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Rx - Thudo bén theo don

HUONG DAN SUr DUNG THUOC
Vién nang cirng FLAZOLE 400
San xuét theo TCCS

THANH PHAN

Mbi vién nang cimg chira:

- Hoat chit: Ribavirin ...........................400,00 mg
- Ta dugc: Vira 60 1 vién nang cing (Kollidon 30, primeliose, caki dibasic
phosphate.2H:0, avicel M101, talc tring, magnesi stearat, aerosi, ethanol 96%, nudc

tinh khiét, nang sb 0).

DUQC LYC VA CO CHE TAC DUNG

Ribavirin & mdt nucleosid 1dng hop cb chu tric gibng guancsin, Co ché tic dyng ciia
ribavirin con chura bidt ddy di. Thudc cb tic dyng kim virus bling céch cdn trér thng hop
ARN va ADN, cudi cling 14 e ché tlng hop protein va sao chép virus. Tac dyng khing
virus clia thudc chi yéu & trong té bao nhidm virus nhay cdm.

Ribavirin duge vin chuyén nhanh vio trong té bao va nhanh chéng bi enzym i bao
chuyén 85i thanh ribavirin khir ribose (deribosylated ribavirin) va phosphoryl héa thinh
ribavirin-5'-monophosphat, -diphosphat vé triphosphat. Phosphoryl héa chi yéu xdy ra
trong té bdo nhillm virus, nhung cling o6 & té bio khang nhiém. Ribavirin triphosphat (RTP)
I chit (rc ché canh tranh manh cda inosin monophosphat (IMP) dehydrogenase, ARN
polymerase ca virus influenza, va ARNm guanylyl transferase v methyltransferase (cac
enzym sau cin thiét cho sy gn thém guanosin triphosphat vao §' cudi chop clla ARNm
cla virus).

Tit ci cdc thc dyng khac nhau d6 43 lm gidm nhidu di trir guanosin triphosphat ndl
bdo va lam (rc ché tdng hop protein va ARN cla virus, Cubl cing, sao chép virus va lan
truyén virus 161 céc 18 bdo khic bi ngan chin hodc Urc ché manh.

Ngodi ra, ribavirin khdng kich thich sin xult interferon, tac dyng khdng ding ké 6én dap
(rng min dich va kh&i u (& vt chi). "
DUGC BONG HOC 4

Hép thu:

- Ribavirin duge hip thu ngay khi ubng, ndng d¢ dinh dat duoc trong vong 1 - 2 gitr sau
mm.mmmwmmm,mwmmwuu.smmm
500 mg/in x 2 lan/ngdy, ndng dd thubc trung binh trong huyét tuong & trang thai &n dinh 1
2,2 mg/ml.

- Anh huting cda thire &n: Sinh khi dyng cda ribavirin ting 18n khi két hop véi blra &n
giau chit béo.

Phén bs:

- Udng 1 u duy nhit 3 mg/kg/idu, ndng 89 dinh trong hing clu dat dugc trong véng 4
ngdy. cao hon khodng 100 lin ndng 8 thubc trong huyét tuong clng théi gian (4 ngay). va
sau 06 gidm din véi nira 8&i vao khodng 40 ngdy.

- Ribavirin phiin bd chém vao dich ndo tiy. Khi ubng kéo dai (4 - 7 tulin) & ngudi bj
AIDS hodc ARC, ndng 60 thuc & dich nao tly xip xi 70% ndng 49 thubc & huydt tvong
Shng thiri. Thudc gln vio protein huyét twong rét it
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thdn so véi nhém 64i chimg (49 thanh thii creatinin > 90 miphit) 8o
rét & nhirmg bénh nhdn ndy. Ndng 84 ridavirin khong thay ddi khi

Chirc néing gan: Duge 64ng hoc cla ribavirn & nhdmg bnh
tyr nhr ngun ©6 chirc nang gan binh thudng.

Bénh nhén Idn twéi (> 65 twdi): Céc nghién cdu duge 8dng hoc cho udi tac khéng
phdi 1 tac nhdn chinh dnh hudmg @én duge 3ng hoc clia ribavirin, chirc ndng thdn mai 14
yéu 13 quyét Ginh.

Bénh nhéin dudi 18 tudi: Nhimg Génh gis duge 8dng hoc dc bigt & bénh nhidn dudi 18
twdi vin chira dugc tién hanh,

CAC SO LIEU AN TOAN TIEN LAM SANG

Trong céc thir nghiém trén sic vit, ribavirin ddc d8i véri phdi thai, cb thd gly di tit &
@y, ham éch, mét, quai ham, tir chi, xuong, v dudng tidu héa. Ty I xiy ra va mic 86
trkm trong cda céc hign tuong quai thai ndy t 1§ thuln voi by sir dyng.

Trong céc thir nghidm trén sic vit, thibu mdu xdy ra ngay sau khi bt ddu didu tr
nhung cing phyc hdi nhanh chéng sau khi kit thic didu trj.

Trong mdt nghidn clu kéo dii 3 - 6 thing trén chudt nhit voi idu trén 15 mg/kg thily
giém s8 krong va sy di chuyén clia tinh tring. W
CHI BINH '

Ribavirin dugc chi dinh d& didu trj viém gan C man tinh va phdi dugc ding phdi hop voi
peginterferon alfa hodic interferon alfa. Khdng dugrc sir dyng ribavirin riéng 16,

Bénh nhén méc binh ldn ddu: Ribavirin dugc chi dinh ding phdi hop voi peginterferon
alfa hojc interferon alfa trong didu trj viém gan C man tinh & nguir km chua Gugre Gibu i,
khding bj mit bl gan, ALT cao vé cho két qud duong tinh vén huyét thanh HCV-RNA.

Bénh nhén téi phat: Ribavirin duge chi Ginh ding phdi hop viri peginterferon alfa hojc
interferon alfa trong diu trj viém gan man tinh & ngudd Iom da cb dap (mg voi Iu phip
don trj Bju bing interferon alfa trudrc 86 (ALT trd Ial binh thudng khi kit thic didu tri)
nhung sau d6 lgl tdl phat.

CHONG CHI BINH

- Qud m3n cdm véi ribavirin hodc véi bt cir thanh phiin nao cla thube.

- Phy nr mang thai: Khdng nén ding ribavirin cho 8én khi co két qud thir thal 4m tinh.

- Bamg cho con bd: Khing nén sir dyng ribavirin & phy nir dang cho con bi.

- Tibn sir benh tim ndng, ké ci binh tim khdng &n Ginh hay khdng kiém sodt dugc trong
wng 6 théng trudre do.

- Céc tinh trang bnh nghidm trong gdy suy nhuoc khac, bao gdm nhirng binh nhan suy
mwmmmmﬁmmmtmmmmmu
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- Céc bnh rdi loan w& méu (vi dy: binh thalassemia, bénh thiu méu hdng clu hinh ludi
B&m) do phai didu trj két hop voi peginterferon alfa hojc interferon alfa.

- Cé tridu ching hodc tidn sir mic binh tim thin nghiém trong, nhit 1a cdc trwdmg hop
trdm cim nding, ¢4 § dinh hojic cb  ty sat.

- Viém gan ty mibn, hodic co tifn sir méc bénh ty miln.
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LIEu DONG VA CACH DUNG

Thude nén bit dbu sir dyng va gidm sit b nhimg bac s ob k
viém gan C man tinh,

a. Lidu ddng cho ngudi iém trén 18 tudi:

- Bbi voi bénh nhan viém gan C man tinh co kidu gen 1 hodt 4
vo trong lwgng ciila co thé bénh nhan. Thube dugce ubng ngay 2
phy thude viio blra &n. 5

+ Trong lugng co thé dén 75 kg: 400 mg (1 vién) vao budi sang va B00'mg (1 %
vibn) vio budi ti.

+ Trén 75 kg: 600 mg (1 % vién) ubng vao budi sdng va 600 mg (1 % vién) vlng vao
budi it

- D4l véi bénh nhan viém gan C man tinh cb kidu gen 2 hodic 3: Tit ci ngudi km: 800
mg (2 vién) chia kdm 2 tn, udng vao bubi sang va tbi

- Dbi v&i bénh nhan nhidm cling kKic HCVHIV: Tét cd ngudi Km: 800 mg (2 vién) mbi
ngdy, chia im 2 Idn ubng vao bubi sdng va 1i, khing phin bigt kidu gen.

- Gidm lidu ribavirin co thé cin thidt & nhimg bénh nhin cb cic ndng 3% hemoglobin
thip. Ribavirin chéng chi dinh & nhimg bénh nhén cd dd thanh thii creatinin it hon
SOmiphut. .

- Ribavirin phi duge ding phéi hop vl peginterferin alfa (1.5 microgram/kg/iudin) hodic
interferon alfa (3 tridu don vi x 3 nitudin). Viée chon lya ché @6 két hop tiy thudc vao binh
trang cla bénh nhan. Ché a4 didu trj duge chon phai dya trén hidu qud du kién va db an
toén clia igu phap két hop cho timg bénh nhan. W
b. Théd gian ding thube:

- Théri gian didu tri ¢4 thé bi dnh hudmg bér kidu gen cla virus viém gan C man tinh.

+ Déi véri bénh nhan cb kidu gen virus 1 vA 4 nén duge didu trj trong 48 tudn. Bénh
nhin cb kidu gen virus 2 hodic 3 nén didu trf trong 24 tuln.
+ D&i v nhirng bénh nhan o6 kifu gen 5 hojc & chua cb bio céo.

- Ngudi bénh tai phdt sau khi da dugc dibu tr interferon alpha-2b: 24 tuln (6 thing).
Hiéu qud va dd an todn cia phéi hop ndy chura dugc xéc dinh khi dibu trj kéo dai trén 6
u? binh chua didu tri interferon alpha-2b: 24-48 tuln (6-12 thang). Dén tuln 24,
Kibm tra xem didu trj c6 ddp img khong bing cach do ndng 6 ARN HCV huyét thanh. Néu
Kkhding cb 8ép mg, ngimg thudc vi didu trf thém cd nhibu khi niing khong dat kit qud.

- D&i vé nguri bah nhidm ciing Kic HCV/HIV, Gibu tr ién tuc trong 48 tuln bit ké kifu
pen.
¢ Céc trudng hop dic bigt:

- Suy thén: Dugc ddng hoc cla ribavidn thay dbi & timg bénh nhan suy thin do &)
thanh thai gidm & cic bénh nhdn ndy. Vi thé, phi ién hanh ddnh gid chirc ndng thin cla
tht ci céc benh nhén treée khi bit dbu didu tri biing ribavirin. Banh nhin c6 A% thanh thai
creatinin < 50 mphit thi khdng duge ding ribavirin. Néu creatinin huyét thanh tng dén >
2mg/dl thi phai ngung dung ribavirin vi peginterferon alfainterferon alfa.

- Suy gan: Khéng cb tuong tic dugc 3ng nao xdy ra gilra ridavirin va chirc ndng gan.
V1 thé khéng cdn dibu chinh lidu ribavirin dbi v&i bénh nhin suy gan.

- Nguoi 16m tudi (> 65 tudi): Tubi cla bénh nhan khing gdy tc &dng nghiém trang ndo
bn duge 60ng hoc clia ribavirin. Tuy nhién, gidag nhu nhamg bénh nhan tré tudi hon, cin
kibm tra chire ndng thén trude khi didu trj biing ribavirin.
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nhdn ndy vin chua dugc dinh gid. Ribavirin khdng dugc khuyén ¢
14 tré em hodc thidu nién dudi 18 tudi.
THAN TRONG

- THAN TRONG CHUYEN BIET KHI DIEU TR| BANG DUONG UONS
nén cho ding duémg udng ddi voi cac bénh nhdin o6 vin 8 y th trde'do, b
thé trér nén nghiém trong do Ribavirin gdy ra sy tibu huydt, trong 86 cb BEAR SRS
dinh hode bénh ri loan médu (thidu méu do hoat ddng khac thudmg trong qua trinh 1bng
hop hemoglobin hodic thibu mau vi o6 hdng clu hinh ludi ém), Vide dém va xdc dinh dgc
mﬁ-m:mmmmmmwahmummzu4unmnu

sau do.

- Bénh nhin suy thin va mdrc thanh thai creatinine it han 50 mL/phdt s& khdng ding
Rmb&udud;snu&u.ﬂhwhﬁdwbhhthwmnﬂcmmﬂ
bl. Khd néing phat tridn cda bénh git nén dute xem xét & céc bénh nhin mdc bénh niy.

.mmnmmmwmahmummnm&wmm,m
phap Ribavirin duge chi dinh & tré em vé thanh thidu nién cb tin sir rdi logn tim
thiin. Sy phit tridn cla tré em cln dugc theo dbi va chirc ndng tuyén gidp nén dm
tra m3i 3 théng. Bénh nhan bj nhidm vi it viém gan C va HIV nén dugc theo doi cdn than
cac déu hiéu ddc tinh trén ty thé va nhidm axit lactic.

- R4 loan rdng va nudru 43 dugc béo cdo. Nén kidm tra riing thudmg xuyén v vé sinh
rling migng 161 [l

- Phy n@ mang thai: Udng Ribavirin 43 dugc bao céo gdy quai thal va gay chét phdi &
loai gdm nhdm. Ribavirin chéng chi dinh cho phy nlr 6 thai va ngudi cb thé mang thai.
Ribavirin khdng gy quai thai & khi ddu chd. Di khdng b tnudmg hop nao duge bio clo
gdy qudi thai sau khi tidp xic véi Ribavirin dang thubc xit trong khi mang thai, phy nlr mang
thai va nhimg ngudi ¢6 kit hoach mang thai nén tranh tidp x0c véi thube dang xit. Phy nor
mang thai nén tranh quan hé v&i chbng 1 cic bnh nhdn nam ding Ribavirin bdng uwéng
ubng. B&nh nhin nam ching cla phy nir dang mang thai ndn st dung bao cao su dé gidm
thidu 4m dao Bidp xic véi ribavirin,

TAC DYNG KHONG MONG MUOCN (ADR)

- Khi dugre diing duémg hit, Ribavirin d8i khi din dén sy xbu di ciia chirc nding phdi,
vibm phdi do vi khulin, va tran khi ngue, va céc higu (ng tim mach (bao gbm gidm huyét ap
méu va nglrng tim), va hiém khi xdy ra bnh tidu mau va tidu 1& bdo luedi. Viém két mac v
phét ban da cing d4 xdy ra.

- Tée dyng khdng mong mubn phd bidn nhit dugre bdo cdo béi bénh nhin ding
ribavirin béng dudrng ubng chung voi Interferon alfa hodc Peginterferon alfa 1A cac phén
(rng tm thdn (nhy lo ng, trim cam, mdt ngl, va khd chiu) va héi chimg gidng nhu com.
Céc hidu img khdng mong mubn do doa mang séng hodic gy tir vong bao gbm trém cam
nding, cb § dinh ty tr, t4i phat lsm dung hodic ding qud lidu thubc an thin, va nhim

- Tée dung khang mong mubn nghiém trong bao gdm bénh thiéu méu do tan huyét,
gidm bach chu, gidm tibu cu, thidu mau khong tai tao, binh tidu duwdmg, réi loan midn dich
tyy 30ng, céc hai chimg da dity - rudt, vidm tyy, tc mach phéi, dau ngue, rdi loan chire
nding gan, va viém thanh phé nang ké.

- Lupus ban 85, phét ban (bao gdm nhung rdt hiém 1a hdl chimg Stevens - Johnson va
hoal tir biéu bi), v nhay cdm véi dnh sang clng da dugce bo céo.

- Thc @5 ting truding chdm (bao gdm cd sy sut gidm chibu cao v céin ndng) da duoc
béo cao & tré om.

- Ty & thc dung phy. bdo €40 & nhamg bnh nhan 110 voi nghi ngér hodc co thé xly ra
SARS nguedt 6 dugc dibu tri voi Ribavirin thiy 61% bdnh nhn co bing chimg vé bénh
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thiéu méu tiéu huydt. Trong nhém nhd 76 bénh nhin: finh trang calcium trong mau thip bét
thudmg v tinh trang magnesium trong méu thip bit thuémg duoc bdo cied 5% v
46% 58 bdnh nhéin twong (ng, trong khi 26% c6 bing chimg cla cd . )
vi magnesium trong mau thip bt thutrng.

- M8t nghién ciru hbi clru trén mdt nhom nhé thdy riing cdc tac dyng
manh véi viec sir dung Ribavirin (hdu hét & idu cao) & 306 benh b
hodic ¢6 thé xdy ra SARS 14 thiéu mau kéo dai. magnesium trong
nhip tim cham. :

Théng béo cho Béc s§ céc téc dyng khdng mong mudn gép phii khi dung thubc.
TUONG TAC THUOC

- Két qua cla nhimg nghién ciru trén in witro cho thdly cytochrome P4S0 enzyme khdng
nh hudmg dén sy chuyén héa ribavirin, Ribavirin khdng (e ché cytochrome P450 enzyme.
Khong cb biing chimg nao tir céc nghiéin ciu ddc tinh cho thily ribavirin gdy ting men gan.
Vi thé ¢4 riit it nguy co tuong tie qua hé P450 enzyme.

- Khdng cé twong tac duge 84ng ndo gidra ribavirin va peginterferon alfa hodc interferon
alfa,
- Sinh khd dyng cia fibavirin bj suy gidm khi didu tr| cling lic v&i mt thubc khng acid
c6 chira magnesi, nhdm va simethicon. L

-Tmnm.muwwmmmmumvhmk
bidt nhimg bidu hign Iam sang cla cdc phat hién ndy. Tuy nhién, nhong phit hign in vitro
ndy 14m ting kha ning dlin 161 HIV trong huyét tuong ting diin khi ding ribavirin kit hop
véi zidovudin hodc stavudin, Vi thé, cln phai kidm sost chit ché nbng 43 HIV RNA huyét
thanh & nh(ng bdnh nhin duge dibu tri ribavirin ciing Kic voi Mt trong hai logi thubc trén.
Néu ndng 60 HIV RNA ting cao, ciin xem xét lai viéc dibu trj ribavirin cing loc voi cic chilt
m‘mm&uwmmmmmmtmmu
abacavir) trén in vitro do d6 c6 thé lm ting nguy co nhidm acid lactic. Bt ki kha néng
frong te ndo cOng cb thé kéo dai 161 hai thang (gdp 5 lin nira 8d1 cla ribavirin) sau khi
ngung didu trj ribavirin do nira 8t dai.

. Khdng c6 bing chimg nao vb sy tuong tic gitra ribavirin véi cdc chit Uc ché non-
nuclecside transcriptase thudn nghich hodic cac chiit (e ché protease.

PHY N’ MANG THAI VA CHO CON BU

Phu nir c6 thai: Chbing chi dinh ding ribavirin cho phy nlr c6 thai.

Phy n cho con bd: Chura biét Iéu ribavirin c6 1t qua sira ngudi hay khdng. Do nguy
wdphhmum'ummdn&lihﬂm.pﬂlmdwmmmwbﬁdn
@idu tr.

NGUON DIEU KHIEN XE MAY: Ribavirn khdng gdy dnh hudng 161 kh ndng 1éi xe va vin
mmmwuﬂhmnﬁmw&mmmmwwm
wwmmmﬁrﬂcmﬂmhmummmmmﬂwmm
mdy méc khi dang didu tri.
nuﬁueuvhcﬁcumw:rmmmwnmmmmmmm&
wﬂwﬁmwm.mﬁmmmﬂummw
cho.

BAO QUAN: Noi kho thodng, tranh dnh séng, nhigt 45 phong (< 30°C).

DONG GOI: Hop 2 vi x 10 vidn

HAN DUNG: 36 thang ké tir ngdty sdn xult
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THUOC NAY CHI DUNG THEO DON CUA BAC SY
DE XA TAM TAY CUA TRE EM U
KHONG DUNG THUOC QUA HAN SU’ DUNG
DOC KY HUONG DAN S DUNG TRUGOC KHI DUNG
NEU CAN THEM THONG TIN XIN HOI Y KIEN CUA BAC SY

TEN VA DJA CHI NHA SAN XUAT
CONG TY CO PHAN SPM (SPM CORPORATION)

ﬁ WWW.Spm.com.vn

SPM L5651, Dudng sb 2, KCN Tan Tao, P. Tan Tao A, Q. Binh Tén, Tp. HCM
T: (08) 37507496 - Fax: (08) 38771010

Tp. HCM, ngdy 10 thang 04 nam 2014
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