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INGREDIENT 3
Each tablet contains 750 mg of levofloxacin [
DOSAGE
See the insert leaflet
Product License holder: 5 Tab 8
DANCHI SANKYO (THAILAND) LTD.
(A subsidiary of Daiichi Sankyo Co., L1d. Japan),
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Rx-Thude nay chi dung theo don thube

HUONG DAN SU DUNG

1. Tén thube
Cravit® Tab 250 mg d)T
Cravit® Tab 500 mg
Cravit® Tab 750 mg

(Levofloxacin)
2. Cac déau hi¢u luu ¥ va khuyén cdo khi ding thube

Thubc nay chi dimng theo don thubc ciia bic si.
Doc ky hwdng dan si dung truée khi ding. Néu can thém théng tin, xin hoi y kién bdc sy
Dé xa tam tay tré em

3. THANH PHAN

Cravit Tab 250, Cravit Tab 500 va Cravit Tab 750 1a vién nén bao phim mau tring-vang nhat hodc
tring-do nhat, hinh thudn dai. hai mat 16i, mdi vién chia 250, 500 mg va 750 mg levofloxacin.
Ta duoc: Hypromellose, crospovidon, cellulose vi tinh thé, natri stearyl fumarate, nudc cit,
polyethylen glycol, titan dioxid, tale, oxid sit do, oxid sit vang.

4. DANG BAO CHE: Vién nén bao phim

M5 ta sian phim
Vién nén Cravit Tab 250, Cravit Tab 500 va Cravit Tab 750 1a vién nén bao phim, hai mat 1i, hinh
thudn dai, c6 mau tring-vang nhat hoidic tring-do nhat, chira 250, 500 va 750 mg levofloxacin mdi
vien.

5. CHI PINH

Vién nén Cravit duoc chi dinh cho céc nhiém khuan nhe, trung binh va ning ¢ nguoi truong thanh
(= 18 tuéi) do cic ching vi khudn nhay cam trong cac trudng hop sau day:
) Viém phoi mic phai tai cong dong do Staphylococcus aureus, Streptococcus
pneumoniae (bao gdbm céc ching dé khang vai penicillin), Haemophilus influenzae,
Haemophilus parainfluenzae, Klebsiella pneumoniae, Moraxella catarrhalis,
Chlamydia pneumoniae, Legionella pneumophila hoac Mycoplasma pneumonia.
2) Viém phdi mic phai tai bénh vién do Staphylococcus aureus nhay cam voi
methicillin, Pseudomonas aeruginosa, Serratia marcescens, Escherichia coli,
Klebsiella pneumoniae, Haemophilus influenzae hodc Streptococcus pneumoniae.
Can sur dung phac dd b tro khi ¢6 chi dinh lam sang. Trong trudng hop tac nhan
gay bénh dugc xac dinh hoac du doan la Pseudomanas aeruginosa, Cravit dugc
khuyén cao st dung két hop véi mot khang sinh p-lactam khang pseudomonas.

Uit 1083 dailes szimelne) 311n
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3) Nhiém khuén da va ciu tric da khéng phire tap(nhe dén trung binh) bao gom ap
xe. viem mo té bao, mun nhot, chdc 16, viem da ma, nhiém khuin vét thuong do
Staphylococcus aureus va Streptococcus pyogenes.

4) Nhiém khuén da va ciu tric da phire tap (nhe dén trung binh) do Staphylococcus
aureus nhay cam voi methicillin, Enterococcus faecalis, Streptococcus pyogenes
hoac Proteus mirabilis.

5) Viém tuyén tién liét man tinh do vi khuén Escherichia coli, Enterococcus faecalis
hoac Staphylococcus epidermidis. /

6) Viém thin - bé than (nhe dén trung binh) do Escherichia coli. J)’

7) Nhiém khuén dwong tiét niéu khong phire tap (Nhidm khuin dudng tiét niéu - nhe
dén trung binh) do Enterococcus faecalis, Enterobacter cloacae, Escherichia coli,
Klebsiella pneumoniae, Proteus mirabilis, Pseudomonas aeruginosa hodc
Staphylococcus saprophyticus.

Do khang sinh fluoroquinolon, trong dé c6 vién nén Cravit li_én quan dén phan mg ¢o

hai nghiém trong (xem muc Canh bao va than trong) va nhiém khuan duong tiét niéu

khéng phic tap 6 mét s6 bénh nhan co ghé tu khot, chi nén sur dung vién nén Cravit cho
nhimg bénh phén khdng gé lua chon diéu’tri khac thay thé

&) Pot nhiém khuin cap cua viém phé quan man tinh do Sraphylococcus aureus,
Streptococcus pneumoniae, Haemophilus influenzae, Haemophilus parainfluenzae
hodc Moraxella catarrhalis.

Do khang sinh fluoroquinolon, trong d6 ¢6 vién nén Cravit lién quan dén phan ung co

hai nghiém trong (xem muc Canh bao va thin trong) va dot nhiém khuan cép cua viém

phé quan man tinh & mot sé bénh nhan c6 thé tu khoi, chi nén sir dung vién nén Cravit
cho nhing bénh nhén khong ¢ lva chon diéu trj khac thay thé.

9) Viém xoang cap do vi Khuan: Streptococcus pneumoniae, Haemophilus influenzae
hodc Moraxella catarrhalis.

Do khang sinh fluoroguinolon, trong d6 c6 vién nén Cravit lién quan dén ‘phan tmg ¢6

hai nghlem trong (xem muc Canh bao va than trong) va viém xoang cap tinh do vi

khudn mot s6 bénh nhan cé thé tu khoi, chi nén sir dung vién nén Cravit cho nhiing

bénh nhan khéng cé Iua chon diéu tri khéc thay thé.

6. LIEU DUNG VA CACH DUNG
Bénh nhan c6 chirc ning thin binh thudng:
Bénh nhan ¢6 chire nang thin binh thuong (CLer>50mL/phit)

s ) Tan s6 méi | Thoi gian ding
Nhiém khuén * 24h b
Viém phdi mic phai & cong dong ¢ 500 mg 7-14
Viém phoi méc phai & cong dong * 750 mg 5
Viém phoi mac phai o bénh vién 750 mg d
Nhiém trung da va cau tric da phic tap 750 mg 7-14
Nhiém tring da va cau tric da khong phc tap 500 mg 210

et et 400
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Viém Iuyén tien liét man tinh 500 mg 28

Nhiém’ trung duong tiét niéu phirc tap (cUTI) hoac viém 750 mg 5
than cap (AP) © ;
Nhiém trung dudng tiét niéu phire tap (cUTI) hodc viém 250 mg 10

than cép (AP) '

Nhiém trung duong tiét niéu khong phirc tap

250 mg 3

Dot cap cua viém phé quan man tinh (ABECB) 500 mg 7

Viém xoang cép tinh do vi khuan (ABS) 750 mg 5
= 500 mg 10-14

a- Do céc tac nhian giy bénh dugc chi dinh

b: Liéu phap theo tudn tu (tir tiém tinh mach dén udng) cé thé dugc tién hanh theo quyét dinh cua
bac

¢: Do cac vi khuan nhay véi methicillin nhu Staphylococcus aureus, Streptococcus pneumoniae
(including multi-drug-resistant isolates [MDRSP]), Haemophilus influenzae, Haemophilus
parainfluenzae, Klebsiella pneumoniae, Moraxella catarrhalis, Chlamydophila pneumoniae,
Legionella pneumophila, hodc Mycoplasma pneumoniae

d: Do Streptococcus pneumoniae (khong bao gom chung khang da thuéc- MDRSP),
Haemophilus influenzae, Haemophilus parainfluenzae, mycoplasma pneumoniae, hodgc
Chlamydophila pneumoniae

e: Phac do nay dugc chi dinh cho nhiém trung duong tiét niéu phtic tap (cUTI) do Escherichia
coli, Klebsiella pneumoniae, Proteus mirabilis va viém than cép (AP) do E. coli, bao gdbm cic
truong hop dong thoi ¢o nhiém trung huyét

f: Phac d6 nay duge chi dinh cho nhiém trung dudng tiét niéu phirc tap (cUTI) do Enterococcus
Jaecalis, Enterococcus cloacae, Escherichia coli, Klebsiella pneumoniae, Proteus mirabilis,
Pseudomonas aeruginosa; va cho viém than cép (AP) do E. coli.

Bénh nhan suy chire ning than:

Tinh trang chirc ning than Liéu khai diu Liéu tiép theo

Viém xoang cip / Dot ciap nhiém khuén trong viém phé quan man / Viém phi’:"ni mic phai tai
cong dong / Nhiém khuén da va céiu tric da khng phire tap /
Viém tuyén tién liét man tinh do vi khuin

CLcr tir 50 dén 80 mL/phit Khéng can hiéu chinh liéu

CLcr tir 20 dén 49 mL/phit 500 mg 250 mg mai 24 gio
CLcr tir 10 dén 9 mL/phut 500 mg 250 mg mdi 48 gior
Chay than nhén tao 500 mg 250 mg moi 48 gio
Tham phan phic mac

lién tuc ngoai tri 500 mg 250 mg mdi 48 gio

Nhiém khuén da va ciu tric da phire tap / Viém phf')i miic phii tai bénh vién / Viém phoi
mic phai tai cong dong

CLcr tir 50 dén 80 mL/phut Khong cin hiéu chinh liéu

CLcr tir 20 dén 49 mL/phit 750 mg 750 mg mdi 48 gior

CLcg tir 10 dén 19 mL/pht 750 mg 500 mg mdi 48 gior
St 98% Suien (Uszawalne) 91iR
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Chay thén nhén tao 750 mg 500 mg moi 48 gior
Tham phan phiic mac

lién tuc ngoai tra 750 mg 500 mg mdi 48 gier
Nhiém khuéin dudng tiét niéu phire tap/ Viém thén - bé than

CLcr 2 20 mL/phat Khéng can hiéu chinh liéu

CLcr tir 10 dén 19 mL/phit 250 mg 250 mg mdi 48 gior
Nhiém khuin dwong

tiét niéu khong phire tap Khong cén hiéu chinh liéu

CLcr = D6 thanh thai creatinin

Khi chi c6 dir liéu vé ndng dé creatinin huyét tuong, sir dung cong thic sau dé tinh toan do thanh

thai creatinin. mT

-—

Nam gioi: Can ning (kg) x (140 — tudi)
D thanh thai creatinin (mL/phut) =

72 x néng do creatinin huyét thanh (mg/dL)
Nir gigi: 0.85 x gid tri tinh duge theo cong thirc trén.
Nf")ng dd creatinin huyét thanh can dugc do & trang thai chuc nang than 6n dinh.
Bénh nhan suy gan:
Khéng can hiéu chinh liéu do levofloxacin duoc thai trir chu yéu qua than, hau nhu khong dugc
chuyén hoa qua gan.
Nguoi cao tubi:
Khéng can hiéu chinh liéu & nguoi cao tudi, tuy nhién can luu y chirc nang than ciia bénh nhan.

7. CHONG CHI PINH
Chong chi dinh levofloxacin trong céc trudng hop sau:
1) Bénh nhén co tién sir qua man véi levofloxacin, ofloxacin hodc bat ky thanh phan nao
ctia thude.
2) Bénh nhédn dong kinh
3) Bénh nhén c6 tién sir bénh gan lién quan dén sir dung fluoroquinolon
4) Tré em va thanh thiéu nién dudi 18 tudi
5) Phu nir mang thai hodc nghi ngo dang mang thai
6) Phu nir dang cho con ba

8. CANH BAO VA THAN TRONG
8.1 Thin trong
Cravit Tab nén dugc str dung thin trong trén cac bénh nhan sau:
1) Bénh nhan suy than
2) Bénh nhan liép xtic truc tiép voi anh sang mt troi
3) Bénh nhan da dugc chin doan hodc nghi ngd ¢6 rdi loan than kinh trung wong, ¢é xu
hudéng d& gay cac con co gidt hoac ha thap ngudng co gidt.

i e e R
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4)

5)
0)

7)

Bénh nhan dai thao duong dang dugce diéu tri d(")ng thdi véi cac thude ha glucose
huyét dudmg uéng (déc biét 1a cac sulfonyure hoic cac ché pham insulin).

Bénh nhan ¢o tién sir qua man véi khang sinh nhém quinolon.

Bénh nhéan ¢ bénh 1y tim mach nghiém trong, nhu loan nhip tim, thiéu mau co tim
cuc bo (co thé gay kéo dai khoang QT), bénh nhan réi loan dién giai chua duoc diéu
tri (nhu ha kali huyét, ha magnesi huyét), bénh nhan dang dugc diéu tri véi cac thube
chéng loan nhip nhom IA va Il

Bénh nhan nhuoce co [co thé lam tram trong thém cdc triéu chimg cua bénh nhugce

CO'] ij)-r
8.2 Canh bao '

1)

2)

3)

4)

3)

6)

7)

8)

9)

Levofloxacin dé tan hon cac quino]o?a khac, bénh nhdn dang sur dung levofloxacin
can dugc bu dich phi hop dé tranh tich Iy thude véi nong do qua cao trong nude
tiéu.

Suy than cip hodc viém than ké.

Nén tranh tiép xidc nhiéu véi anh sing mat troi. Tuy nhién, quang dgc tinh rat hiém
gap: ty 1& < 0,01%. Can ngimg str dung thudc néu xuit hién quang doc tinh (nhu
ban da).

Réi loan glucose huyét: Trong giai doan giam sat hau mai, ha glucose huyét va tang
glucose huyét da dugc ghi nhan trén nhimg bénh nhén st dung levofloxacin. Cac
triéu chimg nghiém trong nhu hén mé do tut glucose huyét da dugc ghi nhin trén
cac bénh nhan dang sir dung levofloxacin. Ha glucose huyét dé xay ra trén cac bénh
nhan dai thio duong (dac biét, cic truong hop dang sir dung sulfonylure hodc ché
pham chira insulin), cac bénh nhan suy gan than va nguoi cao tudi.

Viém dai trang nghiém trong v&i dau higu phan lan mau nhu viém dai trang gia
mac: Néu xuét hién cac triéu chirng nhu dau bung va tiéu chay kéo dai, can ngimg
str dung levofloxacin ngay va co6 bién phap xur tri phu hop.

Tiéu co vén, biéu hién vdi cdc triéu chimg nhu dau co, yéu co, tang creatininkinase
(creatininphosphokinase) va ting myoglobin trong huyét tuong va trong nudc tiéu,
vv.... kém theo suy giam chirc nang thin cép.

Céc rbi loan lién quan dén gan nhu viém gan Achill hoac dit gan: Néu xuat hién
céc triéu chimg nhu dau va phtt quanh gan, can ngimg sir dung levofloxacin ngay
va ¢o bién phap xur tri pht hop. Nguy co viém gan va dit gan tang [én ¢ cac bénh
nhan trén 60 tudi, sir dung dong thoi véi corticosteroid, va bénh nhan cay ghép co
quan.

Levofloxacin co thé (e ché su phat trién cua Mycobacterium tuberculosis, va do
d6 ¢o thé gy ra két qua am tinh gia khi chin dodn xéc dinh vi khun lao.

Mot sb tac dung khéng mong muén (xem phén TAC DUNG KHONG MONG
MUON) c6 thé lam giam kha nang tap trung va phan xa cta bénh nhan, do do co
thé nguy hiém trong cac tinh huéng ma cac kha ning nay dac biét quan trong vai
bénh nhéan (nhu lai xe hoac van hanh may moc).

10) Séc hodc cac phan mg dang phan vé (triéu chimg ban dau nhu ban do, rét run, kho

tho...).
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11) Hoai tu thugng bi nhiém doc (TEN) hoic hdi chimg loét giac mac — da — niém mac
(hoi chimg Stevens-Johnson).

12) Co giat

13) Kéo dai khoang QT va nhip nhanh thit (bao gdm xoan dinh): Trong giai doan giam
sat hau mai, kéo dai khoang QT déi khi dan t&i nhip nhanh thit bao gdm xoén dinh
duoc ghi nhin trén bénh nhin dang dung levofloxacin. Nguy co gip bién c6 bat lgi
nay co thé tang Ién trén bénh nhan mic bénh tim nang (nhu loan nhip tim va thiéu
méu co tim cuc b), bénh nhan giam kali mau chua duoc diéu tri, bénh nhan ding
cac thude chéng loan nhip nhém IA (quinidine sulfat, procanamid hydrochlorid) va
nhom 11 (amiodaron hydrochlorid, sotalol hydrochlorid) va trén bénh nhan cao tudi.

14) Viém gan kich phat, rdi loan chic nang gan hodc vang da (triéu chimg ban dau:
budn non, non, chan an, khé chiu, ngia, ...)

15) Giam toan bé huyét ciu, mat bach ciu hat (triéu chimg ban dau: sdt, dau hong. kho
chiu....), thiéu mau tan mau kém hemoglobin niéu hodc giam tiéu cau.

16) Viém phoi k& hodc viém phéi tang bach cau ua eosin kém theo sét, ho, kho tha, X-
quang nguc bit thuong hodc ting bach ciu eosin,...).

17) Triéu chimg tam than nhu 16 1an, mé sang va tram cam. ®7

18) Viém mach di img; Néu xuét hién céc triéu chimg nhu sot, dau bung', dau khop, ban
xuat huyét hodc ban sian, kém theo diu hiéu viém mach di tmg (viém mach c6 su
xuit hién ctia cac manh bach céu) khi sinh thiét da, cin ngimg su dung levofloxacin
ngay va c6 bién phap xu tri pha hop.

19) Lam trim trong thém bénh nhugc co.

20) Bénh nhéan ding Levofloxacin liéu 750 mg c6 thé gap mot sd phan tng bat lgi nhu
chong mat, dau dau, budn nén hodc ndn voi tin sudt cao hon Levofloxacin liéu 500
mg.

21) Céc phan ting co hai nghiém trong c6 kha niang khong héi phuc va gay tan tat, bao
gbm viém gan, dirt gan, bénh ly than kinh ngoai bién va cac tac dung bat loi trén
than kinh trung wong. Cac khang sinh nhém fluoroquinolon ¢é lién quan dén cac
phan tmg c6 hai nghiém trong c¢6 kha ning gay tan tat va khong hoi phuc trén céc
hé co quan khac nhau cua co thé. Cac phan tmg nay c6 thé xuat hién dong thoi trén
cung bénh nhan. Cac phan trng c6 hai thuong duoc ghi nhin gﬁm viém gan, dirt gan,
dau khop, dau co, bénh ly than kinh ngoai vi va céc tac dung bt loi trén hé thong
than kinh trung uong (ao giac, lo au, trim cam, mét ngu, dau dau nang va la 1an).
Cac phan (g nay co thé xay ra trong vong vai gio dén vai tuin sau khi sir dung
thude. Bénh nhan ¢ bat ky tudi nao hodc khong c6 yéu td nguy co ton tai tir trude
déu co thé gap nhimg phan tmg ¢ hai trén. Ngimg st dung thude ngay khi ¢6 dau
hiéu hofc triéu chimg dau tién cua bit ky phan tng c6 hai nghiém trong nao. Thém
vao do, tranh su dung cic khang sinh nhém fluoroquinolon cho cac bénh nhan da
timg gap cac phan (mg nghiém trong lién quan dén fluoroquinolon.

8.3 Sir dung thude cho tré em:
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D¢§ an toan va hi¢u qua trén bénh nhi va tre em dudi 18 tudi chua duge thiét 1ap. Quinolon, bao
gdm levofloxacin, giy bénh khop va viém xuong sun & mét sb loai dong vat dang trong thoi ki
phat trién.

8.4 Sir dung thudce cho ngudi cao tudi:

Pac diém duge dong hoc cua levofloxacin ¢ ngudi truong thanh tré tudi va ngudi gia khong cé su
khac biét dang ké khi xem xét su thay d6i do thanh thai creatinin. Tuy nhién, do con duong thai trir
chu yéu cua thude la bai tiét qua than, nguy co gap phan tng ¢6 hai ciia thude nay co thé tang lén
trén bénh nhan suy giam chic nang than. Mat khac, chirc nang than cua ngudi cao tui thuong suy
giam, cin than trong trong viéc lua chon liéu ding va c6 thé can giam sat chire ndng than cua bénh
nhan.

9. SUDUNG THUOC CHO PHU NU CO THAI VA CHO CON BU f_]ﬁ

Sir dung thudc trong thoi ki mang thai

Levofloxacin khong anh huéng dén kha nang sinh san trén chudt cong & mic liéu duong uéng 360
mg/kg/ngay. Levofloxacin khong giy di tat thai nhi trén chudt cong & muc licu 810 mg/kg/ngay
dudmng udng hogc mirc liéu lén toi 160 mg/kg/ngay dudng tiém tinh mach. Khong ghi nhan di tat
thai nhi trén tho & mure liéu 50 mg/kg/ngay duong udng.

Do thiéu cac dir lidu trén ngudi va cac fluoroquinolon cé nguy co gy ton thuong thuc nghiém sun
nang d& cua cac to chire dang phat trién, levofloxacin khong dugc sir dung cho phu nir ¢6 thai hodc
phu nir nghi ng&r ¢6 thai (xem phin CHONG CHI DINH).

Sir dung thude trong thoi ki cho con bi

Do thiéu cac dir liéu trén ngudi va cac fluoroquinolon co nguy co gy ton thuong thuc nghiém sun
nang d& cua céc té chirc dang phat trién, levofloxacin khéng duoc sir dung cho phu nir cho con bi
(xem phan CHONG CHI DINH).

10. ANH HUONG PEN KHA NANG LAI XE VA VAN HANH MAY MOC

Céc tac dung khong mong muén trén than kinh trung uong nhu hoa mat/chong mat va nga ga co
thé xuét hién. Do do, bénh nhan can duoc khuyén cdo cac tac dung khdong mong mudn trén than
kinh c6 thé giy suy giam kha nang tap trung, phan xa va cé thé giy nguy hiém trong nhimng tinh
huéng ma cac kha nang nay dic biét quan trong véi bénh nhan (vi du, lam viéc ¢ trén cao, lai xe
hodc vian hanh may moc).

11. TUONG TAC THUOC

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

Trong khi su tao phirc voi cac cation hoa tri 2 it xay ra vai cac quinolon khac, thi véi Cravit
500 ¢6 khac: phéi hop vién nén Cravit 500 véi thuée khang acid chira magié, nhém hodc
voi sucralfat, cac cation kim loai nhu sit va cac ché pham multivitamin vai kém sé c6 tuong
tac voi su hfip thu cua levofloxacin ¢ éng tiéu hoa, lam cho ham lugng khing sinh sé the‘ip
di trong méu so véi mong mudn. Do dé, chi nén ubng cac thude nay 2 gior trude hodc 2 gio
sau khi dung levofloxacin.

Uit 103 duien (Uszmelng) 9na

DATCHT SANKYO (THAILAND! LTD.




2. Theophyllin

Khong ¢6 anh huong ¢6 y nghia nao cua Cravit téi ndng do huyét tuong, dién tich dudi
duong cong va cac thong s6 phan bo khac cia theophyllin dugc phat hién trong thir nghiém
lam sang ¢ nguoi tinh nguyén khoe manh. Tuong tu, khéng ¢6 anh huong rd rang nao cua
theophyllin téi sy phan b va hip thu cia levofloxacin dugc ghi nhan. Tuy nhién. viéc sir
dung dong thoi fluoroquinolon khac véi theophyllin dan t6i kéo dai thoi gian ban thai, ting
nong do theophyllin trong huyét tuong, din t&i tang nguy co tac dung phu do theophyllin &
nhimg bénh nhan nay. Do do6, ndng do theophyllin can duge giam sat chit ché va diéu chinh
liéu phit hop khi ding dong thoi voi Cravit. Téc dung phy, bao gdm ca co gidt ¢6 thé xay
ra khi co6 tang hodc khong tang nﬁ)ng, d6 theophyllin trong huyét tuong.

3. Fenbufen hodc cic thube chong viém khong steroid tuong tw (NSAIDs)

Kha nang tuong tac duoc 1y (c6 thé tang nguy co kich thich hé than kinh trung vong va co
giat). Cac nghién ctu trén dong vit cho thidy nguy co nay co thé it hon so véi cac
fluoroquinolone khac va nguy co d6 khac nhau tuy thudc vao timg NSAID cu thé.

Khi ¢6 Fenbufen, ndng d6 Levofloxacin cao hon khoang 13% so véi khi khong dung cing.
4. Thube diéu tri dai théo dwomg

Céc rdi loan duong huyét, bao gdbm tang duong huyét va ha duong huyét, da duoc bao cio
& nhimg bénh nhan duoc diéu tri dong thoi voi fluoroquinolones va mdt thude chong dai
thao duong. Do do, nén theo ddi can thian lugng dudng trong mau khi ph01 hop cac thude
nay. 0)7

5. Thube chong dong mau (Warfarin)

Dung cung véi warfarin da duge béo cdo 1a lam tang hiéu qua cua warfarin (chuyén hoa
warfarin & gan bi trc ché, hodc warfarin tu do c6 thé tang b’mg cach thay thé canh tranh vi
tri lién két protein) va do do kéo dai thoi gian prothrombin

6. Thude chong loan nhip nhom IA va nhom 111

Levofloxacin dung than trong véi bénh nhan dang sir dung thude chéng loan nhip nhom A
(nhu quinidine sulfate hay procainamide hydrochloride) va thuéc chéng loan nhip nhom 111
(nhu amiodarone hydrochloride va sotalol hydrochloride). Khoang QT c6 thé bj kéo dai.
7. Cyclosporine

Trong céac nghién ciru lam sang & nguoi tinh nguyén khoe manh, khong ghi nhan dugce anh
huong déng ké ciia Cravit téi ndng dé dinh trong huyét tuong, dién tich dudi dudng cong
va cac thong sd dong hoc khac cia cyclosporin. Tuy nhién, dd ¢6 bao cdo ndng do
cyclosporin huyét twong tang 1én khi ding dong thoi voi cac fluoroquinolon khéc. Trong
cac nghién ciu khac khong c6 thude ding kém, Cmax va ke ctia levofloxacin thip hon mot
chut trong khi thoi gian T, va t¥2 kéo dai hon mot chiat khi c6 mat cyclosporin. Tuy nhién,
su khac biét nay khong cé v nghia 1am sang. Do d6, khéng can diéu chinh liéu Cravit hoac
cyclosporin khi ding dong thoi hai thube.

8. Probenecid va cimetidine

Probenecid va cimetidin ¢6 tac déng mang ¥ nghia théng ké dén su thai trir cua Cravit. Bo
thanh thai qua than cua levofloxacin giam 24% do cimetidine va 34% do probenecid. Do
ca hai loai thude déu c6 kha nang ngin chan su bai tiét & 6ng than cua levofloxacin. Tuy
nhién, & lidu lugng thir nghiém trong nghién ctru, su khac biét vé dong luc hoe duong nhu
khong lién quan dén lam sang.

Cin than trong khi dung Cravit cing véi cac thude c6 bai tiét & dng than nhu probenecid
va cimetidine, dac biét & bénh nhin suy than.

9. Digoxin

Trong mot nghién ctu lam sang lién quan dén tinh nguyén vién khoe man, khong phat
hién tac dong dang ké nao cua Cravit [én ndng do dinh trong huyét tuong, AUC va cic
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12. .PHAN UNG CO HAI CUA THUOC

théng s dinh hudng khac ddi véi digoxin. Su hip thu va dong hoc cua levofloxacin la
tuong tu nhau ca khi c6 hoac khéng c6 mat cua digoxin. Do do. khong can diéu chinh liéu
luong cho Cravit hodc digoxin khi dung dong thoi hai thude nay.

10. Cic twong tac voi xét nghiém chan doin

M5t s6 fluoroquinolones, bao gom ca levofloxacin, ¢ thé cho két qua duong tinh gia véi
két qua sang loc nudc tiéu vai opiates béng cach sir dung bo dung cu kiém tra mién dich ¢o
san. Co thé can phai kiém tra lai két qua opiate duong tinh bing cac phuong phéap chinh

xac hon.

Céc phan (g c6 hai sau day da dugce ghi nhan trong cac nghién clru lam sang va hoat déng giam
sat giai doan hau mai. Tén suat cta céac phan tmg c6 hai du6i day dugc xac dinh khi st dung vién
nén levofloxacin 500 mg trén tong sd 1930 bénh nhin trong cac thir nghiém lim sang pha 3 va pha
4 (bao gbm 1582 bénh nhan trong cic nghién ciru 1am sang pha 3 dugc tién hanh & Nhat Ban (337
bénh nhdn) va ¢ Trung Qubc (1245 bénh nhan) va 348 bénh nhan trong tha nghiém lam sang pha
4) hodc trén 29880 bénh nhan trong mdt nghién ciru giai doan hau mai duoc tién hanh ¢ Nhat Ban.
Néu ti 1& cia mot phan trng ¢6 hai co su khac bié¢t gitra hai nguém trén (tuc la ti 1€ tir cac thu nghiém

lam sang khac vai ti 1€ tor nghién ciru hdu mai), ti I¢ cao hon s& duoc chon.

Phén loai thin suét clia cac phan (mg c6 hai theo CIOMS:

Rét phd bién: 10% < Ti 1¢

Thuodmg gap: 1% < Ti lé< 10%

it gdp: 0.1% <Ti lé< 1%
Hiém gap: 0.01% < Ti 18< 0.1%
Rét hiém gip: Ti 18<0.01%

*: Xem phan “Canh bao”
e Roéi loan huyét hoc va hé bach huyét

it gap: thiéu mau
Rét hiém gap: giam tiéu cau*
Tén suét chua xéac dinh: giam toan bo huyét cau*, mat bach céu hat*,

thiéu mau tan mau kem hemoglobin niéu *

« Roi loan h¢ mién dich
Tén suat chua xéc dinh: phan (mg dang phan vé*

» Réi loan dinh dudng va chuyén hoa

it gap:

chan an

Tén suét chua xéc dinh: ha glucose huyét (c6 thé xudt hién hon mé do ha glucose huyét)*,

ting glucose huyét*

« R6i loan tim than

Thuong gap: mat ngu
Tan suat chua xac dinh: cac triéu chimg roi loan tam than nhu 14 [an*, mé sang®, tram cam™,
ao giac.

+ Rdi loan hé théin kinh
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Thuong gap:

it gap:

Hiém gap:

Rét hiém gap:

Tén suat chua xéac dinh:

« Réi loan trén mit
Hiém gap:

« Robi loan tai va tai trong
it gap:
Tén suit chura xéc dinh :

+ Rdi loan trén tim
It gap:
Tén suit chua xéc dinh:

¢ Roi loan mach
Rat hiém:
Tan suat chua xac dinh:

Chong mat, dau dau

ngu ga. té cong, run, sa sut tri tug, loan vi giac
roi loan nhan thire

co gidt*, mét vi giac

bénh than kinh ngoai vi, roi loan ngoai thap.
mit khiru gidc, réi loan khiru gidc.

roi loan thi giac
l

u tai

diéc

danh tréng nguc
nhip nhanh that (bao géum xoin dinh )*,
kéo dai khoang QT *, nhip tim nhanh.

Shock*
Ha huyét ap

* Roi loan trung thét, nguwe va hé ho hap

it gap:
Tén suit chua xéc dinh:

* Réi loan hé tiéu hoa
Thuong gap:

it gap:

Hiém gap:

Rét hiém gap:

Tén suét chua xéc dinh:

Kho hong,
Viém phdi k&*. Viém phoi tang bach cau ua eosin*

budn nén, ndn, tiéu chay, tic bung
dau bung. kho tiéu, day hoi, tio bon.
viém miéng

viém ludi

viém dai trang kém phan lin mau,
nhu viém dai trang gia mac®.

« R6i loan hé thing gan mat

it gap:
Tén suét chua xéac dinh:

roi loan chirc ning gan
viém gan Kich phat*, vang da*

= Roi loan ciu tric da va mé mém

it gap:
Hiém gip:
Rét hiém gap:

ngira, phat ban
tang tiét md hoi, may day
ting nhay cam vai anh sang
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Tén suit chua xéc dinh: hoai tir thugng bi nhiém ddc (TEN) *, hoi chimg loét gidc mac — da
— niém mac (hdi chimg Stevens-Johnson) *, viém mach di img*

* Réi loan co xwong khop va mo lién két

it gap: dau khép, dau chi, dau lung, yéu co
Hiém gap: bénh khép, dau co
Tan suét chua xac dinh: tiéu co van*, bénh gan nhu viém gén Achill hodc dat gan *,

lam tram trong thém bénh nhuge co*, rich co

« Roi loan thén - tiét niéu ,/D_(

it gap: dai mau

Hiém gap: da niéu, thiéu niéu, suy than cip* =
Tén suat chua xac dinh: viém than k&*, vo niéu, tiéu budt, bi tiéu

* Réi loan toan than va phan éng tai vi tri dwa thude

it gap: khat, tirc nguc, kho chiu, cam giac nong, phu né
Rt hiém gap: sOt

Tén suét chua xéc dinh: dau nguc

* Xét nghiém
Thuong gip: Tang AST, tang ALT. ting LDH, giam bach cu,
ting bach cdu ua eo sin
it gap: tang creatinin, protein ni¢u duong tinh, ting phosphatase kiém,
tang y-GTP, tang bilirubin mau, giam lympho bao,
giam bach ciu trung tinh. ting CPK, glucose ni¢u duong
tinh, giam glucose mau, giam tiéu ciu
Hiém gip: giam BUN, giam thé tich nudc tiéu.
Rit hiém gap: tang glucose mau.
Théng bio cho bic st nhing tic dung khong mong muon gap phai khi sir dung thuie

13. QUA LIEU VA XU TRi

Theo cac nghién ciru dgc tinh trén dong vat, nhirng déu hiéu quan trong nhat dé nhan biét qua lidu
cap Cravit 500 mg hodc 750 mg bao gdm céc tridu chimg trén thin kinh trung wong nhu 1a lan,
chong mat, suy giam nhén thae, dong kinh co giat, va cic phan tmg tai duong tiéu héa nhu budn
non, loét niém mac.

Trong trudmg hop qua liéu cip, cin théo rdng da day. C6 thé sir dung antacid dé bao vé niém mac
da day. Khong c6 thuée giai doc dac hiéu. Bénh nhan cin dugc theo doi va bu dich thich hop. Tham
tach mau hogdc thdm phéan phiic mac khong ¢6 hiéu qua trong viée loai bo levofloxacin.

14.PAC TINH DUQC LUC HQC

Levofloxacin 1a déng phan dang L cua hén hop racemic, ofloxacin - mét khang sinh nhém
quinolon. Hoat tinh khang khuén ctia ofloxacin chi yéu do dong phan dang L.
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Dang dong phan nay ¢ hoat tinh manh gép 2 lan so voi ofloxacin.
Co ché tac dung cua levofloxacin va cac khang sinh fluoroquinolon khéc lién quan dén kha
nang tc ché topoisomerase IV va ADN gysare cua vi khuan (ca hai enzym nay thudc loai
enzym topoismerase tuyp I1), cic enzym nay cén thiét cho qua trinh nhén déi, sao chép, sta
chira va tai té hop ADN. Levofloxacin ¢6 tac dung khang khuan in vitro trén nhiéu chung
vi khudn Gram dm va Gram duong. Levofloxacin thudng ¢6 tac dung diét khuin ¢ ndng do
bfmg hodc cao hon mdt chit so voi 116|1g dd tre ché.
Cac Fluoroquinolon bao gom levofloxacin, ¢é ciu triic hoa hoc va co ché tac dung khac so
vai cac khang sinh nhém aminoglycosid, macrolid va p-lactam, bao gdom cac penicillin. Do
dé cac fluoroquinolon c6 thé c6 hoat tinh trén cac vi khuan da dé khang vai cic khang sinh
ké trén. Dé khang véi levofloxacin do dét bién tu phat in vitro rat hiém gip (khoang 10°
dén 107"). Mic du da ghi nhan dé khang chéo giira levofloxacin va cac fluoroquinolon
khéc, tuy nhién mot vai ching vi khuan di khang cac fluoroquinolon khac ¢6 thé van nhay
cam va&i levofloxacin.
Levofloxacin thé hién hoat tinh khang khuén trén hau hét cac chung vi khuan dudi day &
ca in vitro va trén lam sang véi cac nhiém khuin da dugc mo ta & phi’m CHI PINH VA
CACH SU DUNG: ])7
Cic vi khuan hiéu khi Gram dwong
Enterococcus faecalis, Staphylococcus aureus, Staphylococcus saproph_l_zricus, Streptococcus
pneumoniae (bao gdom cic chung khang penicillin), Streptococcus pyogenes
Cic vi khuén hiéu khi Gram am
Enterobacter  cloacae,  Escherichia coli, Haemophilus  influenzae, Haemophilus
parainfluenzae, Klebsiella pneumoniae, Legionella pneumophila, Moraxella catarrhalis,
Proteus mirabilis, Pseudomonas aeruginosa
Cic vi khuin khac
Chlamydia pneumoniae, Mycoplasma pneumoniae
Cic dir li¢u sau day dwge chimg minh in vitro nhung ¥ nghia 1am sang chwa dwoc thiét lap.
Cic vi khuin hiéu khi Gram duong
Staphylococcus epidermidis, Streptococcus (Nhém C/F), Streptococcus (Nhdém G), Streptococcus
agalactiae, Streptococcus milleri, nhom Streptococcus Viridan
Cic vi khuén hi¢u khi Gram 4m
Acinetobacter baumannii, Acinetobacter Iwoffii, Bordetella pertussis, Citrobacter (diversus)
koseri, Citrobacter freundii, Enterobacter aerogenes, Enterobacter sakazakii, Klebsiella oxytoca,
Morganella morganii, Pantoea (Enterobacter) agglomerans, Proteus vulgaris, Providencia
rettgeri, Providencia stuartii, Pseudomonas fluorescens, Serratia marcescens
Cic vi khuan ki khi Gram dwong
Clostridium perfringens

15.DUQC DONG HQC

Hép thu va nong d thude trong huyét twong

Levofloxacin dugc hap thu nhanh va gin nhu hoan toan sau khi su dung theo dudong uéng. Thude
dat duge nong do dinh trong huyét twong sau khi uéng 1 dén 2 gio. Sinh kha dung tuyét déi cua
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mot vién nén 500 mg xdp xi 99%, cho thiy kha nang héap thu hoan toan qua dudng udng cia
levofloxacin. Dugc dong hoc cua levofloxacin tuyén tinh va co thé du doan dugc sau khi ding liéu
don va liéu lap lai dudng uéng. Gia tri trung binh + SD cua ndng dé dinh va ndng do day dat duoc
sau khi sir dung ché do liéu 1ap lai ngay 1 lan theo duong udng lan luot 14 5.7 + 1.4 va 0.5 £ 0.2
pg/mL véi mie liéu 500 mg va 8.6 + 1.9 va 1.1 + 0.4 pg/mL véi mic liéu 750 mg

Phén bo

Thé tich phan b6 cua levofloxacin khoang 74 dén 112 L sau khi dung liéu don va liéu lap lai 500
mg hodc 750 mg, cho thay kha nang phan bd rong cta thube trong cic méd cua co thé. Nong do
dinh cia levofloxacin trong mé da va dich bong nude trén dbi tugng nguoi khoe manh dat duoc
trong khoang 3 gio sau khi udng. Ty s6 AUC trong md da sinh thiét /AUC huyét tuong xdp xi 2 va
ty s6 AUC dich bong nuéc/AUC huyét twong xdp xi 1 khi ding liéu lap lai levofloxacin 500 mg
va 750 mg 1lan/ngay trén ddi tugng ngudi khoe manh. Levofloxacin cling thim t6t vao trong mo
phoi. Nong do thude trong mé phdi cao hon 2 dén 5 1an ndng do thude trong huyét tuong va dao
dong tir 2.4 dén 11.3 ug/g trong vong 24 gio khi ding mot liéu don 500 mg duong uéng.

In vitro, trong khoang nong do levofloxacin trong huyét thanh/huyét tuong ¢6 ¥ nghia lam sang (|
dén 10 pg/mL), ti 1¢ lién két cua levofloxacin véi protein huyét thanh cua tat ca cic loai dong vat
nghién ciru, dugc xac dinh bang phuong phap tham tach can bing ndm trong khoang 24 dén 38%.
Trén nguoi, levofloxacin lién két chu yéu véi albumin huyét tuong. Lién két cua levofloxacin véi
proteix} huyét thanh khong phu thuée vao ndng dé cua thude. %

Chuyén hoa '

Levofloxacin 6n dinh vé cdu triic héa lap thé trong huyét tuong va nuée tiéu, khong bi chuyén hoa
thanh dang dong phan déi quang cua noé D-ofloxacin. Trén ngudi levofloxacin rat it duoc chuyén
héa va duge thai trir chu yéu dudi dang nguyén ven qua nudc tiéu. Sau khi ding duong udng,
khoang 87% liéu ding dugc phuc hdi nguyén ven trong nudc tidu sau 48 gid, trai lai chi ¢6 dudi
4% liéu dung duge tim thiy trong phan sau 72 gio. Dudi 5% liéu dung duoc tim thdy trong nude
tiéu dudi dang cac chat chuyén hoa desmethyl va N-oxid, hai chét chuyén hoa duy nhat dugc xéac
dinh trén nguéi. Tac dung dugce 1y ctia nhitng chit chuyén hoa nay it ¢6 y nghia.

Bai tiét

Levofloxacin dugc bai tiét mét luong 1én dudi dang nguyén ven qua nudc tiéu. Nira doi thai trir
ctia levofloxacin trong huyét tuong trung binh khoang 6 dén 8 gio sau khi ding levofloxacin liéu
don va liéu lap lai theo duong udng. Gia tri trung binh do thanh thai biéu kién toan phan va do
thanh thai than 1in luot 1a 144 dén 226 ml/phat va 96 dén 142 ml/phut. Do thanh thai than 16n hon
toe do loc & cau than chimg to 6 su bai tiét tich cuc & ong thin cua levofloxacin kém theo co ché
loc & cau than. Sir dung déng thai levofloxacin vai cimetidin hodc probenecid lam giam do thanh
thai qua than cua levofloxacin lan luot 12 24% va 35 %, chimg t6 ¢6 sy bai tiét levofloxacin xay ra
& 6ng lugn gan. Khong tim théy tinh thé levofloxacin trong bit ky mau nude tiéu dugc thu tir cac
doi tuong sur dung levofloxacin.

16.QUY CACH PONG GOI

Vién nén 250 mg: 5 vién nén trong 1 vi, hdp 1 hodc 2 vi.
Vién nén 500 mg: 5 vién nén trong | vi, hop 1 vi.

Vién nén 750 mg: 5 vién nén trong 1 vi nhom — nhém, hop 1vi

uith 13 Fadnn flszmrlng) S

DAICHT SANKY O (THAILAND) LTD,




17. Piéu kién bio quin, han dung, tiéu chuén chat hrong ciia thude

Bio quan: bao quan noi kho réo, dudi 30°C
Han dung: 48 thang ké tir ngay san xuit
Tiéu chuan chéat lwgng: Tiéu chuin co so. (D—[

—_

18. Tén, dia chi co s sin xuit.

Nha san xuét: Interthai Pharmaceutical Manufacturing Ltd.
1899 Phaholyothin Road, Ladyao, Chatuchak, Bangkok 10900, Thailand.

Tel: +66-2-941-2992 Fax: +66-2-941-1308

Dudi ban quyén cua:
Daiichi Sankyo (Thailand) Ltd., Bangkok, Thailand.

Giay phép cua:
Daiichi Sankyo Co., Ltd., Tokyo, Japan.

Moi chi tiét xin lién hé:

Daiichi Sankyo (Thailand) Ltd.

Dia chi: 24™ FlL, United Center Bldg., 323 Silom Rd., Silom, Bangrak, Bangkok 10500,
Thailand.

Tel: +66 26312070-9 Fax: +66 2236 2656

TUQ.CUC TRUONG
P.TRUDNG PHONG
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