vién nén rupatadin 10 mg. Diéu nay xay ra 1a do buéi cham ¢6 mét hodc nhiéu
hop chét (rc ché CYP3A4 vi ¢6 thé lam tang néng dd trong huyét twong cia cac thude chuyén hoa
qua CYP3A4, nhu rupatadin. Ngoai ra, budi chim 6 thé anh huéng dén hé thong van chuyén thude
trong rudt nhur glycoprotein-P. Khong nén sir dung dong thdi véi nude ép budi chiam,

Anh hwong ciia rupatadin doi véi cic thuée khic
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Thén trong khi str dung dbng théi rupatadin véi cac thube chuyén héa khic ¢6 khoang diéu tri hep vi
kinh nghiém vé anh hudng cia rupatadin dbi véi cée thube khéc con han ché.

Tuwong tde voi ricou: Sau khi ubng ruou, liéu don vién nén rupatadin 10 mg tao ra cac tic dong bién
trong mdt s6 thir nghiém vé hiéu suét tim thin van dong méc dii khong khac biét dang ké so véi khi
chi udng rugu. Lidu don 20 mg lam tang sy suy giam do udng ruou.

Tuong tdc véi cic thube tre ché thin kinh trung wong: Ciing nhu cac thude khéng histamin khéc,
khéng thé loai trir trong téc vé&i céc thude tre ché thin kinh trung wong,

Twong tée véi ede statin: Tang CPK khéng triéu chimg da duoc bdo cdo véi tAn sudt it gip trong céce
thir nghiém 1am sang v6i rupatadin. Hién van chura biét vé nguy co twong tic véi céc statin ma mot
s6 thube trong dé ciing dwoe chuyén héa bai isozyme cytochrome P450 CYP3A4. Vi viiy. can thin
trong khi sir dung ddng thai rupatadin vai cAc statin.

Tweong tde véi midazolam: Sau khi ding 10 mg rupatadin két hgp véi 7,5 mg midazolam, mire do
phoi nhiém (Cuax v2 AUC) ctia midazolam tang nhe. Do d6, rupatadin hoat dong nhir mét chét Gic ché
yéu CYP3A4.

Twong ky cia thube:

Do khéng ¢6 cdc nghién ciru vé tinh trong ky cia thude, khong trén 1dn thuée nay véi cac thude khac.
10. TAC DUNG KHONG MONG MUON CUA THUOC

Céc thir nghiém l4m sang v6i dung dich ubng rupatadin & tré em tir 2-11 tubi bao gdém 626 bénh nhén.
Trong s6 ndy, 147 bénh nhan duoc diéu tri bing rupatadin 2,5 mg, 159 bénh nhén duoc diéu tri bang
rupatadin 5 mg, 249 bénh nh’én dung gia duoc va 71 bénh nhin ding desloratadin.

Tan suét cuia cac tac dung khong mong mudn duge xdc dinh nhu sau: thudng gap & 1/100 dén <
1/10), it gap (= 1/1000 dén < 1/100).

Tén suét cua cac tac dung khong mong mudn duge béo cdo & nhitng bénh nhan dugc diéu tri bing

dung dich ubng rupatadin trong céc thir nghi¢m ldm sang nhu sau:

Rupatadin Rupatadin )
Phin loai theo hé co quan Gia duge
2.5 mg S mg
Tén suit Phan loai (n=147) (n=159) (n=249)
Nhiém khuiin va nhiém ky sinh tring
Cim 0 1 (0,63%) 0

it giip Viém mili hong 1 (0,68%) 0 0
Nhiém khudn dwong hé hap trén | 1 (0,68%) 0 0
R&i loan m4u va hé bach huyét

) Tang bach cau di toan 0 o 1063%) o

It gap _ .
Giam bach cau trung tinh 0 1(0,63%) 0
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Rdi loan than kinh
Dau dau 2(1,36%) 4(2,52%) 4 (1,61%)
Thuong gip . - _
Budn ngu 0 2 (1,26%) 0
ftgap | Chong mar 0 1 (0,63%) 1 (0,40%)
Roi loan tiéu héa
it gap Budn non o 1(0,63%) | 2(0,80%)
Roi loan da va méd dwéi da
} Eczema ) 1 (0,63%) 1 (0.40%)
It gap e =
D6 mé héi dém 0 1 (0,63%) 0
R&i loan toan thin va tai chd
it gap Mét moi 0 1(0,63%) 0

Biio cdo phan ting co hai nghi ngor

Béo céo phan rng ¢6 hai sau khi thude duge czﬁp phép luu hanh rit quan trong dé tiép tuc giam sat

cin bing loi fch/nguy co cla thude. Can bd y té cin bédo cdo tit ca phan {mg c6 hai vé Trung tAm

Théng tin thube va Theo di phan (mg ¢6 hai cia thude.

Théng bdo ngay cho bdc sy hodc duwge sy nhitng phan teng cé hai gap phai khi sir dung thuébe.

11. QUA LIEU VA CACH XU TRi

Chua ¢6 trudmg hop qué liéu nao duge béo cdo & ngudi 16n va tré em. Trong mdt nghién ciru an toan

trén 1am sang & ngudi 16n, rupatadin voi lidu hang ngdy 1a 100 mg trong 6 ngay dwoc dung nap tét.

Téc dung khéng mong mubn thudng gip nhét 1a budn ngi. Néu vé tinh udng phai mét lugng thude

16n, cin didu tri tricu chimg ddng thoi (ién hanh céc bién phap hd trg can thiét.

12. PAC TiNH DUQC LUC HQC

Nhom duge ly: Thude khang histamin khac ding toan than

Ma ATC: RO6AX28

Rupatadin la thude khang histamin thé hé 2, d6i khang histamin tac dung kéo dai, ¢6 hoat tinh doi

khang chon loc trén thy thé H1 & ngoai vi Mt sb chét chuyén hoa cta rupatadin (desloratadin va céc

chat chuyén hoa hydroxyl hoa) vin giir dugc hoat tinh khang histamin va c6 thé gop phén vao tac

dung tong thé cua thude.

Trong céc nghién ¢t in vitro, rupatadin & nong dé cao (rc ché sy mét hat ctia 1€ bao mast gay ra bdi

cac kich thich mién dich va khéng mién dich, ciing nhu giy giai phong cytokin, dac biét 1a TNF, trong

té bao mast va & bao bach cdu mono ciia ngudi, MObi twong quan trén lam sang cua s6 ligu thuc

nghiém quan sat duge vin dang duge xdc minh.

Dung dich udng rupatadin cé dic diém duoc dong hoc & tré em i 6-11 tudi tuong tir so véi ngudi

I6n (> 12 tudi): mdt tac dung duge lye hoc cling duge quan sét thiy (trc ché ndi may day, tac dung

khang histamin) sau 4 tuan dic¢u tri. Mot nghién ciru ngdu nhién, mi d6i va cé dbi chimg véi gia duoc
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o tré em tir 6 dén 11 tudi bi viém miii di tmg man tinh cho thdy dung dich udng rupatadin c6 tac dung
giam cac trigu chung & mui (sd mii va ngira mili, miéng, hong va/hoic tai) tot hon so voi gia duge &
tré em bi viém miii dj img man tinh sau 4 va 6 tuén diéu tri. Thém vao d6, sy cai thién dang ké chit
lwong cudc sdng cling duge quan sat thy trong subt qua trinh nghién ctru so véi tré chi dung gia
duoc.

May day tu phédt man tinh duogc nghién ciru nhur mgt mo hinh lam sang dé danh gia hiéu qua cua cac
hop chét khang H, d6i véi tit ca cic tinh trang ndi may day, do dic diém sinh Iy bénh co ban 1a turong
tw nhau, bit ké nguyén nhin gay bénh, va vé co ban nhitng bénh nhén man tinh nay c6 thé dé dang
tham gia vao mdt nghién ciru 1am sang hon. May day la mt bénh do hoat hoa té bao mast va histamin
va cac chit trung gian khac (PAT va cytokin) 12 nhimg chit trung gian chinh gdy khéi phat may day.
Do rupatadin c6 kha ning ngan chin sy giai phéng histamin va céac chét trung gian gy viém khiée,
nén rupatadin duoc mong dgi 1a phuong phap diéu tri hiéu qua trong viée lam gidm céc triéu chimg
db6i véi cic tinh trang néi may day khac ngoai may day tu phat man tinh theo khuyén céo trong cic
hwéng din lam sang.

Hiéu qua cua dung dich udng rupatadin ddi véi may day ty phdt man tinh & tré em tir 2-11 wéi da
dwoc chimg minh trong mét nghién ctru da trung tdm, ngéu nhién, c6 dbi chimg v6i hoat chit va gia
duge. Nhin chung, ¢6 206 tré em duge dua vao nghién ciru. Trong d6 ¢6 113 tré tir 2-5 tudi va 93 tré
tir 6-11 tudi. Tré em duoc diéu tri bang rupatadin (n = 66), gia dugce (n = 69) hoic desloratadin (n =
71). Lidu rupatadin duge dung & tré em ¢6 ¢in nang < 25 kg la 2,5 mg va & tré em c6 cén nang > 25
kg 12 S mg. Liéu desloratadin duge ding & tré em ¢6 cén niing < 25 kg 1 1,25 mg va & tré em c6 can
nang > 25 kg la 2,5 mg. Su cai thién ¢é y nghia théng ké so véi gia duoe di duge chimg minh qua sy
thay ddi trung binh ctia diém hoat déng may day hang tuin (UAS7; bao gbm ndi may day va ngira),
la tiéu chi chinh, dugc danh gia sau 6 tudn diéu trj (rupatadin -11,77 so vai gia duge -53,55; p < 0,001).
Phén (rim giam trung binh vé s6 1an ndi may day hing tudn tai giai doan cudi ctia nghién ciru so véi
ban déu la 56,7% véi rupatadin, 49,4% véi desloratadin va 22,7% voi gia duge. Phén trdm giam trung
binh vé& ngtra tai giai doan cudi ctia nghién clru so v&i ban diu 1a 56,8% vai rupatadin, 46,7% voi
desloratadin va 33,4% vai gia duge. Ca hai phuong phap diéu tri voi hoat chédt (rupatadin va
desloratadin) déu dat duge nhiing cai thién l6n hon c6 y nghia thong ké so véi gia duge trong viée
gidm phat ban va ngira, trong khi khéng c6 sy khac biét ¢6 ¥ nghia théng ké gifta cac phuwong phap
didu tri véi hoat chit ddi voi nhimg két qua nay. Ty 1é bénh nhan d4p tng trén 50% trong diém hoat
dong may day hang tuin (thang diém UAS7; néi may day va ngia) duge quan sat 1héy o 61% tré em
duge didu trj biing rupatadin so véi 36% tré em duge diéu tri bing gia duge va 54% tré em duoc diu

tri bang desloratadin.
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Céc thir nghiém lam sang trén nguoi tinh nguyén (n=393) va bénh nhin (n=2650) bi viém miii di (mg
va may day tr phat man tinh khong cho thiy anh hudémg déng ké tén dién tdm dd khi ding vién nén
rupatadin & liéu tir 2 mg dén 100 mg.

Co quan Quén ly Dugc pham Chau Au dé bé 1énh bt budc ndp két qua nghién ciru cia dung dich
ubng rupatadin & tit ca cc nhém tré em bi viém mii di img va may day man tinh.

13. PAC TINH DUQC PONG HQC

Tré em

O tré em 2-5 tudi va 6-11 tudi, rupatadin duoc hap thu nhanh va Cax trung binh lan luot 14 1,9 va 2,5
ng/ml sau khi ubng lidu lp lai. V& mit hip thu, gia tri téng dién tich dudi dudmg cong (AUC) trung
binh la 10,4 ng.h/ml & tré em 2-5 tudi va 10,7 ng.h/ml & tré em 6-11 tudi. TAt ca nhing gié tri nay
déu tuong tu nhu nhimg gi4 tri thu duge & ngudi 16m va tré vi thanh nién.

Thoi gian bén thai trung binh cta rupatadin & tré em 2-5 tudi 13 15,9 gidy va & tré em 6-11 tudi 1a 12,3
gi¢, dai hon so véi thoi gian duoe bao cdo khi dung dang vién nén & ngudi 16n va tré vi thanh nién.
Anh huéng cia thire in

Chura co nghién cima vé tuong tac cia dung dich udng rupatadin véi thire 4n. Anh hudng ctia thire An
da duoe nghién cliru & ngudi [6m va tré vi thanh nién voi vién nén rupatadin 10 mg. Thire dn lam ting
khoang 23% mirc phoi nhiém toan thian (AUC) véi rupatadin. Nong do t6i da trong huyét tuong (Cmax)
khong bi anh huéng baoi thire fin. Nhiing khac biét nay khong ¢6 y nghia ldm sang.

Chuyén hoa va thai trir

Trong mdt nghién ciru vé thai trir thubc & ngudi 1ém, 34,6% rupatadin da dung duoc tim thy trong
nudGe tiéu va 60,9% trong phin sau 7 ngdy. Rupatadin khi ding duéng udng bi chuyén héa dang ké
trude khi vio tudn hoan mau. Luong hoat chit khong bi bién dbi duoe tim lhfiy trong nudc tiéu va
phan 12 khong dang ké. Diéu ndy c6 nghia la rupatadin dwoc chuyén héa gin nhu hoan toan. Théng
thuong, céc chat chuyén héa c6 hoat tinh desloratadin va cac din xuat hydroxyl héa khéc lan lugt
chiém 27% va 48% (dng mirc phoi nhim toan thin cia hoat chét. Céc nghién ctru chuyén héa in
vitro trén microsome gan ngudi chi ra ring rupatadin chu yéu duoc chuyén héa béi cytochrome P450
(CYP 3A4).

Dura trén céc nghién i in vitro, khong chic chin vé kha nang (e ché ciia rupatadin déi véi CYP1A2,
CYP2B6, CYP2CS8, CYP2C19, UGT1AI va UGT2B7. Rupatadin duge cho 1a khéng (rc ché céc chét
véin chuyén trong hé tudn hoan OATP1B1, OATP1B3 va BCRP (protein khang ung thur vii) & gan va
rudt. Hon niva, da phat hi¢n th?\}; sir e ché nhe dbi véi P-gp (P-glycoprotein) & rudt.

Mot nghién citu in vifro cam tmg CYP cho thiy nguy co cam img CYP1A2, CYP2B6 va CYP3A4 &
gan in vivo boi rupatadin la gan nhur khong xay ra. Dua trén nghién ciru in vive, rupatadin hoat dong
nhu mot chit te ché yéu CYP3A4.

14. QUY CACH PONG GOI
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Hop 20 6ng x 2,5 ml.

[16p 20 6ng x 5 ml.

[6p 20 6ng x 10 ml.

Hop 1 chai x 30 ml kém cbe chia lidu.

Hop 1 chai x 60 ml kém cbe chia liéu.

15. PIEU KIEN BAO QUAN

Noi khd, nhiét dg khéng qua 30°C, tranh anh sang.
16. HAN DUNG

24 thang ké tir ngay san xudt.

30 ngay sau ldn ddu mé nap chai thude

17. TIEU CHUAN CHAT LUQNG CUA THUOC
TCCS.

18. TEN, PIA CHI CUA CO SO SAN XUAT
CONG TY CO PHAN DUQC PHAM CONG NGHE CAO ABIPHA \
Dia chi: 1.6 dit CN-2, Khu cong nghiép Phi Nghia, Xa Phia Nghia, Huyén Chuong M¥, Thanh phé -.Iﬁl
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