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Rebamipide .........cccrunenn. 100mg

Chi djnh, chéng chi djnh, lidu lrgng & cach ding, thin trong,

tac dyng phy va céc thong tin khéc :

Xin xem toa hudng dén sir dung

Ditu ki¢n bio quan: trong bao bi kin, tranh anh séng, nhiét do dwdi 30°C

Han ding: 36 thang Tiéu chuén: nha san xuat
DE XA TAM TAY TRE EM

PQC KY HUGNG DAN SU DUNG TRUUC KHI DUNG

o 10 A1y

NAXYFRESH Tab.

Rebamipide 100mg
10 blis. x 10 film - coated tablets
Manufoctured by:

KMS Pharm. Co., Ltd
492-1 Maelan-dong, Yeonglong-gu, Suwon city, Gyeonggi, Korea

Composition: each film - coated tablet contains:

Rebamipide .................100.0mg M
Indications, contraindications, dosage & administration, side effect,
precaution and other information:

Please see the insert paper
Storage: in tight container, protect from light, at temperature below 30°C
Shelf-life: 36 months Specification: In-house

KEEP OUT OF REACH OF CHILDREN
READ CAREFULLY THE INSERT BEFORE USE

Rebamipide 100mg
10 vi x 10 vién nén bao phim

Jwpp| apichiwreqoy

‘el HSTHAAXVN

San xudi bai:
KMS Pharm, Ce,, Ltd
492-1 Mactan-dong, Yeongtong-gu, Suwon city, Gyeonggi, Hin Qudc

Batch No.:
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Rx thubc ké don

Vién nén bao phim NAXYFRESH

(Rebamipide 100mg)
Poc kj hwdng din sik dung tricée khi ding
Khi cin thém thong tin xin héi y kién ciia bdc st

THANH PHAN: M3i vién chira:
Rebamipide 100mg

Ta dugc: Microcrystalline Cellulose; Hydroxypropylcellulose;  Low-substituted
hydroxypropylcellulose; Magnesium Stearate; Hypromellose; Polyethylene glycol 6000;
Titanium oxide

DUQC LUC HQC W

Cic thi nghiém trén mau djng vat: téc dung lam lanh va ngén ngira trén miu dong vt
loét da day: Rebamnplde da 1rc che tn thuong niém mac da day trén cac loai chudt thi
nghiém khac bi viém loét, bao gém cac vét loét giy ra bai stress bi kiém ché, aspirin,
mdomethacm histamin, serotonin va thit mén vi. Thudc cling bao vé niém mac khoi bi
ton thlrcmg do tinh trang gdy ung thu khac c6 1& mang lai do phéan mg loai oxygen, bao
gdm niém mac thiéu mau cuc bd - truyén dich lai, sir dung yéu té kich hoat tiéu cau
(PAF) hodc diethyldithiocarbamate (DDC) va sir dung indomethacin trong tinh trang da
bi stress.

Trén mot con chudt méu bi loét da day do acid acetic, Naxyfresh thiic ddy lam lanh vét
loét da day va ngin ngira sy tai phat vét loét 120-140 ngay sau khi cam {mg loét.

Téc dung ngan nglra va lam lanh m6 hinh viém loét da day: Reba:mplde trc ché sy
phat trién cia viém da day gay ra acid taurocholic, thic ddy lam lanh viém niém mac lién
quan téi viém da day trong cac thi nghiém & chudt.

Téc dung ting Prostaglandin: Rebamipide lam tang sy san Xuét prostaglandin
E2 (PGEy) & niém mac da déy chudt. N6 ciing lam tdng cac nong d6 cua PEG,, 15-keto-
13, 14- dlhydro-PEGz (mot chat chuyen héa cia PGE,) va PGI, ¢ trong dich da day. Trén
d6i tuong nam giéi khoe manh, thudce ciing cho tac dung lam ting luong PGE?2 trén niém
mac da day va bao ve; niém mac da day khoi tén thwong do sir dung ethanol.

T4c dung bio v§ té bao: Rebamipide ¢6 tac dung bao vé t& bao da day bang céch rc
ché ton thuong niém mac gdy ra bdi ethanol acid manh, hodc base manh trén chut‘;‘ut
Trén 6 bng nghiém, trén té bao dugce nudi cdy lay tir bao thai thé, thudc ciing bao vé té bao
biéu md da day chéng lai cac ton thuong do aspirin hodc acid taurochollc

G dbdi twongnam giéi khde manh, thubc tc  chétdn thuong niém macda
day giy ra bai ethanol, aspirin va HCl-ethanol.

Tang tiét chdt nhéy Rebamipide thic ddy hoat dong cua enzyme trong da day
dé tdng hop cac glycoprotein phén tr luong cao, lam day lop bé mit nhdy cia niém
mac da day va téng lugng chat nhdy tan trong da day & chuét. PGs ndi sinh khéng tham
gia vao su tang chat nhdy hoa tan.

Téc dung lam ting luu lwgng mAiu niém mac: Rebamipide 1am tang luu lugng méu
niém mac va cai thién huyét dong luc hoc bi giam sau khi mét méau & chudt.

KMS PHARM. CO., LTD.
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Téc dyng trén hﬁng rao niém mac: Rebamipide néi chung khong énh hucmg su chénh
1énh tlem tang qua niém mac da day trén chudt, nhung thudc trc ché 1am giam sy chénh
léch tiém tang gy boi ethano]

T4c djng trén sir bai tiét kiém da day: Rebamipide thiic diy su tiét kiém da day &
chudt.

Tic djng Ién s6 lrgng té bao nhay: Rebamipide kich hoat sur gia tang té bio niém mac
da day va tang s6 lugng té bao biéu mo phii ngoai trén chudt.

Tdc djng 1én sy hdi phuc niém mac da day: Rebamipide hdi phuc acid mét hoic
hydrogen peroxide lam cham sy hoi phuc vet thuong nhén tao trén t€ bao bieu md da day

thé nudi cay. i )
Tac dfng lén sy !)a’:i tiét da day: Rebamipide khong 1am thay ddi ca su tiét co ban dich , :
da day va ca sy ti€t acid do kich thich. 2 L

Tac dfng I1én loai phan ung Oxygen Rebamipide truc tlep don goc hydroxyl vangédn
san xudt superoxide bai bach ciu da nhén. N6 rc ché tén thuong té bio niém mac da
day gay ra boi cac chudi phan tmg oxy héa dugc giai phong tir céc bach ciu trung tinh
dwoc kich thich boi Helicobacter pyloritrén in vitro. Rebamipide lam giam nong
do lipid peroxide trong niém mac da day & chu6t trong diéu tri véi indomethacin khi bi
stress va trc ché ton thuong niém mac.

.. Téc.dpng dén s thaim nhifm té han viém & niém mgc dg day: Rehamipide ngin chin.
suthdm nhiém té bao viém trong céc thi nghiém trén chudt khiviém da day
do acid taurocholic, NSAID hoic tén thuong niém mac da day do truyén dich lai thiéu
mau cuc bo.

Tac djng 1én sy gidi phong cytokine viém (lnterleukm-s) trén niém mac da day:
Rebarmplde duoc ding bing dlrong uong, kim ham su gia tang san xuét interleukin-8 &
niém mac da day cua bénh nhan véi Helicobacter pylori. N6 ciing e ché su kich hoat
ctia NB-kB, biéu hién cua interleukin-8 mRNA va san xuét cua interleukin-8 trong céac té
bao biéu mo6 dwoc nudi cdy cung véi Helicobacter pylori.

Nghién ciru trén 1im sang:

Hi¢u qua lim sang trong viém loét da dﬁy Naxyﬁ'esh dd duge nghién ciru & nhitng
bénh nhén bj loét da déy bang cach sir dung ndi soi dé danh gia tac dung cua thube.
Trong danh  gia ndi  soicubi cung, rebamipide dat  duoc két qua  chira
lanh hoan toan 60% (200/335) bénh nhdn nghién ciru va 67% (224/335) la gan nhu hoan
toan lanh. Tinh hiru ich 14m sang clia Naxyfresh dua trén hiéu qua va d9 an toan dé dugc
chitng minh trong mot nghién ctru mu déi. 6 thang theo ddi 67 bénh nhén cho thdy, tri
lidu véi lidu hang ngay 300 mg, sur tai phét chi xdy ra & 4 bénh nhén (6%).

Hiéu qui ldm sang trong viém da day cAp tinh va dot cdp ciia viém da day mén
tinh: Naxyfreshdd dugc nghién clrud bénh nhanvéi bi viém da day cép
tinh hodc dot cép ctia viém da day mén tinh. Thube nay dat duoc ty 1€ hiéu qua 1a 80%
(370/461) trén toan bd bénh nhan dugc danh gia , va cho 76% (351/461) bénh nhan dugc
cai thién rd rang hodc trung binh. Tinh hitu dung trén lam sang cta thubc da thdy tai lap
lai trong m§t nghién ctru mu dai.

DUQC PONG HQC KMS PHAHM CO, LTD
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Néng do huyét tuong: sau khi udng liéu don Naxyfresh 100mg cho 27 dbi twong nam
khoe manh dd nhin &n,tpald 2,4+ 1,280, Chxla 216+ 79 ng/mlvéi tipla 1,9
+0,7 gi¢r (tinh tir gia tri dén 12 gio) va AUCaq giy 1a 874+209 ng/gio/mL.

Su hdp thu ciia rebamipide sau khi udng duy nhét liéu 150 mg cho 6 ngudi khoe manh &
trang thai dang dn c6 xu hudng chdm hon so véi @3 dn. Tuy nhién, thirc 4n khong anh
hudng dén sinh kha dung cua thubc & ngudi. Céc théng sé duge dong hoc thu dugc tir
bénh nhén bj suy than sau khi ubng lidu don 100mg Rebamipide cho thiy nbng dé thudc
trong huyét tuong cao hon va thoi glan ban thai kéo dai hon so v6i nhimng ngu’m khoe
manh binh thudng. O trang thai 6n dinh, nong do6 rebamipide trong huyét tlrcrng
dugc quan sat thay ¢ nhimg bénh nhan da thAm tach than sau khi dung lap lai rit gin
voi cac gia tri mo6 phong tir lidu don. Do do, thuoc dugc coi 1a khong tich Iiy.

Chuyen héa: Rebamipide duoc bai tiét cha yéu duoi dang hop chit khong thay dbi i trong
nuée tidu sau khi ubng liéu don 600mg cho nam gidi trudng thanh khoe manh. Mgt chat
chuyén hoa véi mdt nhém hydroxy & vi tri thir 8 dd duge xé4c dinh trong nudce tidu. Tuy
nhién, su bai tiét chat chuyen héa nay chi ¢é 0,03% cua lidu diéu tri. Enzyme tham gia
vao sir hinh thanh chét chuyen héa nay 1a CYP3A4. ;4{?/ ﬁ/
(Chuy y: Lleu thong thuong O nguodi 1on l1a 100mg, 3 14n mdi ngay) v
Bai tiét: Xap xi 10% liéu ding duoc bai tiét trong nude tiéu khi rebamipide dugc su
dung mot lidu don 100mg Rebamipdie cho nam gidi truong thanh khée manh.

Lién két Protein: Trong dng nghiém, 0,05-5 mcg/mL Rebamipide da dugc thém vao

huyét trong ngudi va 98,4-98,6% thude duoc lién két véi protein huyét trong.

CHi PINH
Loét da day. Piéu trj cac tdn thurong niém mac da day (an mon, chay mau, tdy dé va phu
né) trong viém da day cip va dot cdp cua viém da day man tinh.

LIEU LUQNG VA CACH DUNG
Ngudi 16n: Lidu thuong ding: ung 1 vién, ngay 3 14n (vao budi sang, budi téi va trude
khi di ngu).

CHONG CHi PINH
Bénh nhan ¢6 tién sir di img v6i mot trong cac thanh phin cia NAXYFRESH.

CANH BAO VA THAN TRONG

St dung & tré em: PO an toan cia NAXYFRESH & tré¢ nhe cén, tré so sinh, tré so
sinh dang bu va tré em chua duoc thiét lap (Kinh nghi¢m str dung trén 14m sang chua du)
Sir dung & ngudi cao tudi: Cham séc dic biét duoc yéu cau & bénh nhén cao tudi dé

giam thiéu nguy co rdi loan tiéu héa, vi nhimg bénh nhan nay c6 thé ¢6 sinh 1y nhay cam
hon v&i NAXYFRESH so véi céc bénh nhén tré tudi.

SU DUNG CHO PHU NU CO THAI VA CHO CON BU

NAXYFRESH chi nén ding cho phu nit mang thai hodc phu nir ¢6 kha nang mang thai
khi loi ich tri liéu 16n hon bat k¥ nguy corai ro c6 thé xay ra. (B an toan cua
rebapimide & phu nit mang thai chua dugc thiét 1ap).

KMS PHARM. CO., LTC.
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Nén ngimg cho con bu khisir dung NAXYFRESH (nghi€én ciu trén chudtda chi
ra rang rebapimide duogc bai tiét trong sita me).

ANH HUOGNG CUA THUOC DEN KHA NANG LAI XE VA VAN HANH MAY
MOC: Chua thiy c6 bdo cdo vé anh hudng cua thubc téi kha ning 1ai xe va van hanh
may moc

TUONG TAC THUOC

Rebamipide c6 rit it tic dung (e ché enzyme cytochrome P-450 trong éng
nghiém. Rebapimide hiu nhu khéng chuyen hoéa & gan va bai tiét  trong nudce tiéu dudi
dang hop chat khong thay ddi; do d6, thudc khong anh hudng nhiéu trén su chuyén héa
cua cac loai thudc khéc. Lién quan dén viéc sir dung ddng thoi véi cac thude khac vai ty
18 lién két protein cao hon (Chét e ché H2 va warfarin), mac du NAXYFRESH c6 ty 18
lien két protein cao (295%), ndéng d6 trong mau cua thubc thip t6i 200 ng/ml; do
do, rebamipide dugce coi la it ¢6 kha nang lam ting nong do cua thuc ding cing. Ngoai
ra, dd c6 béo céo la NAXYFRESH khong bi anh hucmg boi ndng do axit salicylic trong
huyét trong (¢ ngu&n) & thoi diém sir dung asplrm nong do mdomethacm huyet thanh (&
ngudt) tai thoi dicm s dung indomcthacin, nong do 5-FU-trong-té bao-khdi u va-huyét
trong (chudt) tai thdi diém st dung UFT. Khéng c6 tuong tac thubce giira rebamipide va
cac loai thudc khac duge bao cdo. 47 W

TAC DUNG PHU

Trong 10,047 bénh nhan dugc didu tri, tic dung khéng mong muén bao gdm ca nhimg
phat hién bat thuong phong thi nghiém dugc bdo céo trén 54 bénh nhan (0,54%).

Trong s6 3035 bénh nhan 65 tudi, tic dung khéng mong muon duge ghi lai trén 18 bénh
nhén (0,59%). Ty 1¢ va loai tac dung khong mong mubn khong khac nhau giira nhom
bénh nhén cao tudi va tre tudi. Tom tit cac dir liéu sau, bao gdm cac tic dung khong
mong mudn dugc khai bido tu nguyén sau khilwu hanh thudc (con s& nay
duoc bao cao tai thoi dlem phe duyét va hoan thanh vigc tai kiém tra cia NAXYFRESH).
Cic phin phy ding ké vé mat 1am sang: soc, phan (mg phan vé (ty 1¢ chua biét*): Séc
va phan tmg phan vé c¢6 thé xuét hién. Vi thé, bénh nhén cn dugc giam sat chit ché. Néu
phét hién bat thudng, nén ngimg sir dung NAXYFRESH va thye hién céc bién phép thich
hop Giam bach cau_(ty 1& <0,1%) va giam tidu clu (ty 1€ chua biét*): Giam bach ciu va
giam tidu cu co6 thé xuat hién. Vi thé, bénh nhén cin duge giam sat chat ché. Néu phat
hién bat thudng, nén ngirng sir dung NAXYFRESH va thyc hién cac b1¢n phap thich hop.

Réi loan chirc ning gan (ty 16 <0,1%) vavang da(ty 1é chua biét*): rdi loan chuc
nidng gan va vang da dugc thé hién boi sy gia ting AST (GOT), ALT (GPT), y-
GPT va ndng do phosphate kiém d4 dugc bdo cdo & nhitng bénh nhan sir dung Naxyfresh.

Néu phat hién bat thuong phong thi nghiém, nén ngimg sir dung NAXYFRESH va can
thue hién céac bién phép thich hop.

Cic phan tng bit lgi khic: Qua min: ty le < 0,1%: phét ban, ngra, phat ban do thube
nhur eczema, cac triéu chung khac cua qua mén. Ty 1& chua biét*: may day. Néu cac tri¢u
chimg cua phan tmg qua méan xuét hién, nén ngung sir dung Naxyfresh.

Thén kinh: Ty 1& chua biét*: té liét, chong mit, budn ngu.
KMS PHARM. CO., L
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Tiéu hoa: ty 1& < 0,1%: tdo bon, cam gic truéng bung, tiéu chay, bubn ndn, nén mira, ¢
néng, dau bung, ¢ hoi, mii vi bt thudmg,... Ty 1 chura biét*: Khé mi¢ng.
Gan: Ty 1¢ < 0,1%: tang AST (GOT, ALT (GPT) 'y-GPT tang nong do phosphate kiém.
Néu ndng do transaminase tang dang ké hogc sot va ban tién trién, Naxyfresh nén duoc
ngimg dicu tri va cén thuc hién céc bién phap thich hop.
Huyet hoc: ty 16 < 0,1%: gidm bach cdu, mét bach cu hat, v.v,... Ty 1& chua biét*: giam
tiéu cau.
Cac tac dung phu khéc: ty 1€ < 0,1%: rdi loan kinh nguyét, ting ndng d6 BUN, phi
né, cam giac c6 vét la trong ¢d hong. Ty 1& chua biét*: vi sung va dau, vii to & dan ong,
danh trbng ngue, sbt, do birng mét, té€ ludi, ho, suy hd hép, rung toc.

"Ty 1& phan {mg phu tr nguyén khai bao 1 khong duoc biét den

Théng bio cho bic s§ nhiing tic dung khong mong muén gip phai khi ding thude

QUA LIEU

Trong mot nghlen ciru hiéu qua cua loét da day, mot trudong hop dau bung da duge bao
cdo trong tong s6 81 bénh nhan dugc sir dung rebalmplde véi liéu 900 mg/ngay (nghién
clru & lidu tbi da).Trong qua trinh luu hanh, con gidi han thong tin vé qué lléu

Diéu trj qua lidu nén diéu tri triéu _chimg, kiém soat y t& chat chd va tiép tuc giam sat
hénh nhan cho.dén khi bénh nhan hdi phuc hin.

QUY CACH PONG GOI: Lo 30 vién, Hop 10 vi x 10 vién.
BAO QUAN: Bzo quan trong bao bi kin, tranh dnh sang, & nhiét d6 dudi 30°C.

HAN DUNG: 36 thang ké tir ngay san xuét
Khéng dung thudc qu4 han sir dung ghi trén nhén

TIEU CHUAN CHAT LUQNG: Nha san xuét

Poc ki hwéng din sir dung trude khi dung
Néu cin thém thong tin xin héi y kién béc sy

NHA SAN XUAT:

KMS PHARM CO., LTD
492-1 Maetan-dong, oungtong-gu, Suwon City Gyeonggi Do, Korea.

PHO CUC TRUGONG
/M ?M,-s, Yin Chank il . | o
Lee Kyodhg JooV Director

KMS PHARM. CO,,LTD.
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