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Huong dan sir dung thudc

6.2

APIRAGAN 650

Paracetamol 650 mg

TEN THUOC: Apiragan 650

CACDAU HIEU LUU Y VA KHUYEN CAO KHI DUNG THUOC

“Poc k§ hwéng dan sir dung trude khi dung”

“Pé xa thm tay tré em”

THANH PHAN CONG THUC THUOC

Thanh phan duge chét: Paracetamol 650 mg

Thanh phi‘m ta duge: Mannitol, anhydrous acid citric, aspartame, povidone K30, sodium
bicarbonate, anhydrous sodium carbonate, saccharin sodium, sodium benzoate.

DANG BAO CHE

Vién nén sti bot. Vién nén tron mau tring dén tring nga, hai mét tron, khi cho vao nudce
sui bot khi carbon dioxyde, vi ngot hoi dang,

CHI PINH

Dieu trj cac triéu ching dau tr nhe dén vira.

Ha st
CACH DUNG, LIEU DUNG
Cich dung:

Thuoc dung dudng uong, Hoa tan vién thuoc voi kKhoang 200 ml nude, udng sau khi sui
bot hoan toan.

Khi ding dong thoi, thie dn lam giam nhu dong va thoi gian van chuyén qua duong tidu
hoéa, lam tang thoi gian hap thu paracetamol. D¢ giam dau nhanh, nén dung thuoc khéng
cung voi bita an dac biét la nhitng thirc an chira carbohydrat.

Liéu dung:
Nguoi lon vatré em tiv 15 tuéi tro 1én (can ngng trén 50 kg):

Liéu thong thuong la uéng 1 vién mdi 4 — 6 gio, khong dung qua 6 vién/ 24 gio.

Bénh nhdn suy thén:

San phfim nay khong dung cho bénh nhén suy than. St dung ché phém khac vi phin lidu
thich hop.

Bénh nhéan suy gan:

Liéu t6i da khong qua 2 g/ 24 gid. Cac lan udng cach nhau it nhit 8 gio.

Néu quén uong mot licu thube, ngudi bénh ubng ngay khi nhé. Tuy nhién, néu gan thoi
gian udng liéu tiép theo thi bo qua lidu da quén. Khong udng gp doi liéu dé ba lidu da
quén.
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Tham khao y kién bde sT trieée khi dimg thuoc.
Khéng ¢é yéu cau ddic biét vé xir Iy thude sau khi ste dung.
CHONG CHI DINH

Bénh nhan qua min voi paracetamol, proparacetamol hydroclorid (ti8n chit cta
paracetamol) va bét ctr thanh phéan nao cia thude.

CANH BAO VA THAN TRONG KHI DUNG THUOC
APIRAGAN 650 phéi duge sir dung than trong trong cac trudmg hop sau:

Béc si can canh bao bénh nhan vé cac phan Gmg phu nghiém trong trén da, mac du ti 1é mac
phéi 1& khong cao nhung nghiém trong, tham chi de doa tinh mang bao gdm hdi chiing
Stevens - Johnson (SJS), hoi chimg hoai tir da nhiém dc: toxic epidermal necrolysis (TEN)
hay hoi ching Lyell, hoi chimg ngoai ban mun mu toan than cip tinh - Acute Generalized
Exanthematous Pustulosis (AGEP) voi cde triéu ching dugc mé ta nhu sau:

Hoi chimng Stevens - Johnson (SJ8): la di (mg thude thé bong nudc, bong nude khu tra &
quanh céc hde tu nhién: mat, mui, miéng, tai, bd phdn sinh duc va hu mon. Ngoai ra ¢6
thé kém sbt cao, viém p]ml rbi loan chire ndng gan thin, Chén doan hoi chimg Stevens -
Johnson (SJS) khi ¢6 it nhit 2 héc tu nhién bi tén thuong.

Hoi chiing hoai tir da nhiém déc (TEN): la thé di tmg thude ning nhét, gdm:

Céc ton thuong da dang & da: ban dang sdi, ban dang tinh hong nhiét, hong ban hodc cac
bong nude bing nhung, cdc ton thwong nhanh chong lan toéa khap nguoi.

Ton thuong niém mac mat: viém giac mac, viém két mac mi, loét gidc mac.

A v - fa i fa " " a . a ' A
Ton thuong niém mac dudng tiéu hoa: viém miéng, trot niém mac miéng, loét hau, hong
thuc quan, da day, rudt.

Ton thuong niém mac duong sinh duc, tiét niéu.

Ngoai ra con c6 cde tri¢u chimg toan than tram trong nhu sot, xudt huyét dudng tiéu hoa,
viém phoi, viém cau thén, viém gan ... ty I€ tu vong cao 15 - 30%.

Ho1 chimg ngoai ban myn mi toan than cép tinh (AGEP): mun mu v6 trung nho phat sinh
trén nén hong ban lan rong. Tén thuong thudmng xuét hién & cac nép gap nhu ndch, ben va
miit, sau do6 ¢6 thé lan réng toan than. Triéu chimg toan than thudng cé 1a sbt, xét nghiém
méu bach cau mui trung tinh ting cao.

Khi phéat hién nhitng diu hiéu ban trén da dau tién hofic bit ky déu hidu phan g qua min
nao khac, bénh nhan phai ngimg sir dung thude. Ng \guoi da b cde phan (mg trén da nghiém
trong do paracetamol gdy ra khéng duoc ding thude tror lai va khi dén khéam chita bénh cin
phai thong bdo cho nhén vién y (& biét vé vin dé nay.

Than trong khi dung paracetamol, tranh diéu tri kéo dai & bénh nhan thiéu mau, bénh tim
hogc p1101 roi loan chire nang gan, than nang (co thé sir dung khang thudmg xuyén nhung
diéu tri liéu cao kéo dai s& lam tang nguy co xuét hién cde tac dung khong mong muon trén
than).

Bénh nhén uong rugu thuong xuyén (uong trén 3 ly rugu mdi ngay) c6 thé gy t6n thuong
gan. Nhiing ngudi nghién rugu man tinh, khéng nén ding qua 2 g paracetamol/ngay.
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Bénh nhan hen phé quan nhay cam vai acetylsalicylic can thin trong khi st dung
paracetamol vi ¢6 thé giy co thit phc quan nhe (phan tng chéo). Mic du chi bleu hién &
mot sd it bénh nhan, nhung no co thé g gay ra cac phan ing nghiém trong trong mat sO truong
hop, dic biét 1a khi sir dung lidu cao.

Khoéng nén dung doug thoi voi thude khéc ¢o chira paracetamol vi 6 thé dn dén qua liéu.
(Xem phan Qué Liéu).

Céc tri¢u chimg doc hai lién quan dén paracetamol ¢6 thé do udng mot lan qua lidu hay
nhiéu lan sir dung lidu qué cao paracetamol.

Da ¢6 béo cdo vé truomg hop gy doc cho gan vol liéu hang ngay thap hon 4 g.

Cén danh gi4 lai tinh trang 1am sang ncu con dau kéo dai hon 5 ngay hay s6t hon 3 ngay,
hodc tinh trang trém trong hon hogic xudt hién céc tridu chimg khéc.

Than trong khi ding dong thoi paracetamol véi flucloxacillin do ting nguy co nhiém toan

v6i khoang tréng anion cao (HAGMA), diic biét & bénh nhin suy thdn nfng, nhiém tring

mau, suy dinh dudng va céac nguyén nhan khac gay ( hiéu hut g glutathion (nhu nghién ruou

man tinh), ngudi sir dung liéu paracetamol tdi da hang ngay. Cén theo ddi chit ché, bao
gdm do S-oxoprolin trong nuoe ticu.

Xét nghiém lam sang: Paracetamol c6 thé lam thay doi gia trj cia phép phén tich xdc dinh
acid uric va glucose,

Canh bdo ta dugc:
Mannitol: Néu bénh nhan duge bac st chan doan ¢o rdi loan dung nap vai mot s6 loai

duong nhat dinh, hay hoi ¥ kién bac s trude khi ding thude nay. Thude co chira manitol
¢6 thé cho téac dung nhuén trudng nhe.

Natri: Thube co chua khoang 381,1 mg natri, vi vy can lwu ¥ khi sir dung thude & bénh
nhan dang thie hién ché d¢ an kleng__) natri.

Natri benzoaie: Thude ndy c6 chita 60 mg natri benzoate trong mdi vién.

Aspartame: Thube nay cé chira 15 mg aspartame trong mm vién. Aspartame la nguon
dinh dudng giau phenylalanine. C hat nay co thé ¢6 hai néu bénh nhan méic chimg
phenylceton nigu, mgt roi loan di truyén hiém gip gdy tich liy phenylalanine do co thé
khong thé dao thai né nhu binh thuong.

SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU
Phu nir ¢6 thai:

Mot lugng 16n dit lidu 1am sang & phy nit mang thai cho thiy paracetamol khong doc tinh
hogc di tat bam sinh ¢ thai nhi hay tré so sinh. Cac nghlen ctru dich té hoc vé su phat trién
than kinh cua tré em tiép xtic véi Paracetamol tir khi con trong bung me cho thiy két qua
khong thuyét phuc.

Néu can thiét ¢6 thé dung paracetamol trong thai ky, nhung phai ding lidu thap nhét cé
hi¢u qua trong thoi gian ngin nhét.

Phu nii cho con bu:

Sau khi ngudi me udng licu 650 mg paracetamol 1 - 2 gidy, ndng do dinh cua paracetamol
trong stta me 1a 10 - 15 pg/ ml (66.2 —99.3 pmol/L). tuy nhién khéng phét hién paracetamol
hay chét chuyén hoa ctia né trong nude tiéu cua tré. Thoi gian ban thai trong sita me la 1,35
dén 3.5 gi0.
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Khong ¢6 bdo cdo nao vé tac dung khong mong mudn trén tré.

C6 thé ding paracetamol cho phu nir dang cho con bii néu khéng vuot qua lidu khuycn cao.
Can than trong truomg hop st dung kéo dai.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Paracetamol khéng anh huéng hodic anh huong khong déang ké dén kha nang lai xe va vén
hanh may mac.

TUONG TAC, TUONG KY CUA THUOC

Tuwong tic:

Paracetamol dugce chuyén héa & gan tao céc chét chuyén hoa gay doc gan nén co thé tvong
tac vdi cac thube co cing con dudng chuyén hoa. Nhiing loai thube nay gom:

Thude chéng dong méau duong udng (acenocoumarol, warfarin): Str dung liéu 1ém hon 2 g/
ngay thudng xuyén c6 thé lam tang tic dung L]IO]’LE ddng mau. Didu nay 6 thé do gan giam
tong hop céc yéu té dong mau. Tuy nhién, véi liéu nho hon 2g/ ngay nguy co trén lam sang
thap hon 13 rét nén paracetamol 12 lya chon thay thé cho salicylat & nhiing bénh nhan dang
dung thude chéng dong mau.

Rugu: ¢6 kha nang lam tang doc tinh cua paracetamol do c6 thé gay cam imgenzym chuyén
héa & gan, lam ting chuyén hoa paracetamol thanh cac san pham géy doc cho gan.

Thude chéng déng kinh (Phenytoin, phenobarbital, methylphenobarbital, primidon): cam
ung lam tang chuyén hoa paracetamol & gan, do dé, giam sinh kha dung cfing nhu ting d6c
tinh trén gan cuia paracetamol.

Thube loi tiéu quai: paracetamol c6 thé lam 1_)1am bai tiét prostaglandin qua thin va giam
hoat tinh cua renin huyét twong, do do, lam giam tac dung cia thude loi tiéu.

. A A f o v . A 1 4 X A
Isoniazid: (rc ché chuyén héa & gan, do d6, giam do thanh thai cta paracetamol dan dén
tang tac dung va dgc tinh cta paracetamol.

Lamotrigin: Paracetamol cam tng chuyén hoa ¢ gan, do dé, lam giam dién tich duéi duong
cong (20%) va thoi gian ban hay (15%) cta lamotrigin.

Metoclopramid va domperidon: do anh huéng lén qua trinh lam rong da day nén cac thude
nay lam tang hap thu paracetamol & rudt non.

Probenecid: ¢6 thé lam ting nhe hiéu qua diéu trj cua paracetamol.

Propranolol: ¢ ché hé lhong enzym glucuronid hoa va oxy hoa paracetamol. Do do,
propranolol ¢ thé lam ting hoat dong cua paracetamol.

Rifampicin: C6 thé gy cam tng chuyén hoa & gan, do do, tang do thanh thai cua
paracetamol.

Céc resin trao doi ion (cholestyramin): lam gidm hap thu paracetamol.

Than trong khi dung dong thoi paracetamol vai flucloxacillin do tang nguy co nhlem toan
v6i khoang trbng anion cao (HAGMA), dic biét & nhiing bénh nhén co céc yéu t6 nguy
co. (Xin xem muc Canh bao va than trong khi dung thudc).

Twong ky thudc:

Do khong co cac nghién ctru vé tinh tuong ky cua thude, khéng tron 14n thudc nay véi céc
thude khac.
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12. TAC DUNG KHONG MONG MUON CUA THUOC
- Céc phan tng ¢6 hai dugce bao cdo nhiélg nhit trong thoi gien st dung paracetamol 1a doc
tinh trén gan, doc tinh trén than, thay doi cong thire mau, ha dudng huyét va viém da di
ung.

- Phan loai tan suét: Rt thuong gip (1 = 10), thudong gip (= 1/100 dén < 1/10), it gap (=
1/1000 dén < 1/100), hiém gap (> 1/10000 dén < 1/1000), rat hiem gdp (< 1/10000)

Tan suat | H¢ co quan Téac dung khéng mong mudn
Hiém gap | Réi loan mach mau Ha huyét ap
Ro1 loan gan, mat Tang nong do céc transaminase gan

Ro1 loan chung va tai noi dicu | Mét moi
tr1

Rat hiém | Ro61 loan mau va hé bach huyét | Giam tiéuc’lu mat bach cau hat, gidm bach cau,
gap Elcll]] bach cau trung tinh, thiéu mau tan méu

Réi loan chuyén héa va dinh | Ha duofng huyét
duong

Roi loan gan, mat DPac tinh trén gan (vang da)

Roi loan than va dudng tiét | Cac phan ing nghiém trong trén da da dugc bao
niéu cao

R&i loan chung va tai noi diéu | Nude tiéu dyc, céc tac dung phy trén thdn khac
tr ( xem Canh bao va than trong khi dung thudc)

Huéng din cach xir tri ADR: Phai nging thude va bdo cho bac si hozic dén bénh vién
ngay lap tac khi ¢6 bicu hi¢n tac dung khong mong muon nang.

Bdo cdo cie phin dng ¢6 hai: Bio cdo cac phan g ¢6 hai ctia thude vé Trung tim Thong
tin thubc va Theo d&i phan tng cé hai cta thude (ADR) Qube Gia. Dia chi: 13 — 15 Lé
Thanh Tdéng — Hoan Kiém — Ha Noi. Dién thoai: 024.3.9335.618; Fax: 024.3.9335642;
Email: di.pveenterf@gmail.com

13. QUA LIEU VA CACH XU TRi
Qua liéu:

- Céc triéu chimg qua licu bao gom: Chong mit, nobn mua, chan dn, vang da, dau bung, suy
gan va suy than,

- Néu ubng qua lidu, bénh nhan can duge didu i kip thoi tai trung tim y té ngay ca khi
khong c6 triéu chimg hodc diu hiéu dic biét (cac tricu chung c6 thé gdy tir vong nhung
thuong khong xudt hién ngay ma thudong xuét hién tir ngdy thir 3 sau khi uong)

- Hoai tir gan ¢6 thé ddn dén (0 vong tuong tu voi suy than cép.
- Qua licu paracetamol dugce danh gia theo bon giai doan. tinh tir sau khi udng:

+  Giai doan I (12 - 24 gio): Budn non, nén, doé mo hodi va chan an.
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Giai doan 1I (24 > 48 gio): Cai thién lam sang, cac chi s6 AST, ALT, bilirubin va
prothrombin bt dau tang.

Giai doan 111 (72 - 96 gio): Nhiém doc gan cao nhat; chi s6 AST ¢6 thé 1én dén 20.000.
Giai doan IV (7 - 8 ngay): Phuc hoi.

Dac tinh trén gan: Liéu don gdy doc toi thiéu la 1én hon 6 g & ngudi 1én va I6n hon 100
mg/kg & tr¢ em, Licu lon hon 20 - 25 g ¢6 thé gdy tr vong. Tri¢u chimg cua dgc tinh trén
gan bao gdm: budn ndn, ndn, chan an, khé chiu, d6 mé hdi, dau bung va tiéu chay.

Néu lidu udng vao 16n hon 150 mg/kg hodc khong xac dinh duge lugng da uéng vao, thi
phai lay mau paracetamol huyét thanh 4 gi¢ sau khi uong. Trong trudong hop nhiém doc
gan, thue hién chire ndng gan va lap lai nghién ctu nay cach nhau 24 gio. Suy gan c6 thé
dan dén bénh 1y ndo, hon mé va tir vong.

Nong do paracetamol trong huyét twong lém hon 300 pg/ml sau khi ubng 4 gid, co thé gay

t6n thuong gan & 90% bénh nhén. Diéu nay bat diu xay ra khi ndng do par acetamol trong
huyet tuong 4 gio cao hon 120 pg/ml hodc lon hon 30 pg/ml 12 gio sau khi uong

Str dyng thudng xuyén véi lidu 1én hon 4 g/ ngay ¢ thé dan dén nhidém doc gan. Ngoai ra
¢6 thé bj hoai tir ng than va t6n thuong co tim.

s Cach xw tri:

Cén rira da day trong moi truong hop, tét nhit la trong vong 4 gidr sau khi udng.

Thude giai doc dac hi¢u cho ngd doc paracetamol la N-acetylcystein duong uéng hodc tiém
{inh mach.

Tiém tinh mach: N- dcctyluysteme liéu 300 mg/kg (twong duong 1,5 mlfkg dung dich 20%
trong nude, pH 6,5) duge khuyén cdo trong 20 gir 15 phit theo phac d sau:

Nguroi trieong thanh:
Liéu tan cong:

150 mg/kg (twong duong 0,75 ml/kg dung dich N-acetylcystein 20% trong nuée; pH 6,5)
tiém tinh mach cham hodc pha loang trong 200 ml dextrose 5% truyén trong 15 phuit.

Liéu duy tri:

a) Ban dau, 50 mg/kg (tuong duong 0,25 ml/kg dung dich N-acetylcystein 20% trong
nuéce; pH 6,5) pha trong 500 ml dextrose 5% truyén cham trong 4 gio.

b) Sau do, 100 mg/ kg (twong duong 0,50 ml/kg dung dich N-acetylcystein 20% trong
nuoc; pH 6,5) pha trong 1000 ml dextrose 5% truyén cham trong 16 gio.

Tré em:

Thé tich ctia dung dich dextrose 5% dé tiém truyén phai duoc didu chinh dwa trén tudi va
cdn nang cua tre deé trdnh tac ngh&n mach mau ¢ phoi.

Thudc giai dge co hi¢u qua nhat néu duge dung trong vong 4 gior sau khi ubng qua liéu
paracetamol. Hi€u qua giam dan sau 8 gio va mat tac dung sau 15 gio ké tir khi dung qua
liéu paracetamol.

Téc dung phu cua N-acetyleystein dudng tiém tinh mach:

Phat ban da va phan vé, thuémg trong vong 15 phat dén 1 gier ké tir khi bit déu truyén dich.

Dudng udng: N-acetyleystein phai duge dung trong vong 10 gio sau khi dung qua liéu
paracctamol.
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Neawoi lon:

Liéu khoi d'fm: 140 mg/kg (tinh theo khoi lugng co thé). Sau d6 dung tiép 17 lidu 70 mg/kg
(tinh theo khoi luong co the), mon 4 gio mdt lan.

N-acetyleystein ¢6 mui khé chiu, do d6 méi liéu duoce pha thanh dung dich 5% véi: cola,
nudc nho, cam, hoac nudc trude khi uong. Néu bénh nhan bi non trong vong 1 gio sau khi
uong thude, nén uong lai licu do.

Néu can, ¢6 thé dung thube giai doc (pha loang trong nudce) bang cach dan thude qua ong
vao td trang.

PAC TINH DUQC LU'C HQC

Nhém duge ly: Thude giam dau, ha sot.

Ma ATC: NO2BEO1

Paracetamol 1a mét loai thudc giam dau ha sbt.

Mic du biét dén tac dung giam dau cua paracetamol (rén h¢ than kinh trung wong va bat
hoat c¢éc dan truyén gdy dau ¢ ngoai vi (¢ mtc do thap hon), co ché hoat dong chinh x4c
cua paracetamol van chua duge biét ro.

Paracetamol dugc cho rang lam tang ngudng dau thong qua tre ché téng hop prostaglandin,
bat hoat cyclooxygenase trong hé than kinh trung uong (cu thé 1a COX — 3). Tuy nhién,
paracetamol ¢ ché khong dédng ké cyclooxygenase & md ngoai vi.

Paracetamol kich thich hoat déng cta cic con dudmg giam dén serotoner%ic, ngin chin
vige truyén cac tinh hi¢u dén tay s'(')ng! tlr cac moé ngoai vi. Do d6, mdt sd dit lidu thug
nghiém chi ra rang viée su dung chat doi khang cua cac phan nhom khac nhau cua thu thé
serotonergic duge st dung trong tuy séng cé kha niang huy bo téc dyng gidm dau cua
paracetamol.

Tac dung ha sot lién quan dén sur tre ché tong hop PGE: & viing dudi ddi chi phdi sinh 1y
cua qua trinh di¢u nhiét.

PAC TINH DUQC PONG HOC
Sinh kha dung duomg udng cua paracetamol 1a 75- 85%.
l-lﬁp thu:

Paracetamol hdp thu nhanh va hoan toan. Nong do (5i da trong huyét trong dat duge trong
khoang tir 0,5 dén 2 gid tiy thude vao dang bao ché.

Phén bé:

Paracetamol lien két 10% voi protein huyét tuong.

Thoi gian dé dat duoe hiéu qua ti da 1a 1 dén 3 gio va thoi gian tac dung 1a 3 dén 4 gio.
Chuyén héa:

Paracetamol duge chuyén hoa chu yéu tai gan (90 -95%) theo dong hoc béac nhat. Tuy
nhién, dicu nay khong dung khi dung liéu lon hon 2g/ ngay.

Thai tro:

Thoi gian ban thai 1a 1.5 — 3 gi¢ (thoi gian ban thai ting khi dung qua liéu ¢ bénh nhén suy
gan, ngudoi gia va tr¢ em),
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Paracetamol duoc thai trir qua nuée tiéu dudi dang lién hop chu yéu véi acid glucuronic,
acid sulfuric va cysteine: dudi 5% duoc bai tiét & dang khong déi. St dung lidu cao c6 thé
Jam bio hoa cée co ché chuyén hoa binh thuong o gan, dan dén viée sur dyng cac con duong
chuyén hoa khéc lam phat sinh cic chit chuyén hoa gay doc cho gan va than do can kiét
glutathion.

Cac doi tuong dac biét:

Suy thén: Suy than ning (d¢ thanh thai creatinin dudi 10 ml/phit) viée thai trir paracetamol
va cac chat chuyén hoa cua nd bi cham lai.

Bénh nhan cao tudi: kha ning lién hop khong thay ddi, da ghi nhan sy gia ting thoi gian
ban thai cua paracetamol.

. QUY CACH DONG GOI

Hop 4 vi x 4 vién, vi nhom x¢
Hop 10 vi x 4 vién, vi nhom xé

Hép 1 tuyp x 12 vién, tuyp PP

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

THUOC

Diéu kién bio quin: Dé noi khé rdo, tranh dnh sang, nhiét do khong qua 30 dg C.
Han dung: 24 thang ké tir ngay san xuét.

Tiéu chuén chit lugng: TCCS.

TEN PIA CHI CUA CO SO SAN XUAT THUOC

Céng ty C6 phin Dwge APIMED

Dia chi tru s¢: 263/9 Ly Thuong Kiét, Phudng 15, Quén 11, Thanh phé Hb Chi Minh, Viét
Nam.

Dia chi nha may: Dudng N1, cum cdng nghiép Pht Thanh - Vinh Thanh, x& Vinh Thanh,
huyén Nhon Trach, tinh Bong Nai. Viét Nam.




