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Rx Thudc nay chi diing theo don thude

< %, RIFACINCO
CONGTY CP OWRifaximin... ... ... ...200 mg)

Ed { L) - £ - . L .‘
Cic dau hiéu lun ¥ va khuyén cdo khi ding thube
Dé xa tam tay ré em

Doc ky huong ddin sir dung triede khi dimg

- - A
Thanh ph?in cong thire thuoc
M®i vién nén bao phim chira:
Rifaximin 200 mg

Ta duge vién nhén: Microcrystallin cellulose, sodium starch glycolat, colloidal silicon
dioxid, tale, glyceryl distearat, hypromellose (E15).

Ta duge mang bao: Hypromellose (E6), hypromellose (E15), polyethylen glycol (6000),
edetat disodium, talc, titanium dioxid, iron oxid red.

* .‘
Dang bao che
Vién nén bao phim.

Vién nén bao phim hinh trdn, mau hong nhat, hai mét 16i, canh va thanh vién lanh lan.

Chi dinh

Dicu tri tiéu chay du lich do céc ching Escherichia coli khdng xdm nhép & ngudi 16n va
bénh nhi tir 12 tudi tré 1én.

Han ché st dung: khong nén duge st dung & nhitng bénh nhén bi tiéu chay phirc tap do
sot hodic co méu trong phin hodc ti€u chay do mam bénh khéac ngoai Escherichia colli.

Cich dung, liéu ding

Ding 200 mg (1 vién) mdi 8 gior trong 3 ngdy (16ng cong 9 lidu).
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Rifaximin khéng dwoc ding qua 3 ngay ngay ca khi cic triu ching vén tiép dién va .
khéng duwoe diang dot diéu trj thir hai (xem muc “Canh bdo va thin trong khi ding
lhuéc“).

Rifaximin ¢d thé dugce ding cing hodic khéng vai thire an.

Tré em

Chura xéc dinh duge tinh an toan va hiéu qua cia thude & tré em (duéi 18 tudi).

Nguroi gia

Khéng cin hiéu chinh lidu lugng vi dit liéu an toan va hiéu qua cta thude cho thdy khong
¢6 su khéc biét giita bénh nhén cao tudi va bénh nhén tré tudi.

Suy gan

Khéng can hiéu chinh liéu cho bénh nhén suy gan (xem myc “Dic tinh dwge dong hoc™).
Suy than

Miic di khong du doan trude duge su thay doi vé liéu lugng, nhung cin thin trong khi
ding cho bénh nhén suy thin (xem muc “Dic tinh duge dong hoc”).

Cach dung
Udng véi mdt coc nude.

Chong chi dinh

Qua man v6i hoat chét, bét ky thude nao thude nhém rifamycin (vi du: rifampicin hodc 2
rifabutin) hoac bét ky ta duge ndo duge liét ké trong muc “Thanh phﬁn cong thirc thube” N
(Phan tng qué man di bao gdm viém da tréc vay, rdi loan thin kinh, mach pht va sbc
phan vé).

Céc trudng hop tic rudt.

C#nh béo va than trong khi ding thude

Dir liéu l1am sang cho thiy rifaximin khdng c6 tic dung diéu tri tiéu chay du lich do céc
tdc nhan gy bénh xadm nhip duong rudt nhu Campylobacter jejuni, Salmonella spp. va
Shigella, 14 nhitng vi khuén thudng giy tiéu chay gidng bénh kiét ly, dic trung béi sot,
¢6 méu trong phan va di dai tién nhiéu lan.

Néu céc triéu chirng ning hon, nén ngimg di€u tri bing rifaximin.

Néu céc triéu chirng van chua hét sau 3 ngay dicu tri, hodc tai phat ngay sau do, khong
nén ding dot thir hai ctia rifaximin.

Tiéu chay lién quan dén clostridium difficile (CDAD) da dugc bao cdo khi st dung hau
X s F F 3 . - - 2 4 " i 1 4 -
hét cac khang sinh, bao gom rifaximin. Khong thé loai trir méi lién quan tiém an gifra

dicu tri rifaximin véi CDAD va viém dai trang gia mac (PMC).
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Bénh nhén nén dirge thong bio ring mic du thude héip thu khang dang ké (dudi 1%),
nhung gidng nhir tét ca cac dan xudit rifamyein, rifaximin ¢6 thé 1am murée tidu ddi mau
do.

Céan than trong khi sir dyng dong thori rifaximin va chét tre ché P-glycoprotein nhu
ciclosporin (xem muc “Tuong tdc, twong Ky cta thude™).

Ca sy giam va ting chi s6 déng méu (INR) (trong mdt sO triromg hop bi chay mau) da
duoc bao cdo & nhitng bénh nhén duge diéu tri duy tri bing warfarin va duge ké don
rifaximin, Néu cén diing dong thoi, nén theo doi ¢in thin chi s6 dong méau (INR) khi
dung két hop hodic ngimg diéu tri véi rifaximin. Co thé cén hiéu chinh lidu ding thudce
chdng dong mau duong udng dé duy tri ndng do thude chdng dong mau mong mudn
(xem muc “Tuong téc, twong ky clia thude”).

Thudc nay chira sodium starch glycolat va edetat disodium nhung ham lugng natri trong
mdi vién nén bao phim it hon | mmol natri (23 mg), tire li vé co ban 'khong co nalri'.

Tié em

Thude khong duge khuyén cdo sir dung cho tré em (<18 tudi).

Sir dung thube cho phy nit ¢6 thai va cho con bi

Phu nit ¢6 thai

Chura ¢6 hoiie c6 it dir liéu vé viée sir dung rifaximin & phy nit ¢6 thai.

Céc nghién ciru trén dong vat da chi ra nhitng dnh hudng thodang qua dén qua trinh tao
xuong va gy bién dang xwong & thai nhi (xem muyc “Dir liéu an todn tién 1dm sang”). Y
nghia lam sang cua nhirng phat hién ndy & ngudi vin chua 6.

Nhu mot bién phap phong ngira, viéc str dung rifaximin trong thoi ky mang thai khong
duge khuyén cdo.

Cho con bui

Nguoi ta chua biét liéu rifaximin/céc chat chuyén hoa cé dugce bai tict vao sira me¢ hay
khong. Khang thé logi trir riii ro doi voi tré bl me.

Phai dua ra quyét dinh ngimg cho con bt hay ngirng/tranh di€u tr véi rifaximin dya trén
tinh todn loi ich ctia viéc nudi con bang sita me va loi ich cua vige diéu tri cho me.

Kha néng sinh sdn

Céc nghién ciru trén ddng vt khong chi ra tac dong c¢6 hai trye ti€p hodc gian ti€p doi
véi kha ndng sinh san ctia nam hogc nir.

1 - = £ ~ = w s u ~ - . -
Anh hwong cia thuoe 1én kha niing lai xe, viin hanh may moc

Trong cac thir nghiém lim sing cé doi chirng, chong mat va budn ngi da dugce bao cdo
nhung rifaximin ¢6 anh hudng khong dang ké dén kha néng l14i xe va viin hanh may méc.
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Twong tie, twong ky cia thude

Khéng cé kinh nghiém sir dung rifaximin cho nguoi dang dung mgt khang sinh khac
thude nhém rifamyein dé dicu tri nhiém trung toan than do vi khuén,

Dit liéu in vifro cho thiy rifaximin khéong tre ché céc enzym chuyén héa thude cytochrom
P-450 (CYP) (CYPs1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2EI va 3A4).

Dit liéu in vitro cho théy rifaximin khong cadm Gng CYPIA2 va CYP2B6 nhung la chiit
cam tng yéu isoenzym CYP3A4 cia cytochrom P450.

O ngudi khoe manh, cdc nghién clru twong tic thude trén 14m sang da chimg minh ring
rifaximin khéng anh huéng dang ké dén duge dong hoc ciia cac chét nén CYP3A4. Tuy
nhién, & nhitng bénh nhén suy gan, khong thé loai trir trieong hop khi sir dung df’)ng thoi,
rifaximin ¢6 thé [am giam su phoi nhiém ctia cac chit nén CYP3A4 (vi du warlarin,
thudc chdng dong kinh, thuée chdng loan nhip tim, thude tranh thai) do phoi nhi&m toan
thdn cao hon nguoi khoe manh.

Ca sy giam va ting chi s6 déng mau (INR) da duge bdo cdo & nhig bénh nhin dugce
diéu tri duy tri bing warfarin va duge ké don rifaximin. Néu ciin dimg dong thoi, nén
theo di cén than chi sé ddng mau (INR) khi dung két hop hodc ngimg diéu tri voi
rifaximin. C6 thé cfin hidu chinh lidu lugng cia thude chdng déng mau duéng udng.

Mét nghién ctru in vifro cho thiy riing rifaximin la chat nén vira phai cta P-glycoprotein
(P-gp) va dugce chuyén héa boi CYP3A4. Nguoi ta van chua biét liu dung dong thoi
cting cic thude e ché CYP3A4 ¢6 thé lam ting mirc do phoi nhiém toan thén cta
rifaximin hay khong.

O nguoi khoe manh, ding déng thoi mdt liéu ciclosporin (600 mg), mot chit trc ché P-
glycoprotein manh, véi mét lidu rifaximin (550mg) din dén Cinux v AUC., trung binh
ctia rifaximin ting lan luot 83 lan va 124 lan.

Y nghia ldm séng ciia sy gia ting phoi nhiém toan thén nay van chua duge biét ro.

Kha nang twong tac thudc-thude xay ra & ciap dd hé thong vén chuyén tai rudt da duoc
danh gid trong cic nghién ciru in vifro va nhitng nghi€n ctru nay cho thay riang tuong tac
lam sang gitra rifaximin va cac hgp chat khac duge van chuyén béi P-gp va cac prolein
vén chuyén khac la khong thé (MRP2, MRP4, BCRP va BSEP).

Chura ¢6 nghién ciru trong tac thude danh gia viée diing dong théi rifaximin va céc thude
khéc ¢d thé duge dung trong dgt ti€u chay du lich (vi dy: loperamid, than hoat).

Trong truong hgp dung than hoat, nén udng rifaximin sau it nhat 2 gid.

Tac dung khing mong muodn cia thuoc

Trong cac nghién ciru 1dm sang & nguoi str dung rifaximin dé diu tri ti€u chay du lich,
céc phan (g ¢6 hai duoce cho la it nhét ¢ the lién quan dén rifaximin da dugce phén logi
theo hé co quan va tan suat.
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Kinh nghi¢m sau luu hanh

Trong qua trinh sir dyng rifaximin sau khi duge phé duyét, céc tac dung khong mong

4 . o A A a . > . \ " " A .
muon khac da duge bdo cdo. Téan suat cua ciac phan tng nay khong 13 (khéng thé wdc
tinh tir dir liéu ¢6 sén).

Danh mue tin suét duoce xdc dinh bing céch sir dung quy ude sau:

Rat thudng gip (= 1/10), thudmg gip (= 1/100 dén < 1/10), it géip (= 1/1.000 dén < 1/100),
hiém gap (> 1/10.000 dén < 1/1.000), rét hiém giip (< 1/10.000) va khong 18 (khong thé
wée tinh tir dir liéu 6 sin).

H¢ c¢o quan
phéin loai theo
MedDRA

Thwong gip

it gip

Khong rd

Nhiém triing va
nhiém dje

Nhiém ném eandida,
Vitus Herpes simplex,
Viém mili — hong,

Viém hong,

Nhiém tring duong hd
hép trén

Nhiém
Clostridial

trung  do

R6i loan méu
vi  hé théng
bach huyét

Ting bach ciu lympho,
Ting bach ciiu don nhén,
Giam bach cau trung tinh

Giam tiéu cau

Roi loan hé
mién dich

Phén (g phan vé,
Qud man cdm

K
Roi loan
chuyén hoéa va
dinh dwong

Giam khau vi,
Mat nuéce

R6i loan
tam thin

Nhimng gidc mo  bét
thuong,
Chén nin,
Mat ngu,
Lo ling

Réi loan
hé thin kinh

Chong mit,
Pau dau

Giam cam giéc,
Dau nira dau,
Di cam,

Viém xoang,
Ngu ga

Tién ngiit

Roi loan miit

Nhin doi

‘l . b Y
Roi loan tai va
mé dao

Dau tai,
Choéng mit

Réi loan tim

Panh trong nguc

Roi loan
mach mau

Tang huyét p,
Bébc hoa
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Roi loan hé Ho,

hép, 1dng nge Kho hong,

va trung thit Kho thé,
Nghet mii,
Dau héu hong,

_ S6 mii
Roi logn Pau byung, Dau bung trén,
tieu hoa Téo bon, Mbi kho,

Dai tién gfip,
Tiéu chay,
DAy hoi,
Chudng bung,
Budn ndn,
Non mira,
Mot rin

R&i loan tiéu hoa,

R&i loan nhu dong dudmg
tieu hoa,

Phén cimg,

Xuét huyét trye trang,
Phén nhay,

Ri loan vi gidc

Rdi loan
gan mit

Tang Aspartat
aminotransferase

Xeét nghiém chirc
ning  gan  bit

thudng

Réi loan da va
mo dwdi da

Phat ban, héng ban va
ngoai ban,
Chay néng

Pht mach,

Viém da,

Viém da tréc vay,
FEczema,

Ban do,

Ngira,

Ban xuit huyét,
May day

A
Roi loan co

xwong va mo
lién ket

DPau lung,

Co thit co bip,
Yéu co,

Dau co,

Dau ¢

A -
Roi logn thin
vi tiét niéu

Mdu trong nudc tidu,
Glucose niéu,

Pai rit,

Pii nhiéu,

Protein ni¢u

As ~
Roi loan hé
thong sinh sin

b} .P( LA
va tuyen vi

Pa kinh
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Cac roi  loan | SOt Tinh trang suy nhuoc,
chung va phan On lanh,
tng tai chd D6 mo hoi lanh,

Ting tiét md hoi,
Bénh giéng cim,
Phii ngoai bién,
_ Dau va kho chiu
Xét nghiém Chi s6 dong miu
chiin doin (INR) bét thudmg

Béo cao cic tic dung khdng mong muodn

Viéc bao cdo cic tac dung khdong mong mudn sau khi thuoe dwge phé duyét la rit quan
trong. No cho phép tiép tuc theo dai ddnh gid lgi ich/rii ro cua thude. Cac chuyén gia
chiim sac sire khoe duge yéu clu bdo cdo bét ky tac dung khong mong mudn nio (6i:

Trung tam DI &ADR Qudc gia
13 - 15 L.é Thanh Tong, Ha N¢i

Website: www.canhgiacduoc.org.vn

Qua lidu va cach xi tri

Trong cac thir nghiém lam sang & bénh nhin bi ti€u chay du lich, liéu dimg 1én dén 1800
mg/ngay duge dung nap ma khoéng c6 bat ky triéu ching ldm sang nghiém trong nao. O
nhirng bénh nhan/ngudi cd hé vi khudn binh thwong ding lidu rifaximin 1én dén 2400
mg/ngdy trong 7 ngay khong gay ra bét ky triéu chimg lam sang nao c6 lién quan dén
dung liéu cao.

Trong trudng hgp qué licu, nén dicu tri trigu chimg va chdm soéc tich cye.

Dic tinh dwoe lue hoce
Nhém duge ly: T hube khang sinh diéu tri nhiém khudn duong rudt.
Mia ATC: AOTAALL,

Thudc chira rifaximin (4-desoxy-4'methyl pyrido (1, 2'-1,2) imidazo (5,4-c) rifamycin
SV), & dang da hinh c.

Co ché hoat dong

Rifaximin 12 mdt khang sinh thuéc nhom rifamycin lién két khong thuan nghich véi tiéu
don vi beta ctia enzym ARN polymerase phu thugc vao ADN cua vi khuén va do dé tre
ché s tong hop ARN ctia vi khudn.

agh e e . P - ~ A . s LA K . . A 5
Rifaximin ¢6 pho khang khuan rgng khédng lai hdu hét cae vi khuin gram duong va gram
4m, hiéu khi va ky khi gdy nhiém tring dudng rudt.
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Do hép thu tr dudmg da day-rudt rat it nén rifaximin & dang da hinh @ ¢6 tic dung tai chd
trong long rudt va khong ¢6 tac dung chong lai céc tdc nhin gdy b¢nh xam nhép trén lam
sang.

Co ché dé khing

Co ché chinh cua viée khang rifaximin dudng nhu lién quan dén mdt dot bién trong gen
rpoB md hoéa ARN polymerase cia vi khuan.

Ty 1¢ tiéu quéin thé khang thude giita céc vi khudn duge phan 1ap tir bénh nhén bj tiéu chay
du lich 1a rét thép.

Céc nghién ciru ldm sang nghién ctru sy thay ddi tinh nhay cam cia hé vi khuéin dudmg
rudt & nhitng ngudi bi bénh tiéu chéy du lich, dd khong phat hién dugc sy xudt hién ctia
cic vi khudn gram duong (vi du Enterocoeci) v gram am (£. coli) khing thude trong qué
trinh didu tri ba ngdy bing rifaximin.

Su phat trién sirc dé khéng cta hé vi khuén dudong rudt binh thuong da duge nghién ciru
& nhitng ngudi tinh nguyén khode manh va bénh nhan viém rudt sir dyng rifaximin lidu cao
13p lai. Cédc ching dé khang vai rifaximin da phat trién, nhung khéng én dinh va khéng
cu trd tai dwomg tiéu hoa hoic thay thé cic chiing nhay cam véi rifaximin. Khi ngimg didu
tri, céic chiing khang thude bién mat nhanh chéng,

Dir liéu thire nghiém va lam sang cho thay rang viée di€u tri ti€u chay du lich bing
Ll . + T A -~ k. - -l 3 3 r
rifaximin & nhitng bénh nhén cé ching vi khuan Mycobacterium tuberculosis hodc

Neisseria meningitidis khong gay dé khang vai rifampicin.

Tinh nhay cam

Rifaximin 1a khéng sinh khéng hiip thu. Thir nghiém tinh nhay cam in vitro khong thé xac
dinh tinh nhay cam hoiic tinh dé khang cta vi khudn ddi voi rifaximin mét cach dang tin
cdy. Hién tai chua ¢6 du dir li¢u sin ¢o dé hd trg viee thiét lap diém gy trén ldm sing
trong thir nghi¢m tinh nhay cam.

Rifaximin di duoc danh gié trong thir nghiém in vifro vé cic tac nhin gy tiéu chay du
lich. Cac tac nhdn gdy bénh nay la: ETEC (£. coli sinh ddc ) rudt), EAEC (E. coli bam
dinh két tap rudt), Non-V cholerae vibrios. MIC90 ctia cdc dong vi khuén dugc thir
nghiém la 32 pg/ml, co thé d& dang dat dugc trong long rudt do nong dd cao ctia rifaximin
trong phéan.

Piic tinh dwge dong hoc

Hép thu

Cac nghién ctru duge dong hoc trén chudt, chd va ngudi da chimg minh rﬁng sau khi
ubng, rifaximin & dang da hinh héu nhur khong hédp thu (dudi 1%). Sau khi ding liéu
didu tri rifaximin trén nhitng ngudi tinh nguyén khoe manh va bénh nhan bj tén thwong
niém mac rudt (bénh viém rudt), ndng dé trong huyét twong khong dang ké (duéi 10
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ng/ml). Sy ting hip thu rifaximin toan thin khong twong quan v& miit ldm sang da duge
ghi nhén sau khi ding thudc trong vong 30 phit sau bita dn giau chét béo.

Phén b

Rifaximin lién két vira phai véi protein huyét twong & ngudi. In vivo, ty I¢ lién két véi
protein trung binh la 67,5% & nguoi khoe manh va 62% & bénh nhén suy gan khi dung
rifaximin,

Chuyén hoa

Phén tich cic chét chiét tach tir phan di chimg minh ring rifaximin duge tim thdy dudi
dang phén tr nguyén ven, ngy ¥ ring n6 khong bi bién dbi va chuyén héa trong qua trinh
di chuyén qua dudng tiéu hoa.

Trong mdt nghién ctru str dung rifaximin duge danh du phong xa, rifaximin duge phat
hién trong nurde tiéu khoang 0,025% liéu udng, trong khi dudi 0,01% liéu duge phat hign
dudi dang 25-desacetylrifaximin, chét chuyén hoa duy nhat cia rifaximin duge phat hign
& nguoi.

Thai trir

M@t nghién ctru sir dung rifaximin danh diu phéng xa cho thay "C-rifaximin bai tiét cha
yéu va hoan toan qua phén (96,9% liéu udng). Lugng "C-rifaximin phat hién trong nude
tiéu khong vurgt qua 0,4% liéu ubng,.

Tuyén tinh/khong tuyén tinh

O ngudi, toc dd va mirc dd phoi nhiém toan thin cia rifaximin dudng nhu duge dic
trung bdi dong hoc khong tuyén tinh (phu thudc vao liéu dung), phi hgp véi kha néng
hap thu cua ritaximin do ¢6 toc dd hoa tan gidi han.

Poi twong dic biét

Suy than

Khong c6 dir liéu 1am sang vé viée sir dung rifaximin ¢ bénh nhéan suy than.
Suy gan

Dit lidu ldm sang ¢6 san cho thdy bénh nhén suy gan phoi nhiém toin thén cao hon so
v&i nguoi khoe manh. Mire do phoi nhiém toan than véi rifaximin & bénh nhén suy gan
nhe (Child-Pugh A), suy gan trung binh (Child-Pugh B) va suy gan ndng (Child-Pugh
C) l4n lwot cao hon 10, 13 va 20 ldn so v6i nhitng ngudi tinh nguyén khée manh.

Su ting phoi nhiém toan than véi rifaximin & ngudi suy gan duge gidi thich dya trén tac
dung tai cho ¢ duong tiéu hoa va sinh kha dyng toan théin théap cia rifaximin, cling nhr
dir liéu an toan hign c6 cua rifaximin doi véi ngudi bi xo gan.

Do do, khéng khuyén céo hiéu chinh liéu vi rifaximin c6 tdc dung tai chd.

Tré em

Dugc dong hoc cia rifaximin chua duge nghién ctru trén bénh nhi & moi dd tudi.
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Div liéu an foan tién lim sang

Dir liéu tién 1am sang cho thiy khdong co6 nguy co dic biét nao doi vai ngurdi dya trén
cac nghién ciru théng thuong veé dugce ly an toan, ddc tinh liéu [ap lai, ddc tinh di truyén
va kha nang géay ung thu.

Trong mdt nghién ciru vé sy phat trién phdi thai & chudt cdng, ¢6 su chim tré nhe va
thoang qua trong qué trinh tao xwong nhung khéng anh huéng dén sy phét trién binh
thuong ctia chudt con da duge ghi nhin & lidu 300 mg/kg/ngay. O thé, sau khi ubng
rifaximin trong thi ky mang thai, sy gia ting cac bién dang xuong di duge quan sat
thiy & cac liéu diing 1a phit hop vé mit ldm sang.

Y nghfa lam sing cua nhitng phét hién nay vin chwa duge biét.

Quy cich dong goi
Hop 1, 2, 3, 5, 10 vi PVC/Alu x vi 9 vién, kém & hudng din str dung.

Hop 1, 2, 3, 5, 10 vi Alu/Alu x vi 9 vién, kém & hudng din sir dung.
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Dicu kign bdo quan, han diung, tiéu chuin chiat lwong cia thude
Bio qudin: Noi kho rdo, tranh anh sang, nhiét dd dudi 30°C.

Han dimg: 24 thang ké tir ngdy sin xuét.

Tiéu chuiin chit lirgng ciia thuée: TCCS.
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Tén, dia chi ciia co sd sén xuit thuoc

CONG TY CP DUQC VAT TU Y TE HA NAM
Cum CN Hoang Dong, phudng Hoang Dong, thi xd Duy Tién, tinh Ha Nam, Viét Nam




