HUONG DAN SU' DUNG THUOC
Vien nen BREXIN 20 mg

Piroxicam beta-cvclodextrin

Hay doc ky to' huong dan trudc khi dung thuoc nay

1

No
i
2.
3.
4,
5.
6.
7.
8.

Thuoc nay chi dung theo don cua bac sy

Hay giu' to hudng dan su dung. Ban co the can doc lai.

Neu co thac mac, hay hoi y kien bac sy hoac duoc sy cua ban.

Thudc nay duoc ke don cho rieng ban. Khong duoc dua cho ngudi khac. Tren thuc te, thuoc nay co the gay
hai cho ngudi khac ngay ca khi ho co cac trieu chung benh giong ban.

Ndu ban nhan thay bat ky mot tac dung ngoai y nao nghiem trong hon, hoac cac tac dung ngoai y khong
duoc neu trong td hudng dan su dung nay, hay thong bao ngay cho bac sy hoac duoc sy cua ban.

dung cua td huong dan sir dung:
Chi djnh cua BREXIN

Trudc khi dung BREXIN

Lieu luong va each dung

Tac dung khong mong muon

Qua lieu va each xu trl

Dac tinh duoc ly

Bieu kien bao quan

Cac thong tin khac

CHI DINH CUA BREXIN

Trudc khi ke don BREXIN, bac sy se danh gia giua loi Ich cua viec dung thuoc nay cho benh nhan vdi nguy co
phat triSn cac tac dung phu. Bac sy co the can kiem tra va cho ho biet nhung khoang thdi gian ho can duoc kiem
tra do phai dung BREXIN.

BREXIN la thudc chdng viem giam dau, dung lam thuyen giam mot so trieu chung do viem xuong - khdp (benh
hu khdp: benh thoai hoa khdp), viem khdp dang thdp va viem cot song dinh khdp (thap khdp d cot song), nhu
sung, cung, do va dau khdp. BREXIN khong chua duoc viem khdp va chi giup do benh nhan chung nao ho con
dang dung thuoc.

Bac sy chi ke BREXIN cho benh nhan khi khong thuyen giam dSy du nhung trieu chung vdi nhung thuoc chdng
viem khong steroid khac (NSAIDs).

2.
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TRirOC KHI DUNG BREXIN

CHONG CHi DINH

KHONG DUOC DUNG BREXIN khi gap cac trudng hop sau:

Bi di ung (qua min cam) vdi Piroxicam hoac vdi cac thanh phan cua BREXIN

Trudc da co loet da day hoac ruot, chay mau hoac thung ong tieu hoa.

Hien dang bi loet, chay mau hoac thung da day hoac ruot.

Bang co hoac da co tien sir roi loan tieu hoa (viem da day hoac ruot) dan tdi roi loan chay mau nhu viem loet
dai trang, benh Crohn’s, ung thu dng tieu hoa, viem tui thira (viem hoac nhilm khuln tui trong dai trang).

Khi dang dung NSAID khac, bao gdm thuoc uc che chon loc COX-2 va acid acetylsalicylic (la chat co trong
thanh phln nhieu che pham dung giam dau va ha set). Can nhd la nhieu NSAID co the mua duoc ma khong
can don ke.

Khi dang dung thuoc chong dong, nhu warfarin de ngan ngira cue mau dong.

Khi trudc do bi phan ring di ung nghiem trong vdi Piroxicam, vdi cac NSAID khac va cac thuoc khac,dac
biet la cac phan ung nghiem trong ngoai da (khong tinh den do nghiem trong) nhu bando da dang, viem da
troc vay (do manh d da va da bi lot timg mang), cac phan ung mun-bong nude (hoi chung Stevens-Johnson),
la trudng hop da phdng, co mau, bj soi mon hoac co vo cung, va hoai tu bidu bi nhiem doc, la benh bj giop
va bi lot d phan tren cung cua da.

Khi da co trieu chung hen, viem mui, polyp mui, phu mach va phat ban trong khi dung acid acetylsalicylic
hoac cac NSAID khac.

Khi dang mang thai hoac nghi co thai.

Khi dang thdi ky cho con bu.

Dudi 18 tuoi

Khi co benh gan nang

Khi co benh than nghiem trong

Khi co benh tim vtra hoac nghiem trong

Khi bi tang huyet ap nghiem trong

Khi co roi loan huyet hoc nghiem trong

Khi co tang chay mau (de dan tdi chay mau luon)

eu gap cac trudng hop da neu d tren, khong duoc dung BREXIN . Bao cao ngay lap tuc vdi bac sy.



CANH BAO BAC BIET VA THAN TRONG KHI DUNG

Cdn than trong dac biet vdi BREXIN va luon bao cao bac sy trudc khi dung BREXIN: giong nhu vdi moi thuoc
chdng viem khong steroid (NSAID), BREXIN co the gay cac phan ung nghiem trong d da day va ruot, nhu dau,
chay mau va loet.

Can ngung dung Piroxicam ngay lap tuc va gap bac sy neu co dau da day hoac bat ky dau hieu nao ve chay mau d
da day hoac ruot, nhu phan den hoac chay mau khi dai tien hoac non ra mau..

Can ngung dung BREXIN ngay lap tuc va gap bac sy ndu co phan ung di ung, nhu phat ban da, phu mat, thd kho
khe hoac kho tho.

Ndu ngudi benh tren 70 tudi, bac sy co thd rut ngSn ddn muc toi thieu lieu trinh didu trj va phai gap go ho thuong
xuyen trong thai gian ho dung BREXIN.

Ndu ngudi benh tren 70 tudi hoac khi dang dung cac thuoc khac nhu corticoid hoac mot so thuoc chdng tram cam
goi la thudc uc chd su tai thu hdi chon loc serotonin (SSRI), hoac acid acetylsalicylic de ngan ngira cue mau
dong, thi bac sy co the ke them cho ho mot thuoc dung cung BREXIN de bao ve da day va ruot.

Khong nen dung thuoc nay cho nguoi benh tren 80 tuoi.

Neu ban dang hoac da co van de gi ve sir dung thuoc hoac co dj ung hoac neu chua chac chan co phai dung
BREXIN hay khong, hay xin y kien bac sy trudc khi dung thudc.

Phai chic chin la ban da thong tin cho bac sy tit ca cac thudc ban dang dung, kd ca thudc ban mua khong co don
ke.

Nhung thudc nhu BREXIN co the lam tang nguy co con dau tim (nhdi mau co tim) hoac dot quy. Bat ky nguy co
nao cung co nhieu kha nang xay ra hon khi dung lieu cao va dieu tri keo dai. Khong duoc dung vuot lieu khuyen
cao hoac keo dai lieu trinh dieu trj.

Neu ban co van de ve tim, hoac da co dot quy hoac cam thay co nguy co ve cac van de do (vl du da co tang huyet
ap, tieu dudng hoac ham luong cholesterol cao hoac nghien thudc la), thi can xin y kien cua bac sy hoac dupe sy.
Cung nhu cac NSAID khac, BREXIN cung lam giam Kit tap tidu cau va keo dai thdi gian dong mau; dieu nay cin
tinh ddn khi lam test huyet hoc va doi hoi canh giac khi dung BREXIN cung vdi cac thudc uc chd ket tap tidu cau.
Cin than trong ndu co tidn su tang huyet ap va/ hoac benh tim, vi da gap u nude va phu khi dung cac NSAID.

Dac biet cin than trong ndu co benh tim mach, cao huydt ap, suy giam chuc nang gan hoac than, tudi mau kern d
than, dang co hoac da co hu hai ve huydt hoc, va khi ban dung thudc loi nieu.

Neu bi hen do tuong tac thudc vdi chuyen hoa acid aracnidonic, thi co the gap con co that phe quan va cuoi cung
la choang va cac phan ung dj ung khac.

Vi co gap mot sd thay ddi vd mit trong thdi gian dung NSAID, nen can djnh ky kiem tra nhan khoa trong thdi
gian dieu trj lau dai.

Cung nhu vdi cac thudc khac co tac dung tuong tu, mot sd benh nhan co tang ure-nitrogen-mau (BUN viet tat cua
blood urea nitrogen) nhung khong vuot qua nong do nao do khi dung thudc keo dai; neu ngung thudc thi cac gia
tri BUN lai trd lai muc co ban.

Ndu ban bi tieu dudng, can kiem tra mau thuong xuyen.

Rit hidm gap cac phan ung di ung nghiem trong khi dung NSAID (dac biet cac phan ung nghiem trong ngoai da),
(xem muc “tac dung khong mong muon”).

Trong trudng hop dat ke hoach co thai, neu ban co van de ve kha nang sinh san hoac khi dang lam test thai
nghen, ban can thao luan vdi bac sy ve each dung BREXIN.

TUONG TAC THUOC
Hay bao cao vdi bac sy khi ban dang dung hoac vira mdi dung tuin trudc cac loai thudc co thd tuong tac vdi
nhau. Bac sy co thd han chd each dung Piroxicam hoac cac thudc khac, hoac co the can thay ddi thudc. Dac biet
quan trong, can luuy cac trudng hop sau day:
Khi dang dung aspirin hoac thudc chdng viem khong steroid khac dd giam dau.
Khi dang dung cac corticoid, la nhung thudc didu trj nhung trudng hop khac nhau, nhu di ung va m(it can
bang hormon;
Khi dang dung thudc chdng dong mau, nhu warfarin dd ngan ngua cue mau dong;
Khi dang dung mot sd thudc chdng tram cam, goi la thudc uc chd tai thu hoi serotonin co chon loc (SSRI);
Khi dang dung mot sd thudc, nhu acid acetylsalicylic de du phong ket tap tidu cau;
Khi dang dung thudc loi nieu, thudc uc chd enzym chuyen dang angiotensin (ACEI) va thudc ddi khang
angiotensin I, dung trong tang huyet ap hoac cac benh tim;
Khi dang dung lithium de didu tri tram cam;
Khi dang dung thudc quinolon khang khuSn, dung trong nhiem khu4n;
Khi dang dung phuong tien ngira thai trong tu cung.

Khi gap bat ky trudng hop nao ke tren, thong bao cho bac sy ngay lap tuc.

DUNG BREXIN VOI THEfC AN VA DO UONG
Khong dupe uong rupu trong suot thdi ky didu trj vdi BREXIN.



PHU NU MANG THAI VA CHO CON BU

Luon luon hoi y kien bac sy hoac dugc sy trubc khi dung bat ky thuoc nao

¢ Neu ban mang thai hoac nghi co thai, din bao cao bac sy, vi BREXIN khong duoc chi dinh cho ban. Neu
ban dat ke hoach co thai, neu ban co van de ve kha nang sinh san hoac khi ban dang lam test ve sinh
san, thi van can thong bao cho bac sy, vi BREXIN khong duo’c chi djnh cho ban.

¢ Khong dung BREXIN neu ban dang trong tho'i ky cho con bu. Xin hoi bac sy, se co the ban phai ngirng cho
con bu de dung sua ngoai.

ANH HUONG DEN KHA NANG LAI XE VA VAN HANH MAY MOC
Khi gap choang vang hoac met moi bat thuong, can dac biet can than khi lai xe hoac van hanh may moc.

THONG TIN QUAN TRONG VE MOT SO TA DUOC CUA BREXIN
Dang vien nen co chua lactose: ndu ban duoc chin doan la khong dung nap mot vai loai dudng, hay hoi y kien
bac sy trudc khi dung thudc nay.

3. LIEU LUONG VA CACH DUNG

Luon dung piroxicam chinh xac theo loi dan dd cua bac sy. Ban can xin y kien bac sy hoac duoc sy neu thay
khong chac chan.

Bac sy se kidm tra thuong xuyen, de xem ban da dung lieu tdi uu piroxicam cliua.

Bac sy se didu chinh each dung thudc lam sao dung lieu thap nhat ma kiem soat trieu chung duoc tot nhat. Ban
khong duoc thay ddi lidu dung trong bat ky trudng hop nao ndu khong co y kidn ciia bac sy.

Ngudi Idn va ngudi cao tudi:
Lidu tdi da mdi ngay la 20mg piroxicam, dung mot IIn duy nhlt trong ngay.
Vdi ngudi tren 70 tudi, thi bac sy co thd cho dung lidu hang ngay thip hon va rut ngin lieu trinh didu tri.

Bac sy co thd kd don piroxicam cung mot thudc khac de bao ve da day-ruot, tranh cac tac dung phu co thd co.

Khong duoc tang lidu dung.
Ndu cam thly thudc nay khong co hieu qua lam, can luon luon hdi y kidn bac sy.

Ndu ban quen khong dung piroxicam:

Cin dung cang sdm cang tdt khi ban nhd lai, nhung ndu gan lin dung thudc tiep theo, thi khong duoc dung lidu
thudc ma ban da quen. Ban cu dung lidu tiep theo vao dung gib quy dinh. Khong bao gib duoc dung gap doi
lieu.

Thao tac khi sir dung
Dd chia ddi vien thudc, dd vien thudc ldn mat phang, ranh khia d mat tren.
An nhe blng ngon tay cai, vien thudc se duoc be ddi thanh hai phan bing nhau.

4, tAc dung khong mong muon
Cung nhu tit ca cac thudc, BREXIN cung co thd gay tac dung khong mong mudn, mac du khong phai ai cung

ap- , , S
%IgEXIN dung nap tdt hon nguyen piroxicam tai ong tidu hoa; tren thirc td, lam sao giam thdi gian tiep xuc cua
hoat chit vdi dudng tidu hoa thi se lam giam nguy co klch ung do tiep xuc true tiep.

Ban can ngung dung BREXIN ngay lap tuc va gap bac sy, ndu gap cac tinh hudng sau day:

¢ Ndu gap rop da, do da, phat ban, loet d noi nao do trong co the (vl du d da, mieng, mat, mdi hoac ludi), hoac
bit ky dlu hieu nao khac ve phan ung di ung, nhu phat ban da, sung mat mdi ludi, co thd gay kho thd hoac
thd kho khe.

¢ Ndu da hoac long tring cua mat bi nhuom vang (vang da).

¢ Ndu co dlu hieu chay mau da day hoac ruot, nhu phan den hoac co mau, hoac non ra mau.

Cac tac dung khong mong mudn lien quan ddn su dung BREXIN se duoc ndu dudi day:

Hay gap nhat:

¢ Loet ong tidu hoa, chay mau tidu hoa.

¢ Budn non, non, tidu chay, dly hoi, tao bon, acid da day, dau bung, viem loet mieng, benh viem ruot (viem dai
trang va benh Crohn)

¢ Sung mat ca chan, chan, ban chan (tich nude).

¢ Tang huydt ap

¢ Benhtim (kho thd va met mdi)

It gap hon:
¢ Con dau tim (“nhoi mau co tim”)



Dot quy

Chan an

Met moi

Thieu mau

Da giop, do va phat ban, loet d bit ky vung nao cua co the (vi du da, mieng, mat, moi, luoi), hoac bat ky dau
hieu nao khac ve phan umg di ung, nhu phat ban da, sung mat moi luoi, tho kho khe.
Da mat hoac mat nhuom mau vang (vang da)

Tang cac thong so binh thuong ve chuc nang gan

Viem tuy tang

Benh than clp tinh, mau d nude tidu, kho dai

Tang nitrogen khong protein trong mau (tang nitrogen-mau)
Sung mat ca chan, chan , ban chan (tich luy nude)

Tang huyet ap

Chay mau mui

Nhuc dau

Buon ngu

Diec hoac u tai

Chdng mat

Roi loan thi giac

Kho d

Hu hai mau va bach huyet

Viem da day
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Hiem gap

Tham tim trong ngudi

Hu hai cac thong sd glucose-mau (ha va tang glucose-mau)
Dd mo hdi

Thay ddi the trang

Mat ngu

Tram cam

Sung, giop hoac phat ban da

Da nhay cam vdi anh sang

Kho mieng

Trang thai kich thich

Hu hai chuc nang bang quang
Choang

Rung toe

Hu hai moc mong tay mong chan
Viem gan gay tu vong
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Rat hiem gap
¢ Cac phan ung d da co the gay tu vong (Hoi chung Stevens-Johnson, hoai tu thuong bi nhiem doc) da duoc
bao cao.

Hay thong bao cho bac sy hoac dune sy ve moi tac dung khong mong mudn cua thudc da neu hoac bat ky
tac dung phu nao cua thudc ma chua neu d day.

5. QUA LIEU VA CACH XU-TRI

Trieu chung: cac trieu chung qua lidu dang kd la dau dlu, buon ngu, chdng mat va ngat.

Trong trudng hop qua lidu, can phai didu tri hd tro va didu tri trieu chung.

Mac du khong co nghien cuu nao duoc thuc hien cho ddn nay, viec tham tach mau la khong thd loai bo
piroxicam, do thudc lien ket manh vdi protein huydt tuong.

6. DAC TINH DLTOC LY

Dac tinh duoc luc hoc

Phan loai duoc ly trj lieu: thudc chdng viem khong steroid va thudc didu trj viem khdp.

Ma ATC: M01ACO1.

Piroxicam, thuoc nhom din chit N-etherocyclic-carboxyamide benzothiazin, la thudc dau tien cua nhom oxicam,
mot phan nhom NSAID mdi. Piroxicam co tac dung chdng viem, giam dau, ha nhiet, tuong tu nhu cac thudc
chdng viem khong steroid khac. Cac nghien cuu tren dong vat cho thay piroxicam anh hudng tdi su di chuyen cac
td bao tdi vung bj viem. Cung gidng nhu cac NSAID khac, piroxicam anh hudng tdi su tdng hop prostaglandin



thong qua ire chd cyclo-oxygenase. Khac voi indomethacin, piroxicam la mot chuc uc che tong hop prostaglandin
co hdi phuc. Trong mot nghien cuu tren 8 benh nhan viem khdp dang tMp tien trien, piroxicam (20 mg/ngay
trong 15 ngay) lam giam dang kd chuc nang td bao bach ciu da nhan (PMN), su tao ra anion peroxid trong mau
ngoai vi va hoat dich, cung nhu ndng do cua PMN va PMN-elastase trong hoat dich. Su dieu bien hoat tinh cua
PMN tao ra tac dung chong viem cua piroxicam.

BREXIN la mot dang che pham mdi cua piroxicam, trong do hoat chat chinh duoc tao phuc vdi beta-
cyclodextrin.

Beta-cyclodextrin la mot oligosaccharide vong, dan chat tao ra tu thuy phan tinh bot thong thuong bang enzym.
Do dac didm cua cdu true hoa hoc, beta-cyclodextrin co the tao ra phuc long vdi nhieu thudc khac nhau, nhd vay
co thd cai thien duoc mot sd dac tinh cua thudc nhu do hoa tan, do dn djnh va sinh kha dung.
Piroxicam-beta-cyclodextrin tan rdt tdt trong nude va hdp thu nhanh hon nhieu so vdi piroxicam khi dung dudng
uong va dat true trang.

Tang kha nang hoa tan se giup thudc nhanh chdng dat duoc nong do cao trong mau va ndng do dinh se dat duoc
sdm hon, tren lam sang tac dung chdng viem giam dau cua thudc se xuat hien sdm hon va co hieu qua hon.

Cung van nhu vdi piroxicam, nua ddi thai tru huyet tuong keo dai cua BREXIN van duoc giu nguyen, vi vay che
pham van chi can dung mot lan mdi ngay.

Vdi dac tinh duoc luc hoc va duoc dong hoc phu hop, BREXIN thich hop dd didu tri nhung benh viem va/hoac
tMp khdp gay dau, anh hudng nhieu ddn toan trang va kha nang thuc hien nhung hoat dong thong thuong cua
benh nhan, va can thiet phai didu trj tich cue va nhanh chdng.

Trong thu nghiem gay phu chan chuot bang carrageenin, BREXIN co tac dung chdng viem nhanh hon piroxicam;
trong nhung gid ddu tien sau khi dung; thuc td la BREXIN hieu qua hon piroxicam 2-3 Idn kd ca dung dudng
uong hay dudng dat true trang.

Tac dung giam dau cua thudc theo dudng uong duoc danh gia tren chuot nhat bang thu nghiem gay dau bang
phenylquinone; 5 phut sau khi uong, da thu duoc 99% cua tac dung uc che tdi da cua BREXIN va 78% cua
piroxicam. Tac dung cua ca 2 thudc duy tri dn djnh trong khoang 2 gid sau khi uong.

Gia tri chi sd didu trj cua BREXIN va piroxicam duoc tinh bang each so sanh tac dung chdng viem, danh gia tren
chuot cong bang thu nghiem gay phu chan chuot bang carrageenin va tac dung gay kich ung da day, tren cung
dong vat thi nghiem.

BREXIN dung dudng udng co chi so didu trj cao hon 2.65 lan so vdi piroxicam dung dudng uong; chi sd didu tri
cua BREXIN dat true trang cao hon 2.31 Idn so vdi BREXIN dung dudng udng.

BREXIN duoc chung minh la it gay tac dung bat loi tren dudng tidu hoa cua ngudi thong qua 3 thu nghiem lam
sang mu ddi, co doi chung, danh gia su mat mau qua phan bang phuong phap danh dau phong xa 5ICr hong cau.
Trong cac nghien cuu nay, thdi gian dung thudc la 28 ngay. Hai trong sd 3 nghien cuu da cho thay su mat mau
qua phan do dung BREXIN it hon dang kd cho tdi kdt thuc 4 tuan didu trj, nghien cuu con lai cung cho th8y co xu
hudng tuong tu.

Trong mot nghien cuu khac da tidn hanh so sanh anh hudng ddi vdi da day cua BREXIN, piroxicam thuong,
indomethacin va thudc gia sau thdi gian dung 14 ngay; su khac biet trong nguy co doi vdi da day (max GPD)
cung duoc danh gia. BREXIN gay ra nguy co doi vdi da day it hon piroxicam hay indomethacin theo chi so nay
va co mdi lien quan tuong ung giua max GPD va ton thuong danh gia bang noi soi.

Tom lai, BREXIN co chi sd hoat tinh duoc luc so vdi doc tinh tren dudng tieu hoa tdt hon so vdi piroxicam
thudng.

Bac tinh duoc dong hoc

Sau khi udng hoac dat true trang BREXIN, chi co pMn hoat tinh (piroxicam) duoc hap thu chu khong phai ca
phuc hop.

Nghien cdu tren ngudi tinh nguyen khoe manh cho thay d lieu tuong duong (20 mg piroxicam), ndng do tdi da
piroxicam trong huydt tuong dat duoc sdm hon nhieu khi dung BREXIN (dung dudng udng: trong vong 30-60
phut, so sanh vdi khoang 2 gid cua piroxicam thudng; dung dudng dat true trang: trong vong 2 gid so vdi 6-7 gid
cua piroxicam thudng).

Cac thong sd thai tru, Kd va t12khong co khac biet so vdi piroxicam thudng vi phuc hop vdi beta-cyclodextrin
chi anh hudng tdi dong hoc hap thu chu khong anh hudng den thai tru.

Luong hoat chit duoc thai tru qua than trong 72 gid sau khi dung thudc cua ca che phim BREXIN va piroxicam
thudng deu vao khoang 10% lidu dung.

Sau khi udng phuc hop, beta-cyclodextrin d dang khong chuyen hoa khong duoc phat hien thay trong huyet
tuong hay nude tidu. Beta-cyclodextrin duoc chuyen hoa trong dai trang bdi he vi khuan ruot thanh dextrins
khong phan nhanh, maltose va glucose.



7. DIEU KIEN BAO QUAN

Bao quan d nhiet dp dudi 30°C.

Bd thudc BREXIN ngoai tarn tay va tdm nhin cua tre em.

Han dung: 36 thang ke tu ngay san xuat

Khong dung thudc qua han sir dung ghi tren hop va vi thudc.

Khong nen vut bo thudc vao nude hoac rac thai gia dung. Hay hdi y kien duoc sy each loai bo thudc khong su
dung. Dieu nay se giup bao ve mdi trudng.

Tieu chuan: cua nha san xuat

8. CAC THONG TIN KHAC

Thanh phan cua mot vien nen BREXIN gdm co:

Hoat chdt chinh: piroxicam-beta-cyclodextrin 191.2 mg, tuong duong piroxicam 20 mg.

Td duoc: Lactose monohydrate, crospovidone, sodium starch glycolate, colloidal hydrated silica, pregelatinized
starch, magnesium stearate.

MO ta va dong goi:
BREXIN vien nen: hinh luc giac, mau vang nhat co 1ranh khia d giua. Hop 2 vi x 10 vien.

Chu so' huu giay phdp:
Tai Viet Nam: Abbott Laboratories, 100 Abbott Park Road, Abbott Park, Illinois 60064, USA (My).

Nha san xuat & kiem nghiem:
CHIESI FARMACEUTICI S.p.A
Nha may: Via San Leonardo 96 - 43122 Parma, Italy ()

Ngay duyet lai thong tin gan nhat cua Co' quan quan ly thudc Italia: thang 6 nam 2013
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