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Rx Thudc bén theo don

LEVINA

Vién nén bao phim

THANH PHAN :
VARSI ..1coasessasresssss st 8ot s s s aa s B s st ida o7 B i i 20 M
(Vardenafil hydroclorid. oo cirenieeennn 21,494 mg)

Tinh bét ngd, avicel 101, croscarmellose natri, aerosil, lactose, bot tal pyl methylicellulose,
polyethylen glycol 6000, titan dioxyd, mau vang quinolein, mau orand® seesieeaen, 1 VIEN N@N bao phim
DUQC LYCHQC: ol R : .

- Curong duong |a mot qué trinh huyét dong hoc dva trén sy gian co iron tal thé hang va nhing tiéu agng mach ¢4 lién
quan. Khi cé kich thich tinh duc, tir nhing tan cung than kinh tai thé hang sé phong thich nitric oxid (NO), 14m hoat hba
enzym guanylate cylase gy 1ang néng do guanosin Monaphosphat vong (cGMP) tai thé hang. Bidu nay kich hoat sy gian
co tron, cho phép tang luu IUgNg méu vao duong vat. .

- Do tac dung trc ché PDES, enzym chiu trach nhiém gay thoai bién cGMP Lai thé hang, vardenafil lam tang manh tac dung
ctia NO nfi sinh, dugc phong thich tai chd tal thé hang khi cékich thich tinh dyc.

DUQ'C PONG HOC :

Hép thu: 4

_ Vardenafil duge hép thu nhanh qua duéng uéng, Do thudc co chuyén hoa burdc dAu qua gan sinh kha dung tuyét doi
trung binh dat khoang 15%. Néng dé dinh trong huyét twong dat dugc trong vong 30 — 120 phat. Ti 16 hap thu tang khi
vardenafil duoc dung trong bira &n c6 chat béo cao.

Phén bé:

-Vardenafil phan bé rong trong md. 95% vardenafil va chétChU!-‘é‘n héa chinh clia no-M1- gén vao protein huyét tvong. Sy
gén kétnay|a co hdi phuc va khéng phuthude vao 18ng ndng 0 cia thubc.

- Nghién ciru trén ngudl tinh nguyén khoe manh cho thély sau 80 phit, khong c6 qua 0,00012% liéu ding cla thude cb xual
hién trong tinh dich.

Chuyén héa

~Vardenafil duoc chuyén héa trong gan chi yéu 1a cytochrome P450 isoenzymes CYP3A4, nhir CYP3AS5 va CYP2C
isoform.

- O ngudi, chat chuyén hoa chinh trong tuén hoan M1 duec lao ra tir qua trinh desethylation tal vong piperazine cia
vardenafil va sé libp luc dugc chuyén hoa trong thori gian ban thal khodng 4 giér.

- Trong hé théng tuAn hoan, M1 & duéi dang két hgp vl glucuronid (glucuronic acid). Chét chuyén hoa M1 co dac tinh
chon loc phosphodiesterase trong ty nhu vardenafil va kha nang (¢ ché PDES in vitro 1a khodng 28% so vél vardenafil,
dang gop khodng 7% higu qua didu trj,
- Thid;i gian ban thai ciia chAt chuyén héa M1 tir 3 dén 5 gidr, tvong W nhu thube chura chuyén hba.

Thai true:
-Tong ty 1& thanh thai cia vardenafil | 56L/ gy vai thévi gian ban thal khoang 4-5 gidr.

-Vardenafil duoc thal trir chd yéu qua phan (91 — 95%) va mél phén it hon qua than (2 — 6%). DO thanh thai co thé giam &
ngudri cao tudl va trong b&nh nhan bénh gan hodc suy than.

CHID|NH:

-BDiéu tr{rdiloan chirc nang cong duong.

LIEU DUNG, CACH DUNG:

- Liu khuyén céo thdng thuéng: Diing cho nam giéi tredng thanh: 1 vién duy nhat (20 mg) ubng khi cAn khodng 25 - 60
phut trirdre khi hoat déng tinh duc., Thugc ¢6 hiéu qua tir 25 phit dén 4 - 5 i sau khi udng. Can co kich thich tinh duc décod
dap Ung diéu trj tw nhién.

Thiri gian bat d4u co tac dung cla thube cd thé cham lai néu ubng thue cung bira an giau chatbéo.

- Liéu t6i da khuyén cao la 20 mg, 1 1&n/ ngay. Ubng khang lién quan dén bira an.

- Ngui gia trén 65 tudi: nén sir dung liéu thap hon.

-LiBu diing cho bénh nhan suy gan: Dura vao sy dung nap ciia bénh nhan ma can nhdc co nén st dung Levina hay khong.

- Lieu ding cho bé&nh nhan suy than: khong cin chinh lidu & ngudi suy than nhe, trung binh hay ndng. V&i bénh nhan suy
than nang (d6 thanh thai creatinin < 30 ml/ phit) dung theo dap trng va dung nap cda bénh nhan.

- Khdng dung cho tré em dudi 18 tudl.

CHONG CHIDINH :

-B&nh nhan nhay cim vé&i bt cr thanh phain ndo cha thube.

- Nhirng bénh nhan dang dugc didu tri véi nitrat hay nhtng chél cho nitric oxid.

- Dling chung véi thudc tre ché HIV protease nhu indinavir hay ritonavir.

- Tré em durdi 18 tudi va phu nir.

- Bé&nh nhan cd bénh ly tim mach.

- Ding cung cac thubc kich thich guanyl cyclase (riociguat)

-Bénh nhan mét thi lc mot bén méat c6 bénh Iy than kinh thj gidc do thiéu mau cuc b ving trurdc (NAION) o lien quan hay
khéng dén viéc strdyng thudc (rc ché PDES tnrérc do. -
- Khéng nén ding & bénh nhan nam gidi khong nén hoat déng tinh duc (vi du bénh nhan bj cac bénh tim mach nhuw dau that
nawrc khdng n dinh, suy tim nang NYHA Il hodc V).

- Diing clng cac thudce (rc ché CYP3A4 manh nhw ketoconazol, itraconazol

-Tinh an toan cta vardenafil chwra dugre nghién clru & nhirng nhém bénh nhan sau day nén chéng chidjnh cho dén khi co
théng tin: suy gan nang (Child —Pugh C); giai doan cudi suy than phai loc mau; ha huyet ap (huyét ap < 90/50 mmHg); tien
sl ggn day bj A6t quy, nhdi mau co tim (trong vong 06 thang), dau that nguc khong én dinh; réi loan thoai héa véng mac co
tinh ditruyén (nhur bénh viém véng mac sdc to).

THAN TRONG:

- Truére khi khéi d4u didu tr réi loan curong duong, thay thude phai xem xét tinh trang tim mach cla bgnh nhan, vi hoat
déng tinh duc cd lién quan dén mot mirc d nguy co tim mach, Vardenafil o tinh gidn mach co thé Iam giam huyét ap nhe
va thoang qua. Nhimg bé&nh nhan co tac nghén dong mau di ra cia that trai nhu hep van dong mach chi hay hep phi dai
dudi van dong mach chii vb can, co thé nhay cam véi tac dyng cla thude gian mach bao gbm nhirng thubc Grc ché
phosphodiesterase type 5 (FDES).

- Nhirng b&nh nhan nam dugc khuyen cao khéng nén hoat dong tinh duc do tinh trang bénh nén vé tim mach cta ho nhin
chung khong nén diing cac thubc diéu tri rbi loan curong duong.

- Cac bénh nhan dang ding thude cht‘.nng loan nhip nhém IA nhur quinidine, procainamide hay nhém lIl nhuw amiodarone,
sotalol, cac thubc chéng loan nhip hay nhrng bénh nhan c6 kéo dai khoang QT bam sinh nén tranh sir dung Levina.

- Nén str dung cAn than nhing thubc diéu tr réi loan curong duong trén nhing bgnh nhan c6 béat thudng vé gidl phiu cla
duong vat nhu gap goc, xo hoa thé hang hay bénh Peyronie hay dbi voi nhing lﬁnh nhan cé nhirng bénh ly dé gay ra
cwong dau duang vat nhu bénh thiéu mau héng cau hinh liém, da u tuy, bénh bach cau.

-Tinh an 1oan va hiéu qua khi két hgp Levina véi nhing thudc diéu tri rbi loan cirong duong khac chura dugc nghién ciu.
Do 66 khong khuyén cao diéu tri kéthop.

- D3 béo cao thay truérg hop gidm thi Iy thoang qua, bénh ly than kinh thj giac (NAION) khéng phai do viém ddng mach
gay thiéu mau cyc bd nhimg bénh nhén c6 dung cac thubc trc ché PDES ké ca Levina. Néu ddt nhigén glam thj luc, bénh
nhan nén ngirng str dyng Levina va tham khao y kién bac sTngay.

-Thén trong khi diing chung véi cac thubc (re ché CYP3A4 mirc trung binh nhur erythromycin, clarithromycin.

- Chinén ding k&t hop khi bénh nhan diéu tri 6n dinh véi th ubcchen alpha, khéi diém & mire liéu Levina t6i thidu.

- Levina nﬁlh% diing bét ¢ luc nao véi alfuzosin hodc tamsulosin. Véi terazosin va cac thubc chen alpha khac nén udng
dan cach khi sir dung ddng thiri Levina.

<. magnesi stearat, hydroxy pi
ALE L WA R s [ s

- Nhirng bénh nhan dang duing lidu 18i wu cia Levina, thi diéu trj voi chen alpha nén bat dAu véri liéu thdp nhAt. Tang lidu bac
thang thubc chen alpha c6 thé lién quan dén giam huyét &p thém nira & nhirng bénh nhan sir dyng mot chat tre ché PDES
ké ca Levina.

- Chi s(r dung vardenafil & nhimg bénh nhan c6 rbi loan déng mau hay loét da day dang tién trién sau khi da can nhac can
than vé Igi ich—nguy co.

- Két hgp heparin va vardenafil khdng ct tac dung trén thol gian mau chay & chut, nhurng chura nghién ciru trong tac nay
véri ngudni.

- Nguri 18] xe va van hanh may moc

- Thén trong do thanh phén thubce cé lactose khong nén ding thudc nay cho cac bénh nhan bj cac réi loan khang dung nap
lactose do di truyén.

TAC DUNG KHONG MONG MUON :

- Nhirng tac dung khdng mong mubn sau da dugc ghi nhan & nhirng bénh nhén st dyng vardenafil, Véi méinhém tan suét,
tac dyng khdng mong mudn dugc xép theo mirc d§ nang giam dan.

Loaihéthéngco  |Rétthuemg | Thuomg gdp (= | Khang thueng gép | Hiém gap Sg"?l gﬂf‘?m&
quan (MedDRA) | gép (2 1/10) | 1/100 6én < 1/10) | (211,000 aén < 1/100) | (21/10,000 dén < 1/1,000) | ﬁ'fi hh dugc
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Nghién ciru hau mai:

- Nhai mau co tim 38 duge bao cao c6 lien hd tam thol voi viee sir dung vardenalil va hoat dong il
xéic dinh nhdi méu ce tim co lién hé truc \iép vl vardenafil hay vél hoat déng tinh GUC.?!M?:E?éggnﬂﬁghn&ul?rgm:;? cthui
bénh nhan hay voi sy két hop cda nhing ybu 14 nay.
- Bénh dy thAn kinh thj gidc phan trréc khong phal do vism dong mach gy thibu mau cyc bb gay gidm thi lirc bao bm mi
vinh vién da dugc bao cao hiém hol két th v dung chét irc ché PDES mol ther gian, bao gbm ca Levina. Da sO nhing
bénh nhén nay cé nhing yéu t6 nguy co ve co th& hoc hay mach mau phat {ribn bénh NAION, bao gbm: ngoai 50 tubi, 1y1é
18m ddi vaidia th glac {hép (“dTa day"), daithao dudng, ting huyét8p; d6ng mach vanh, tang lipit mau va hat thube,
- Chua thé khang dinh chae chdn ligu nhirng bién cb nay co fian quan e 1ibp & viee diing cAc chét (rc chb PDES. 101 ybu
t6 nguy co nén vé mach mau hay khiém khuyét v& cor thé hoc cia bénh nhan hoac két hop ca hal yéu 16 nay hay ch sy
tham gla clia cac ybu b khac. "
- Réi loan thi giac bao gdm mA th| gidc (tam thdi hay vinh vign) hiém {hAy duoc bao cao sau hau mal két hgp voi sir dung
thubc tre ché PDES mot thi gian, ké ca Levina. Chura thé knan dinh chéc chén lisu nhirng bién cb nay 6 lién quan tryrc
tibp 167 viéc diing cac chét (re ché PDES, o1 yéu1d nguy co nén v% mach mau hay cac ybu tb khéc. .
- Dibc hay mAt thinh Iy dot ngdt da dugc bao cao véi sb lrgng nhd trong str dyng cac chét (rc ché PDES, ké ca Levina.
Chura thé khéing dinh chic chgn nhtrng bién ¢b ndy cé lian quan tryrc tiép 101 viée diing Levina, 161 yéu t6 nguy co nén gay
glam thinh iuc.l;héthqp cacybu t.ﬁb nay has; co sy tham gia céc yéu tg khac. 5 e 3L
6ng béo cho bdc s nhirng tac dyn mong mudn gip phal kh ing thuoc.
G Th [} ung khéng mongd ip p
Nitrat, chat sinh nitric oxyd
-Tacdyng ha huyét &p cia 0,4 mg nitrate dat dudi lugi udng sau khi dung vardenafil 1 va 4 gl duge tang cudng bori mot
lidu 20 mg Levina FCT lrén cac abi trong nam giéi trung nién manh khoe. Khong ghi nhan tac dung nay khidiing Levina 20
mg 24 gi& truére khi sir dung nitroglycerin. Tuy nhién, khéng co thong tin vé tiém nang lam ha huyét ap clia vardenafi khi
str dung két hop véi nitrates & bénh nhan vavi thé chémg chi dinh str dung két hop.
Thuéc trc ché CYP:
- Vardenafil duoc chuyén hoa chi yéu qua cac enzyme tai gan théng qua CYP3A4, véi sy gop phén tir cac ddng dang
CYP3A5vaCYP2C, Dodo, thudc tre ché nhirng enzyme nay co thé lam giam thanh thal vardenafil.
- Cimetidine (400 mg 2 1An/ngay), 1a mdt thubc Urc ché cytochrome P450 khéng dac hiéu, khong ¢ tac dyng trén AUC va
Cmax cua vardenafil khi sir dung chung véi Levina.
- Erythromycin (500 mg 3 lan/ngay), mot thubc trc ché CYP3A4, lam tang AUC ctia vardenafil 4 14n (300%) va tang Cmax
c{ia vardenafil 2 1An (200%) khi s dung chung v&ri Levina. p
- Ketoconazole (200 mg), mot thubc trc ché CYP3A4 manh, lam tang AUC cia vardenafil 10 14n (900%) va tang Cmax cua
vardenafil4 1an (aun%y@m strdyng chung voi Levina.
- Indinavir (800 mg 3 lan/ngay), 1& m§t thubc Uc ché HIV groteasa. khi diing chung véi Levina 10 mg jam tang AUC cia
va}rdenaﬁl 16 |&n (1500%) va tang Cmax clia vardenafil 7 14n (600%). Sau khi st dung 24 giér, nbng d trong huyét thanh
clia vardenafil vao khodng 4% nbng a6 vardenafiltbi datrong huyét thanh (Cmoax).
_ Ritonavir (600 mg 2 l4n/ngay), 1 mdt thubc e ché HIV prolease va (rc ché manh CYP3A4, [am tang Cmax cia
vardenafil 13 1An, va 1am tang AUCO-24 ca vardenafil 49 14n khi st dung chung véi Levina. Ritonavir kéo dai dang ké
théi gian ban hiy cia Levina dén 25,7 gio
Thuoc chen alpha:
_Vi thubc chen alpha don trj liéu co thé 1am giam huyét ap dang ké, dachbiétlaha huyétap tu thé va ngét, nhidu nghién ciru
trong tac voi Levina da dugc thyrchién. ;
- Ha huyét ap trong mdt vai truémg hop c6 trigu chirng, duac ghi nhan & mdt s6 truéng hop dang ké khi ding két hop voi
vién Levina déi véi ngudi tinh nguyén khde manh co huyét ap binh thuong bat budc chuén df trong 14 ngay hodc ithon
a8bivari thubc chen alpha tamsulosin hodc terazosin ligu cao.
_ Khi vien Levina 20mg dugc cho trén bdi canh tri ligu &n dinh véi tamsulosin, khong gay ragiam huyét ap ti da trung binh
trén lam sang. Str dung Levina kem tamnsulosin hoéc 6 gidr sau khi ubng tamsulosin, déu xuat hién treong hop bénh nhan
o6 huyét ap tam thu & tu thé dimg gidm <85 mmHg.
~Trong sé nhirng ngudi diéu trj voi terazosin, ha huyét ap (huyét ap tam thu tu 1hé dirng < B5 mmHg) thuong gap hon khi
ding 88ng thori vardenafil voi terazosin b dat abng thoi ndng @6 t6i da Cmax so vai khi dung cach nhau 6 gi¢. Do day 12
nhrng nghién ciru dugc tién hanh véi ngurdr tinh nguyén khoe manh sau chinh 4o bt bubc chen alpha lénlieu cao (nhirng
ngun khdng bn dinh véi didu trj chen alpha) cho nén nhirng lién quan lam sang cHthé hanché.
-3 nghién clru vé twong tac thube cong duoc tién hanh véi vién Levina trén bénh nhan phi dai tién igt tuyén (BPH) dang
didu trj &n dinh véri thubc chen alphabao gbmalfuzosin, tamsulosin hogc terazosin.
-Uéng Levina 4 gior sau khi ubng alfuzosin. Khoang lidu 4 giér dugc chon goi y tuong tac t4i da co thé co. Khong thay co sv
giam thém huyét ap trung binh \6i da trén 1am sang qua khoang cach hon 10 gi&r sau khi dung vién Levina 4 giér sau khi
ubng alfuzosin. C6 trromg hop bénh nhan bi gidm huyét ap tam thu te thé so v&i ban dau > 30 mmHg nhung khéng co
hop huyét ap tam thu tur thé ding < 85 mmHg dugc quan sat thay trong thei gian nghién ctru. Bén canh d6, c6 bao
A0 vé ca bénh nhan diing placebo va Levina bj choang vang. Dua trén cac két qua nay thi khong cn co khoang cach
gilra lidu ding alfuzosin va Levina,
-Nghién clru tiép theo trén bénh nhan bj BPH, dung Levina vl tamsulosin 0,4 hoac 0,8 mg khdng co truréng hop nao
huyét &p tam thu tu thé dimg giam < 85 mmHg. Dyra trén nhivng két qua nay, khong cAn thiét phai ¢ khoang cach
lidu giCra tamsulosinvalevina.
- Knhi str dyng Levina két hgp voi terazosin 5 hodc 10 mg c6 gay ha huyét ap tw thé tridu chirng & bénh nhan. Néu
ding Levina 6 gi¢r sau khi dung terazosin khang cé trrérng hop nao ha huy t 4p. Nhirng két qua nay nén dugc dung
a4 can nhic vé khoang cach gilra cac libu dng. Trong ca nghién clru nay va nghién clru trede do voi alfuzosin hodc
terazosin, khéng cd trudmg hgp nao bi rung nht.
- Chi nén bét dAu didu 1 ket hgp Levina kni bénh nhan da diéu trj on dinh v&i chen alpha, nén khdi dau véi moc ligu thap
nhét. Levina co thé sir dung tai bt ky théri diém nao khi st dung voi alfuzosin hoac tamsulosin. Vi terazosin va cac thube
chen alpha khac can can nhéc & khoang chia liéu gira cac thudc khi dibu tr két hgp véri Levina.
- nhirng bénh nhan dang dung libu ti wru Levina, diu trj voi cac thube chen alpha nén bt dAu voi mire lidu thap nhéat.
Viéc tang liéu bac thang thube chen alpha cothé b lién quan dén giam huyét ap thém nira & nhimg bénh nhan dang dung
{hubc (rc ché PDES bao gbm ca Levina.
Nhirng thubc khéc:
- Khéng thay co tuong tac vé dugc aong hoc khi dung Levina \rén bénh nhan dang st dung Digoxin 0,375 mg, & tinh trang
&n dinh, cAch ngay trong 14 ngay. Khong co bang chirng bién di dugc dong hoc cua vardenafil do st dung ddng théi véi

xin.
?ﬁﬁl fidu duy nhét cia thubc khang acid; magnesium hydroxide/aluminium hydroxide khong lam thay G6i AUC hay nbng
a6 t6i da Cmax clia vardenafil
- Sir dyng dng thori thubc i khang thy {h& Hz Ranitidine 150 mg 2 1n/ngay khong lam thay dbi kha dyng sinh hoc clia
vién vardenafil 20 mg.
_ Levina khéng anh huémng dén thoigian méu chay khi st dung don doc hay két hop voi acetylsalicylic acid ligu thap (2
vién 81mg).
-Levina Idiﬁng lam cho tac dung ha huyét &p cla alcohol & liu 0,5 g/kg can nang co kha néng xay ra. Duge ddng hoc cla
vardenafil kndng bj anh hudng.
_ Khao sat cac dir liéu dugc dgng hoc rong dan sb & nghién ciru phase 1l cho thay khdng c6 tac dung dang ké cla
acetysalicylic acid, thubc tre ché men chuyén, thubc chen bela, thubc rc ché yéu CYP 3Ad, thudc loi tiéu va nhing thude
aibu trj 8ai théo duong, sulfonylurea va metformin, trén dugc dong hoc ciia vardenafil.
- Khi diung dbng thoi vién Levina 20mg v&i glibenclamide 3,5 mg, Glyburide, thi sinh kha dung tuong ddi clia
glibenclamide khong bi anh huéng. Khdng co bang chung vé viéc dugc dong hoc cia vardenafil bl thay dbi khi ding kem
vériglibenclamide. _
- Khoing thay co tuong tac vé durge Iy hoe nhu thol gian prothrombin va yéu t6 déng mau Il, Vil va X khi str dyng dbng thoi
warfarin 25 mg véi vién Levina 20 mg. Dugc dong hoc cta vardenafil khéng bj anh hudng khi sir dyng chung véi warfarin.
- Khéng thay cé tuong tac dang ké":% dugelyc hoc hay duge ddng hoc khi str dyng dbng thdi Levina v nifedipine 30 hay
60 mg. So sanh véi gia duoc, Levina lam giam huyét ap thém 5,9 mmHg va 5,2 mmHg d6i véi huyét ap tam thu va tam
trrang & tur thé ndm ngura, theo thir ).
S(rdung &phu nrco thaiva cho con bi
- Khong ap dung.
‘Tac dung trén kha nang lai xe va van hanh may moc: s :
- Do choéng vang va rii loan thi giac da dugc b4o céo trong cAC nghién clru lam sang véi vardenafil nén bé&nh nhan nén
biét corthd ho phan g nhu thé nao vor vardenafil truge khi ldixe hay diéu khién may moc.
QUALIEUVASU :
-Trong nhirng nghién ciru vé li&u & ngudi tinh nguyén, thir nghiém Vardenafil & liu tang dAn dén 120 mg/ngay. Ngay cé
voi ligu don 18n mirc 80 mg/ngay ho#c dali#u 40 mg/ngay trong 4 wan déudugcdung nap ma khéng gay tac dyng ngoaiy
nghiém tron: . Khivardenafil dugc dung véilidu cao hom va thudng xuyénhon so vari ligu dugc ab xull vién nén bao phim
40mgx2 | ningay, ghi nhan co vai trueng hop dau leng tram trong. Tuy nhién khong ghi nhan ddc linh trén co hay than
kinh.
- Trong trrong hop qua Jiéu, cac bién phap hd tro tidu chuén can duot thyc hign tuy theo yu cau. Loc than khong lam
tang thanh thai vardenafil vi thubc gan két cao voi protein huyét thanh 4 khong thali trir nhiéu qua nuoc tidu.
'PHUNU CO THAIVA CHO CONBU: ) _
- Khong diing thuéc nay cho phu nlr co thai va cho con bi. Khang c0 ¢3¢ nghién clru vardenafil trén phy nir c6 thai va cho
con bu, Hién chua o6 dir liéu trén kha nang sinh san.
2 R
- Khong dugc dung thudc khilaixe v n hanhmay méc. ; :
ikt ogc ¥ HUONG DAN SUr pYNG TRUOC KHI DUNG
NEU CAN THEM THONG TIN, XIN HOI Y KIEN BAC SI
DE XA TAM TAY TRE EM
 THUOC NAY CHIDUNG THEO SU KE PON CUA THAY THUOC
g, ké tir ngay san xudt.
nhiétdd khong qua 30°C,
n oo s&

tranh &nh sang.
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