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O 750mg/150mi

B Cravit'i.v.

Levofloxacin
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Tet 414305 Fax: 4118046

BSPA/OLIC0036A
Cravit® i.v.
78 150ml Carton

Dimension 70 X 70 x 128 mm.

5 Colors

DA PHE DUYET

Lan dau:.08./....9../.26..

O 750mg/150mi

B Cravit'i.v.

Levofloxacin

1 bottle of 150ml (5mg/ml)
Solution for infusion

Single use only,

discard any unused contents

Manufactured by

OLIC (Thailand) Limited
166 Moo 16, Bangpa-In Industrial Estate,
Udomsorayuth Road, Bangpa-In District.
Ayutthaya Province, Thailand

Under Authority of

DAIICHI SANKYO (THAILAND) LTD.
License holder

DAIICHI SANKYO CO., LTD. Tokyo, Japan.

DIC
214

Cravit®i.v.

150 ml containing: 750 mg Levofloxacin

Excipients:

Sodium Chloride, Sodium Hydroxide,
Hydrochloric acid (gs: pH 4.8),
Water for injections gs 150 ml

Slow intravenous infusion

Method of administration ] -

Dosage

Contraindications | enclosed
i ; leaflet

Special warnings

To be kept in the carton
Use within 3 days after
removal from the carton

Protection from light is required
and guaranteed by storage
in this outer package

Keep out of the reach of children

R : Thuée bén theo don

O 750mg/1 50mi

B Craviti.v.

Levofloxacin

1 bottle of 150ml (5mg/ml)

QUALITY SPECIFICATION : Manufacturer's
READ PACKAGE INSERT CAREFULLY
BEFORE USE.

Vietnam Reg. No. VN- XXXXX-XX
Store below 30°C

1/12/2016
13/12/2016

O 750mg/ 150mi

Daiichi-Sankyo

Levofloxacin

1 bottle of 150ml (5mg/ml)

Rx. Thude ban theo dom. Hop 1 chai 150ml dung dich
tiém truyén chira 750 mg Levofloxacin, ding dudng
truyén tinh mach. Bao quan du6i 30°C, tranh anh
séng. Dé xa tam tay tré em. Boc kj hudng ddn st
dung trwgc khi dung. Chi dinh, cach dung, chdng chi
dinh va céc ddu higu luu y: xin doc trong 16 hudng dén
sir dyng. SBK: VN-xoooxx-xx.SX boi: OLIC (Thailand)
Limited, 166 Moo 16, Bangpa-in Industrial Estate
Udomsorayuth  Road, Bangpa-n District, Ayutthaya
Province, Théi Lan. Céc thdng tin khac 62 nghi xem

trong tir hudng dn sir dyng kem theo.

DNNK:
00255n

8 7'858690"8

69 mm ‘}

Ms/Thitima Thongkam
Quality Operations Director
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Cravit® Lv. 750mg/150mL, 500mg/100mL, 250mg/50mL

Levofloxacin

Cravit i.v. 1a thuc khang khudn quinolone dudng truyén tinh mach c¢6 phd tac dung rong,
chira levofloxacin, hoat tinh dudi dang quang hoc dong phan (-S) cua ofloxacin racemat, dugc
tong hop tai Daiichi Pharmaceutical Co. Ltd. Cravit c6 phd rong va hiéu luc khang khudn cao
chéng cac khudn gram duong nhu Staphylococcus aureus, Staphylococcus saprophyticus,
Streptococcus pneumoniae (bao gom cac chung khang véi penicillin), Streptococcus
pyogenes, Enterococcus faecalis va chdng cac vi khuan gram am, nhu Escherichia coli,
Klebsiella  pneumoniae, Proteus mirabilis, Pseudomonas aeruginosa, Haemophilus
influenzae, Haemophilus parainfluenzae, Enterobacter cloacae, Moraxella catarrhalis,
Legionella pneumophila va céc vi sinh vat khac nhu Chlamydia pneumoniae, Mycoplasma
pheumoniae.

Cravit duoc chuyén nhanh vao mdi mé va cé nong do cao tai d6 nhung khong tich lily va
phan 16n dugc thai qua nudc tiéu dudi dang khong doi.

Cravit ¢6 hiéu luc 1am sang trén nhiém khuan dudng ho hép, duong tiét niéu-sinh duc, nhiém
khuan da va cdu trac da. Tir cdc s6 liéu cho thdy rang tir pH 0.6 dén 5.8, tinh hoa tan cia
Cravit vé co ban la 6n dinh (x4p xi 100 mg/mL). Cravit c6 thé hoa tan hoan toan trong pham
vi pH nay. Trén do pH 5.8 do hoa tan ting nhanh va dat dugc muc ti da la pH 6.7 (272
mg/mL) va né cling dugc hoa tan hoan toan trong d6 pH nay. Trén do pH 6.7, do hoa tan
giam xudng va dat dugc gia tri tdi da (vao khoang 50 mg/mL) & d6 pH khoang 6.9. Cravit &
trang thai 6n dinh khi lién két v6i nhidu ion kim loai khac. Trong vitro kha nang hinh thanh
chelat hoa theo cac thir tu sau: AL 3> Cu *2>Zn > > Mg 2> Ca . J

THANH PHAN QT

Maéi lo 50mL, 100mL va 150mL dung dich Cravit i.v. dé truyén tinh mach c6 chira 250mg,
500mg va 750mg levofloxacin (5 mg/mL) hoat chat chinh. Trong dung dich nay con chira cac
thanh phan sau Natri chlorid; natri hydroxid; hydrochloric acid (pH 4.8) va nudc cat vira du
50mL, 100mL va 150mL. Dung dich Cravit i.v. ¢6 mau vang sang nga sang mau vang luc.

CHI PINH

Cravit dang tinh mach dugc chi dinh diéu tri cho nguoi lon (> 18 tudi), diéu tri cac nhiém
khudn nhe, trung binh va nghiém trong do céc ching nhay cua cdc vi sinh vat trong cac diéu
kién ghi sau day, thuc dung duong tinh mach ¢é uu diém hon duong udng cho bénh nhan
(nhu déi voi bénh nhan khong thé dung nap dugc bang duong ubng). Xin xem phan LIEU
DUNG VA CACH SU DUNG cho nhirng khuyen cao dac biét:

Viém phéi mic phai & cong dong do Staphylococcus aureus, Streptococcus pneumonia (bao
gdm céc ching khang penicillin), Haemophilus influenzae, Haemophilus parainfluenzae,
Klebsiella pneumoniae, Moraxella catarrhalis, Chlamydia pneumoniae, Legionella
pneumophila hodc Mycoplasma pneumoniae.

Viém phdi mic & bénh vién do cic mam nhay véi methicillin nhu Staphylococcus aureus,
Pseudomonas aeruginosa, Serratia marcescens, Escherichia coli, Klebsiella pneumoniae,
Haemophilus influenzae hodc Streptococcus pneumoniae. Co thé diéu tri bd tro khi c6 chi
dinh cia lam sang. Khi ma Pseudomonas aeruginosa dugc cho la dung hoac ching minh
duoc la khuan gdy bénh, thi nén phéi hop levofloxacin véi mot beta-lactam chéng
Pseudomonas.

Nhiém khuan da va chu tric da khong bién chumg (tu nhe ti trung binh) bao gom ap-xe,
viém mo té bao, dinh nhot, chéc 16, viém mu da, nhiém khudn vét thuong do Staphylococcus
aureus hoac Streptococcus pyogenes.

Operations Director
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Nhiém khuin da va cdu tric da c6 bién ching do cic mam nhay véi methicillin nhu
Staphylococcus aureus, Enterococcus faecalis, Streptococcus pyogenes hodc Proteus
mirabilis.

Nhiém khuin dwong tiét niéu (tir nhe t6i trung binh) do Enterococcus faecalis, Enterobacter
cloacae, Escherichia coli, Klebsiella pneumoniae, Proteus mirabilis, Pseudomonas
aeruginosa hodc Staphylococcus saprophyticus.

Viém thin-bé than cp (tir nhe t6i trung binh) do Escherichia coli. O)_r

LIEU DUNG VA CACH SU DUNG =

Cravit dang tinh mach phai dung duong truyen tinh mach. Thudc khong duge dung tiém bap,
trong vo, tiém phuc mé, hodc dudi da. Liéu dung phu thude vao bénh va mure do nhiém tring
va su man cam cua tac nhan gdy bénh. Thoi gian diéu tri khac nhau theo liéu trinh diéu trj caa
mdi bénh. Nhin _chung, glong véi liéu phap diéu tri cac khang sinh khac, phai tiép tuc diéu tri
Cravit i.v. it nhét 1a 48 dén 72 gio sau khi bénh nhan hét sét hodc co bang chimg da diét duoc
vi khuan gdy bénh. Thong thuong sau vai ngay dau diéu tri bang duong tinh mach sé& chuyén
sang dang udng. Liéu dung thong thudng 1a 500 mg duge truyén tinh mach chdm trong 60
phut moi 24 gio hoac truyen tinh mach chdm 750mg trong 90 phit, mdi 24 gio, dung theo liéu

\/ dugc mo ta trong biéu db dudi day.

Bénh nhin c6 chire ning than binh thwong (d6 thanh loc creatinin CLcr > 80mL/phut):

Nhiém khuan Licu Tan s6 Thoigian | Liéu hang
don diung ngay
Viém phoi mac phai ¢ cong dong 500mg moi 24 gio 7-14 ngay 500mg
Viém phoi mic phai ¢ cong dong 750mg mdi 24 gio 5 ngay 750mg
Viém phoi mic phai & bénh vién 750mg mai 24 gio 7-14 ngay 750mg
Nhiém khuan da va cdu tric da| 500mg moi 24 gio 7-10 ngay 500mg
khong bién chimg
Nhiém khuan da va cau tric da ¢6 | 750mg mai 24 gid 7-14 ngay 750mg
bién ching
Nhiém khuan duong tiét niéu 250mg | moi24 gio 10 ngay 250mg
Viém than- bé than cép 250mg | mdi 24 gid 10 ngay 250mg
Bénh nhin suy chirc ning thin:
Trang thii than Liéu khéi dau | Liéu tiép tuc Tan sb
i _ (mg) (mg)
Viém phdi mic phai & cong dong/Nhiém khudn da va cau tric da khong bién chimg
CLcr 50 - 80 mL/phut khong can diéu chinh lidu
CLcr 20 - 49 mL/phut 250 moi 24 gid
CLcr 10 - 19 mL/pht 250 mdi 48 gid
Tham tach loc mau 250 moi 48 gid
CAPD 500 250 moi 48 gio
Nhiém khuan da c6 bién chimg/Viém phdi mic ¢ bénh vién/Viém phdi mic & cong dong
CLcr 50 - 80 mL/phut khong can diéu chinh lidu
CLcr 20 - 49 mL/phut 750 750 mai 48 gio
CLcr 10 - 19 mL/phut 750 500 mai 48 gio
Tham tach loc médu 750 500 moi 48 gio
CAPD 750 500 mdi 48 gid
Nhiém khuan duong tiét nidu cé bién chimg/Viém than-bé than cap
CLcr > 20 mL/phut khong can diéu chinh liéu
CLcr 10 - 19 mL/phit 250 1 250 | mdi 48 gio

CLcr = d0 thanh loc creatinin
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CAPD = thim tach mang bung man tinh luu dong

Khi chi ¢6 sb liéu vé ndng do creatinin-huyét thanh, cé thé dung cong thirc sau day dé danh
gid h¢ thanh thai creatinin:

Nam gi6i: CLcr(mL/phut) = trong lugng(kg) x (140 - tudi)
72 x creatinin huyét thanh (mg/dL)

N gidi: 0,85 x gid tri tinh duge & nam gioi @'T
Creatinin-huyét thanh ciing c6 thé tiéu biéu trang thai cua chirc nang than.

Bénh nhén suy chire ning gan: Khong can chinh liéu, vi levofloxacin khong chuyén héa
manh qua gan va duong dao thai chu yéu qua than.

Ngudi cao tudi: Khong can didu chinh lidu & ngudi cao tudi, trir khi phai can nhic vé chirc
ndng than.

Tinh tuong hop va tinh tuong ky véi cac dich truyén khac xem phan BAO QUAN VA XU
LY.

CHONG CHI PINH

Levofloxacin duge chong chi dinh cho nhitng bénh nhén sau:

l. Bénh nhan tién st man cam vdi levofloxacin, ofloxacin hodc bat ctr thanh phan nao cua
thudc.

2. Nguoi bi dong kinh.

3. Ngudi ¢6 tién sir roi loan gan do dung fluoroquinolon.
4. Tré em va thiéu nién (dudi 18 tudi).

5. Phu nit ¢6 thai hodac nghi ngo c6 thai.

6. Phu nit cho con bu.

THAN TRONG

Dung than trong Cravit i.v. cho nhitng bénh nhan sau day:

. Suy churc ndng than

Tiép xtc truc tiép voi anh sang mat troi.

C6 hodc nghi c6 rdi loan hé than kinh trung wong c6 thé gdy con dong kinh hoac ha thip
ngudng gay dong kinh.

4. Bénh nhan déi thao dudong dang ding phdi hop véi thude udng ha glucose-mau (ddc biét
la cac sulfunylurea) hodc véi cac ché pham insulin.

Bénh nhan c6 tién sir man cam véi khang sinh nhom quinolon.

Bénh nhan co6 bénh tim nang nhu loan nhip tim, thiéu mau co tim cuc bd (khoang QT co
thé kéo dai) bénh nhan roi loan chét dién giai chua duogc diéu chinh (nhu ha kali mau, ha
magie mau) va bénh nhan dang ding thudc chdng loan nhip nhém IA va III.

7. Bénh nhan cé nhugc co nang (céc tri¢u chung céd thé nang lén).

Lo

N

CANH BAO , ‘

1. Tiém tinh mach nhanh hay chdm déu c6 thé gay ha huyét dp. Cravit i.v. chi dugc truyén
tinh mach cham kéo dai trong 60 phut hoac 90 phut. )

2. Levofloxacin dé tan hon cic quinolon khac, nén can tranh dé bénh nhan bi mat nudc dé

ngan ngira su tao nén nudc tiéu qua co dac.

Bénh than cép tinh hodc viém than keé.

4. Tréanh tiép xtc nhidu v6i anh sang mat troi. Tuy nhién, da thay ddc tinh voi dnh sdng & ti
1& rat hiém <0,01%. Can dung thude néu thdy c6 ddc tinh vé6i anh sang (nhu kich tmg da).

(9%)
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Réi loan dudng huyét: Trong giai doan giam sat hau marketing, giam duong huyét va ting
duong huyét da duoc béo céo trén bénh nhan dung levofloxacin. Céc triéu chirng nghiém
trong nhu hon mé giam duong huyét da duge bdo cdo trén bénh nhan dung levofloxacin.
Giam dudng huyét ¢é xu huong phat trién trén bénh nhan dai thao duong (ddc biét trén
nhiing bénh nhan dung thude diéu trj dai thao duong nhém sylfonylurea hodc cac ché
pham insulin), bénh nhan suy giam chirc nang than hozc bénh nhan 6n tudi.

Viém rudt nghiém trong phan c¢é mau, nhu viém rudt mang gia: Néu c6 triéu ching dau
bung hodc thudng xuyén tiéu chay, can dimg ngay diéu tri bang levofloxacin va c6 bién
phép diéu tri thich hop.

Globin co niéu kich phéat bleu hién nhu dau co, yéu, taing CK (CPK) va tang myoglobin
trong huyet tuong va nudc tiéu... va sau do la suy giam chirc nang than cép.

Cac r6i loan co gan nhu viém gan Achile hodc dat gan: néu nhu quan sat thdy co triéu
chimg dau va phu ¢ khu vuc quanh gén thi can dimg ngay diéu tri bang levofloxacin va
can c¢6 bién phap diéu tri thich hop. Nguy co viém gan va dut gan ting trén nhiing bénh
nhan trén 60 tudi va trén cac bénh nhan diéu tri ddng thoi véi corticoid va céc thube chong
thai ghép.

Levofloxacin c6 thé rc ché su phét trién ctia Mycobacterium tuberculosis, vi vy c6 thé
cho két qua am tinh gia khi chan do4n bénh lao bang phuong phép vi sinh.

Mot s6 tac dung ngoai ¥ (xin xem phan TAC DUNG PHU) ¢6 thé anh hudng xau t6i kha
nang tip trung va phan tng ctia bénh nhan, do d6 né c6 thé la nguy co gy hai khi cc kha
nang d6 la quan trong (nhu lai xe hodc van hanh may).

Sdc hodc cac phan ung phan v¢ (tri¢u chung ban dau nhu ban do, rét run, kho tho...)

Hoai tir thuong bi nhiém doc (TEN) hodc cac hoi chirg da-niém mac-mét (nhu hoi ching
Stevens-Johnson). ;
Co giat. Dﬁ

Khoang QT kéo dai hodc nhip nhanh thit (bao gdm ca Torsades de pointes): Trong giai
doan giam sat hau marketing, khoang QT kéo dai d6i khi dan t6i nhip nhanh that bao  g0m
torsades de pointes dugce bdo céo trén bénh nhan dung levofloxacin. Nguy co bién cb nay
c6 thé tang trén bénh nhan c6 bénh tim nang (nhu loan nhip tim va bénh co tim cuc bd)
bénh nhan giam kali médu chua dugc cén bang, bénh nhan dung cac thude chng loan nhip
nhom IA (quinidine sulfate, procanamide hydrochloride) va nhém III (amiodarone
hydrochloride, sotalol hydrochloride) va trén bénh nhan l6n tudi.

Viém gan bung phat, rdi loan chtic nang gan hoac vang da (triéu chung ban dau: budn
non, ndn, chén &n, kho chiu, ngia...)

Giam toan bd huyét ciu, mat bach cau hat (triéu ching ban dau nhu sot, dau hong, kho
chiu...), thiéu mau tan mau c6 huyét niéu hodc giam tiéu cau.

. Viém phoi ké hodc viém phdi ua eosine kém voi s6t, ho, kho thé, hinh anh X-quang nguc

bat thudng, hodc ua eosine..

Triéu chung than kinh nhu lan mé sang, tram cam.

Viém mach man cam: Néu céc tridu ching nhu sot, dau bung, dau khop, ban xuat huyét
hodc phat ban va bang chimg sinh thiét da cho thdy dau hiéu viém mach nhu hién tuong
ton thuong mach mau do su ro ri bach cau trung tinh quanh mach, sur thay doi bach céu ai
toan & thanh mach va cac manh v& nhan té bao dugc quan sét thdy dong thoi, can dimg
diéu tri levofloxacin va dung cac bién phap diéu trj thich hop.

Con cap nhugc co nang.

T4c dung 1én kha nang lai xe va van hanh may méc

Cac phan tng than kinh nhu hoa mét/chong mat va ngi ga ¢é thé xuét hién. Do vy, bénh

nhén can duoc thong bdo cac phan ting phu trén than kinh ¢6 thé anh huong dén kha nang tap
trung va phan Gng cua bénh nhan, va co thé gdy nguy co trong nhitng truong hop ma kha
nang tap trung va phan ung la cuc ky quan trong ( nhu cac hoat dong trén cao, lai xe hoac van
hanh mdy mac)

t * 0 08{,,7/
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C6 thai: Levofloxacin khong c6 anh hudng trén sy sinh san & chudt cong, khi udng lidu cao
360mg/kg/ngay. Levofloxacin cling khong c6 doc tinh gdy quai thai trén chudt cdng, khi cho
udng véi liéu cao 810mg/kg/ngay hodc tiém tinh mach t6i 160mg/kg/ngay. Khong thdy doc
tinh gy quai thai trén tho khi cho udng 50mg/kg/ngay.

Do thiéu dir liéu trén nguoi va do nguy co trong thyuc nghiém c¢6 su huy hoai do
fluoroquinolon dén sun chiu dung st ning cua co thé dang phat trién, nén cdm dung dung
dich truyen Cravit i.v. cho phu nit ¢6 thai (xin xem phin CHONG CHI DINH).

Cho con bii: Do thiéu dit li¢u trén ngudi va do nguy co trong thuc nghiém c6 su huy hoai do
fluoroquinolon dén cac loai sun chiu dung strc ning ctia co thé dang phat trién, nén cdm dung
dung dich truyén Cravit i.v. cho phu nit cho con bii (xin xem phdn CHONG CHI DINH).

Véi tré em: Chua xé4c dinh dugc hiéu luc va do an toan cua levofloxacin & tré em va thiéu
nién dudi tudi 18. Quinolone, bao gom levofloxacin, gdy bénh khép va bénh xuong-sun &

dong vat chua truong thanh & nhiéu loai.

St dung véi nguoi cao tudi

Néu xét dén do thanh loc creatinin thi nhiing tinh chat duge dong hoc cia levoﬂoxacm gilia
ngudi tré véi ngudi cao tudi khong khac nhau rd rét. Tuy nhién, vi thudc nay dao thai cha yéu
qua than, nén nguy co cdc phan g ddc ctia thuoc nay ¢ thé [6n hon néu dung cho nguoi suy

chtrc nang than. Vi réng bénh nhan cao tudi dé cé suy chtrc nang than, nén can than trong khi
chon liéu dung va rat can theo doi chirc nang than.

TUONG TAC

1. Thudc khang acid, sucralfat, cation kim loai, multivitamin:

Khong ¢6 s liéu vé& tuong tac thudc gitta cac quinolone dang truyén vai cac thude udng
khang acid, sucralfate, multivitamin hoac céc cation kim loai. Tuy nhién, khong nén dung
phdi hop bat ctr quinolone nao véi cac dung dich ¢é chira multivitamin, cation chung ciing
mot duodng truyén.

2. Theophyllin

Khong ¢6 anh hudng ¢é ¥ nghia nao cua cravit i.v toi ndng do huyét twong, dién tich dudi
dudng cong va cac thong s phan bd khéc cta theophyllin duge phat hién trong thir nghiém
lam sang ¢ nguoi tinh nguyén khde manh. Tuong tu, khong cé anh hudéng rd rang nao cua
theophyllin t&i su phan bd va hap thu cia levofloxacin duge ghi nhan. Tuy nhién, viée st
dung déng thoi céc fluoroquinolon khac voi theophyllin dan t6i kéo dai thoi gian ban thai,
tang nong do theophyllin trong huyet tuong, dan tGi tang nguy co tac dung phu do theophyllin
6 nhitng bénh nhén nay. Do d6, ndng do theophyllin can dugc giam sat chat ché va diéu chinh
liéu phu hop khi dung dong thoi véi cravit i.v. Tac dung phy, bao gom ca co giat c6 thé xay ra
khi ¢6 tang hodc khong tang ndng do theophyllin trong huyét tuong.

Cic thube chéng viém khong steroid (NSAIDs)

Co su twong tac dugce Iy hoc (nguy co kich thich than kinh trung wong va co giat tang lén)
gitra levofloxacin va cac NSAIDs. Céc nghién ctru trén dong vat goi y rang nguy co co thé it
hon so v&i céc fluoroquinolone khac va nguy co nay dao dong phu thudc vao loai NSAIDs.

3. Thubc diéu tri dai thao duong

O bénh nhan dung ph01 hop céc quinolon véi thude diéu tri dai thao dudng, c6 gap r01 loan vé
glucose-mau, bao gom tang glucose-méu va ha glucose-mau. Vi vay, can theo dai rat can than
glucose-mau khi phéi hop cac thude nay.
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4. Thudc chong dong mau (Warfarin)

Dung ciing véi warfarin d3 duoc bdo cdo 1a lam ting hiéu qua cia warfarin (chuyén hoa
warfarin & gan bi tic ché, hodc warfarin tu do c6 thé ting bang cach thay thé canh tranh vi tri
lién két protein) va do d6 kéo dai thoi gian prothrombin.

5. Cic thude chéng loan nhip tim nhém IA hodc nhom III

Levofloxacin can st dung than trong trén bénh nhan dang ding thudc chdng loan nhip nhém
IA (nhu quinidine sulfate va procainamide hydrochloride) va nhém III (nhu amiodarone
hydrochloride va sotalol hydrochloride). Khoang QT bi kéo dai c6 thé xuat hién.

6. Cyclosporin

Trong cac nghién ctu lam sang & nguoi tinh nguyén khde manh, khong ghi nhan dugc anh

huong dang ké cua Cravit i.v t6i nong d¢ dinh trong huyét twong, dién tich dudi dudng cong

va cac thong so dong hoc khac cua cyclosporin. Tuy nhién, da c¢6 bdo cdo ndng do

cyclosporin huyét twong tang 1én khi dung ddng thoi véi cac fluoroquinolon khac. Trong cac

nghién ctru khac khong c6 thude dung kém, Cmax va ke cla levofloxacin thip hon mét chit
U/ trong khi thoi gian Tmax va t' kéo dai hon mot chat khi ¢6 mdt cyclosporin. Tuy nhién, su

khéac biét nay khong c6 y nghia l1am sang. Do d6, khong can diéu chinh liéu Cravit i.v hodc

cyclosporin khi diing dong thoi hai thudc.

D
7. Didanosin

Co su tuong tac duoc dong hoc gilta levofloxacin va didanosin (su hap thu ctia levofloxacin
dudng udng giam). Vién nén hodc dung dich udng levofloxacin can duoc uong it nhat 2 gid
trude hodc sau khi udng didanosin dém (dung dich udng tré em két hop véi chit khang acid).

8. Thudc chéng trim cam
Cé su tuong tac dugc ly hoc gitra levofloxacin va imipramin (tang tdc dung kéo dai khoang

QT).

TAC DUNG PHU

Céc phan mg phu sau day duoc béo cdo trong cac nghién clru lam sang trong giai doan hdu

marketing. Tl 1é duge néu ra dudi day khi dung vién nén levofloxacin 500 mg trén tong sd

1930 bénh nhén cua céc nghién ctru lam sang pha 3 va pha 4 gop lai (1582 bénh nhéan trong

thir nghiém lam sang pha 3 tién hanh & Nhat Ban (337 bénh nhan) va Trung Quédc (1245 bénh

nhan) va 348 bénh nhén tir thir nghiém 1adm sang pha 4) hodc 29.880 bénh nhan trong nghién
o/ cuu hau marketing dugc tién hanh & Nhat Ban. Néu ti 1é tac dung phu khac nhau giira cac

nhom (vi du nhu tir cdc thir nghiém 1am sang gdp hodc ti 1€ tir cac nghién ctru hdu marketing), }
thi ti [é cao hon s€ dugc bao cdo. ]
Ti 1é tan xuit CIOMS sau duoc str dung: 7

Rét thuong gap ti &> 10%

Thuong gép tile> 1% va<10%

Khong thudng gap  ti1¢>0,1% va < 1%

Hiém gap ti 1€ >0,01% va<0,1%

RAt hiém ti 1€ <0.01%

*: xem phan “Chu y”

Miu va cdac roi loan hé bach huyét

Khong thuong gip: Thiéu mau.
Rat hiém: Giam tiéu cau* ] i )
Ti 1€ chua xac dinh Giam toan bd huyét cau, mat bach cau hat, thiéu mau tan mau
¢6 huyét ni¢u*
2 U
f % 6
A
o ! U
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Rdi loan hé théng mién dich
Ti 1€ chua xéc dinh: phan tng man cam*

Rdi loan dinh dudng va chuyén héa

Khong thuong gap:  biéng dn

Ti 1€ chua xdc dinh:  ha duong huyét (c6 thé c6 hon mé do ha dudng huyét)*, tang dudng
huyeét*

Cic rdi loan tim thin

Thuong gap: mét ngi

Khong thuong gép:  #ao giac

Ti 1€ chua xé4c dinh:  céc triéu ching than kinh nhu nham 1an*, mé sang*, tram cam*

Cic rbi loan hé than kinh

Thuong gép: Chéng mit, dau dau
Khong thuong gép:  ngu ga, t€ cong, run, giam tri tu¢, loan vi gidc @1
\_/ Hi,ém.:’ y thl:xc giam sﬁF _ B
Rat hiém: co giat*, m@t vi gidc ) )
Ti € chua x4c dinh:  rdi loan than kinh ngoai vi, roi loan ngoai thap, mat khiru gidc, loan
khtru gidc.
Cac rbi loan trén mit )
Hiém: nhin bat thuong
Cic roi loan tai va tai trong
Khong thuong gap: U tai
Ti 1€ chua xdc dinh:  mat thinh giac
Cic roi loan tim )
Khong thuong gap:  danh trong nguc i
Ti 1€ chua x4c dinh:  nhip nhanh that (bao gom Torsades de pointes)*, QT kéo dai*, nhip tim
nhanh.
Cac r(’{?i loan mach )
Rat hiém: Soc*
o/ Ti 1é chua x4c dinh:  Ha huyét ép

Cic rdi loan trung thit, ngue, hé hd hip )
Khong thuong gép:  Khd hong, #viém phoi k&*
Ti 1€ chua x4c dinh:  Viém phoi ua eosin*

Cic roi loan hé tiéu héa

Thuong gép: Budn ndn, non, tiéu chay, kho chiu ving bung, #tdo bon,
Khong thuong gap:  Dau vung bung, kho tiéu, day bung, #viém ludi,
Hiém: Viém da day

Ti 1é chua xé4c dinh:  Viém rudt phan c6 mau, nhu viém rudt mang gia*.

Cic rbi loan gan mit: )

Khong thuong gdp:  chlic nang gan bat thuong
Hiém: rbi loan chirc nang gan*

Ti 1é chua xé4c dinh:  viém gan bung phat*, vang da*

ity Operations Director
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Cic rdi loan da va mé duéi da

Khong thuong gap: ngira, phat ban

Hiém: gill nude, may day

Rat hiém: nhay cam véi dnh sang

Ti 1¢ chua x4c dinh:  Hoai tir thuong bi nhiém doc (TEN)*, hoi ching da-niém mac-mét
(Hoi chung Stevens Johnson)*, viém mach man cam*

Cic rdi loan co xwong va md lién két
Khong thuong gap:  dau khép, dau & céc chi, dau lung, yéu
Hiém: cac bénh khdp, dau co -

Ti 1¢ chua x4c dinh: ~ Globin co niéu kich phat*, ri loan gan nhu viém gan Achilles hodc dut
gan*, con nhuge co nang cap*, dut co.

Cic roi loan thén va tiét niéu

Khong thudng gap: huyét niéu

Hiém: da ni¢u, thiéu niéu, suy than cap*

Ti 1é chua x4c dinh:  viém than k&, vo niéu, bi tiéu, dai rat, tac dudng ni¢u

o’/
Cic rbi loan chung va tai vi tri tiém
Rat thuong gap: #phan (ng tai noi tiém (ban do, ngaa, sung, dau, cung, nong, kho chiu,
viém tinh mach, viém mach, bénh tinh mach, dau noi tiém)
Khong thuong gdp:  khat, kho chiu viing ngue, mét, cam gidc néng, phu, #s6t
Ti € chua xdc dinh:  dau nguc
Céc phat hién khac
Rit Thuomg gip:  #ALT tang
Thuong gép: AST tang, LDH tang, bach cau giam, bach cau ua eosin ting, #y-GTP
tang, # phosphatase kiém tang, #c6 duong niéu
Khong thuong gap:  creatinin tang, protein ni¢u duong tinh, bilirubin mdu tang, bach cau
giam, bach cau trung tinh giam, CPK tang, dudng huyét giam, tiéu cau giam.
Hiém: BUN ting, lugng nudc tiéu giam
Rat hiém: duong huyét tang
#T1 1€ cua cdc tdc dung phu dua trén sb liéu thu nghiém lam sang tai Nhat Ban trén 342 bénh
nhan diéu tri bang levofloxacin duong tinh mach.

P

Théng bdo cho bdc 7 cdc tic dung khéng mong muén gdp phai khi sir dung thuoc

QUA LIEU

Theo nghién ctru ddc tinh trén dong vat, nhiing dau hiéu quan trong nhat gap phai sau khi
dung qué liéu dung dich Cravit i.v. 1a c4c triéu ching & hé than kinh trung wong, nhu 1a Ian,
chéng mat, suy giam y thie, con co gidt, cling nhu cac phan tng tiéu hoa, nhu budn nén va
sudt niém mac 6ng tiéu hoa. Néu gap qua liéu cap tinh, can lam rong da day. Co thé sir dung
thudc khang acid dé bao vé niém mac da day. Khong c¢6 thube chdng doc dac hiéu. Can theo
ddi bénh nhan va duy tri bu dich cho bénh nhan. Dua levofloxacin ra khoi co thé bang tham
phan loc mau va tham tach mang bung khong dat hiéu qua.

DUQC LUC HQC

Levofloxacin la dong phan L cua racemate, ofloxacin, la thudc khang khuan nhém quinolone.
Hoat tinh khang khuan cta ofloxacin chi yéu la do dong phan L. Pdng phan L manh hon
ofloxacin 2 lan. Co ché tac dung cua levofloxacin va cta céc ﬂl:groqumolon khac l1a do trc ché
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DNA gyrase ctia vi khuén (vi khuan topoisomerase tuyp II), enzym nay can cho su nhan doi,
sao chép, stra chira va téi két hop ciia DNA.

Trén vitro Levofloxacin c6 hoat tinh chéng lai mot phé rdng cac khuan Gram 4m va Gram
duong. Levofloxacin thuong la diét khuan véi cac liéu bang hogc hoi Ién hon ndng do tic ché.

Céc fluoroquinolon, bao g&‘)m levofloxacin, cé khac biét vé cdu truc héa hoc va vé céc tac
dung so véi cic khdng sinh khac, nhu aminoglycosid, macrolid va cdc beta-lactam, ké ca cac
penicillin.Vi vay, ﬂumoquinolon ¢6 thé ¢ hoat tinh chéng vi khuan da dé khéng vai cac
khéng sinh B-lactam. Dé khang véi levofloxacin do dot bién tu phét in vitro hiém gp (trong
khoang 107 t&i 107'%). Mic dau c6 thay dé khang chéo gitra levofloxacin va mot sb
fluoroquinolon khac, nhung mot sd vi sinh vat da khang vai céac fluoroquinolon khac ¢é thé
van nhay véi levofloxacin.

Levofloxacin chimg to ¢é hoat tinh chdng nhiéu ching ctia cac vi sinh vat sau ddy, ca in vitro
va ca trong nhiém khudn 1am sang da duoc mo ta trong phan CHI BINH VA CACH DUNG:

Vi khuin Gram-duwong hiéu khi
Enterococcus faecalis, Staphylococcus aureus nhay cam voi methicilline, Staphylococcus
saprophyticus, Streptococcus pneumoniae (bao gom chung khang penicillin), Streptococcus

pyogenes.

Khuian Gram aAm hiéu Kkhi: Enterofcoccus cloaceae, E.coli, Haemophilus influenzae,
Haemophilus parainfluenzae, Klebsiella pneumoniae, Legionella pneumophila, Moraxella
catarrhalis, Proteus mirabilis, Pseudomonas aeruginosa.

Cic visinh vat khic q)'f

Chlamydia pneumoniae, Mycoplasma pneumoniae. -
Nhitng dir liéu sau ddy dwoc chirng minh in vitro, nhwng ¥ nghia lam sang chwa ro:

Khuin Gram dwong hiéu khi: Staphylococcus epidermidis, Streptococcus (nhém C/F),
Streptococcus (nhom G), Streptococcus agalactiae, Streptococcus milleri, cac streptococci
nhém Viridans.

Khuin Gram Aam hiéu Kkhi: Acinetobacter anitratus, Acinetobacter —baumannii,
Acinetobacter calcoaceticus, Acinetobacter Iwoffii, Bordetella pertussis, Citrobacter diversus,
Citrobacter freundii, Enterobacter aerogenes, Enterobacter agglomerans, Enterobacter
sakazakii, Klebsiella oxytoca, Morganella morganii, Proteus vulgaris, Providencia retigeri,
Providencia stuartii, Pseudomonas fluorescens, Serratia marcescens.

Khuin Gram dwong ky khi: Clostridium perfringens.

DUQC })()NG HOC

Hap thu va nong dj trong huyet thanh
Véi nguoi tinh nguyén khoe manh, ndng do dinh trung binh trong huyét twong dat 6,2 ug/mL
sau khi truyén tinh mach 500mg levofloxacin mot lan trong 60 phut va dat I'L,5 pg/mL néu
truyen 750mg mot lan trong 90 phut. Dugc dong hoc cua levofloxacin la tuyen tinh va ¢ thé
doén trude dugc sau khi theo cac ché do truyén tinh mach mot hodc nhiéu liéu. Trang thai lac
on dinh dat duoc trong 48 gio sau khi dung ché do 500mg hodc 750mg, ngay mt lan. Céc
nong do dinh va day trong huyét tuong dat duogc sau khi dang nhiéu lan (mdi ngay 1 lan
500mg truyén tinh nmach) la khoang 6,4 va 0,6 ug/mL, nhung néu ding mdi ngay truyén tinh
mach 750mg, thi ndng do dinh/déy la 12,1/1,3 pg/mL. )
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Nong do Levofloxacin trong huyét thanh sau khi truyén 1a tuong tu va thude déu ngam manh
(AUC) so v6i Levofloxacin dang udng véi lidu tuong duong (mg/mg). Do vay, thudc dang
udng va thude dang truyén cé thé duge thay thé cho nhau.

Phan bo

Thé tich phan bé trung binh cuia levofloxacin néi chung nam trong pham vi 74 - 112 lit sau
khi dung lidu don hodc nhiéu liéu 500mg hogdc 750mg, cho thdy su phan bd rong khap cua
thude vao cac md cua co thé. Su thdm ctia levofloxacin vao dich cua vét bong s& nhanh va
rong. Ty s6 AUC giita dich vét bono/huyet tuong 1a khoang 1. Levofloxacin con thdm 6t vao
mo ph01 Nono do trong md phoi thuong gap 2-5 lan so vai non0 do trong huyet tuong va
chiém khoang 2,4 - 11,3 pg/g trong thoi gian 24 gio sau khi ung liéu don 500mg.

In vitro, qua cic ndng do levofloxacin huyét thanh/huyét tuong & muc lam sang (1-10
ug/mL), levofloxacin gan khoang 24-38% vao _protein huyét thanh cua moi loai dong vat
nghién ctru, duge xdc dinh qua phuong phép thim tach can bing. Levofloxacin chu yéu gan
vao albumin huyét thanh ngudi. Sy gan cua levofloxacin vao protein- huyét thanh khong phu
thudc vao nong do ciia thudc.

'
Chuyén héa: 5 }

Levofloxacin 6n dinh dudi dang hoa lap thé & trong huyét tuong va nudc tleu va khong
chuyén hoa dé chuyen dang dong phan D-ofloxacin. Levofloxacin chuyen hoa yéu & nguoi va
dao thai chu yéu qua nude tiéu dudi dang khong thay d6i. Sau khi udng, khoang 87% cua liéu
ding duge tim thdy nguyén ven trong nudc tiéu 48 gio, con <4% liéu dugc tim thiy trong
phan 72 gio. Dudi 5% cua lidu dung dugc tim thdy trong nude tiéu dudi dang cac chét chuyén
hoa desmethyl va N-oxyde, 1 nhitng chat chuyén héa duy nhat tim thiy ¢ ngudi. Chung it ¢é
tac dung dugc ly.

Thai tri

Levofloxacin thai manh qua nudc tiéu dudi dang khong doi. Thoi gian ban thai trung binh
trong huyét tuong khoang 6-8 gitr sau khi uéng hodc truyén mot hoac nhiéu liéu. Su thanh
thai trung binh cta co thé va sy thanh thai qua than khoang 144 - 226mL/phat va 96-
142mL/phut, tuong tmg. Su thanh thai thdn ¢ cau than manh chimg t6 ¢6 dao thai tich cuc
ctia levofloxacin qua dng than kém vao co ché loc qua cau than. Phéi hgp véi cimetidine hogc
probenecid lam giam khoang 24% hodc 35% do thanh loc cua levofloxacin qua than, chimg
minh la dao thai cta levofloxacin con xay ra 0 ong lugn gan. O nguoi ding levofloxacin,
khong tim thdy tinh thé levofloxacin trong cdc mau nudc tiéu thu thap dugc.

MO TA
Mo ta san pham
Lo thuy tinh 50ml, 100 ml va 150ml ¢6 chara 50ml, 100 ml va 150ml dung dich tiém v&i nap

bang cao su.

Tinh chét héa Iy ciia hoat chat:

Danh phép quéc té: Levofloxacin

Viét tat: LVFX

Tén hdéa hoc: (-)-(S)-9-fluoro-2,3-dihydro-3-methyl-10-(4-methyl-1-piperazinyl)-7-oxo-7H-
pyrido [1,2,3-de] [1,4] benzoxazine-6-carboxylic acid hemihydrate

Céu tric héa hoc:

" Thitima ThongKkam
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Cong thire phan tir: CisH20FN3O4 o 1/2H20

Phan ttr luong: 370.38

Diém chay: 222° - 230°C (phan huy)

M5 ta: tinh thé hodc bot két tinh, trang hoi vang toi tring vang, khong mui va vi dang. Tan dé
trong acid acetic lanh, khé tan trong nudc va methanol, tan mot phan trong ethanol, khong tan
trong ether, nhay cam véi anh sang.

BAO QUAN VA THAO TAC

Bédo quén
Trénh énh sang.
Dé ngoai tim vdi cua tré em.
\ Bao quan dudi 30°C @7
A
Han dung: .
Trong nguyén hdp: 60 thang ké tlr ngdy san xuét.
B6 thudc ra khoi vo hop ngoai: 3 ngay
Thudc di duge mé ndp lo: 3 gio.
Tinh tuong ky
Dung dich Cravit i.v. pha truyén khong dugc pha truyén Ian véi dung dich heparin hodc
alkaline (tdrc 1a sodium hydrogen carbonate)
Tinh twong hop
Dung dich Cravit i.v. pha truyén twong hop véi cic dung dich truyén sau day:
Nude mudi sinh 1y 0.9%, USP
Dung dich dextrose 5%, USP ‘;}
Dung dich dextrose trong Ringer 2.5% -£
Nhimng dung dich phéi hop cho dinh dudng ngoai dudng tiéu hoa (amino acid, carbohydrate, ™
dién giai)
L PONG GOI , =%
Lo thuy tinh 50ml, 100 ml va 150 ml ¢6 chira SOml, 100 ml va 150 ml dung dich tiém v&i nap 1
bang cao su. ;’,

Hop 1 1o hodc hop 100 lo.

Ngay duyét lai to thong tin: 01.2016

Thudc dat tiéu chuin chit lirgng nha sin xuét
Thubc nay chi diing theo su ké don ciia thay thuoc

Doc kj hu’o’nt, g din sir dung trudc kht ding. Néu cin thém thong tin, xin hoi y kién bdc si"'
Nén dé thubc ngoai tam tay tré em.’
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San xuit boi:

OLIC (Thailand) Limited

166 Moo 16 Bangpa-In Industrial Estate, Udomsorayuth Road, Bangpa-In District, Ayutthaya
Province - Thailand.

Tel: (66)35-221-031-6 Fax: (66)35-221-030

Moi chi tiét xin lién hé:

Daiichi Sankyo (Thailand) Ltd.

24th Fl., United Center Bldg.,

323, Silom Rd., Silom, Bangrak, Bangkok 10500, Thailand
Tel:+66 2631-2070-9 FAX: +66 2236-2656

S6 hiru gidy phép boi:
DAIICHI SANKYO CO., LTD. TOKYO, JAPAN

TUQ. CUC TRUONG
P.TRUBNG PHONG
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