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oy hwéng din st dung triede khi ditng. Pé xa tim fay tré em.

THANH PHAN CONG THU'C: M&i vién nén bao phim chira:
Thanh phdn duwoc chat:
0 R B A R O P e e T e e e (L

= MeTOMIBATol .. i conssncimmniinn aitmisiasbis it saasmesaol TP

Thanh phd‘n ta duge:
Lactose monohydrat 200 mesh, Lycatab PGS (Pregelatinized maize starch), natri
croscarmellose, Povidon K30, magnesi stearat, Aerosil R200, Opadry 03A8373 White
(Hypromellose, Talc, Titan Dioxid).

DANG BAO CHE: Vién nén bao phim.
MB® ti: Vién nén bao phim hinh trdn, mau triing, canh va thanh vién lanh lin.

CHI DINH:
Pidu tri cac truomg hop nhidm khudn ring miéng nhw 4p-xe réing & ngudi 1én va tré em, sau
Ikhi da danh gia ty 1€ loi ich-nguy co cta dang phéi hop ¢6 dinh lidu spiramycin-metronidazol
va khi khong thé diéu trj bang khéng sinh khéc.
Can xem xét cac khuyén nghi chinh thiic v& vide st dung hop 1y thudc khang sinh.
Thube duge chi dinh cho ngudi 1om va tré em trén 15 tubi.

CACH DUNG & LIEU DUNG:
Liéu ding

 Tré em trén 15 tudi va ngudi 1én:
o 2 dén 3 vién mdi ngay (tirc 1a 3 dén 4,5 MIU spiramycin va 500 dén 750 mg
metronidazol), chia lam 2 hoéc 3 la\'in, uéng trong bita an.

o Trudomg hop ning cé thé tang lidu 1én 4 vién/ngay.
Lidu ti vu cta dang phdi hop ¢ dinh liéu nay con chua rd rang.
Dimng dudng udng. _
Nén nudt vién thubc véi mot cbe nude ddy.

Phai udng thude trong bita in.
CHONG CHi PINH: .

le Qua min vai spiramycin va/hodc metronidazol va/hodic véi bét ky khang sinh nhém imidazol
nao khac, hodc voi bat ¢ir thanh phdn nio cta thude.
Tré em du6i 15 tudi.
Didu tri ddng thoi véi mot sb thube ¢o khi ning gy xoan dinh: amiodaron, citalopram,
disopyramid, domperidon, dronedaron, erythromycin tiém tinh mach, escitalopram,
hydroquinidin, hydroxyzin, mequitazin, moxilloxacin, piperaquin, quinidin, sotalol,

| toremifen, vandetanib, vincamin tiém tinh mach.

| CANH BAO VA THAN TRQNG KHI DUNG THUOC:
Pham vi sir dung
Don tri lidu bang khang sinh dugc cho la phit hop dé diéu tri hdu hét cac nhidm khuén ring
miéng, cén cAn nhic sir dung dang phdi hop c6 dinh liéu spiramycin-metronidazol c6 tinh dén
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kha ning ding riéng timg loai khang sinh. Diéu tri bang khang sinh ¢6 1y 1¢ loi ich-nguy co
cao nhét dwoc khuyén céo la phuong phép diéu tri du tay trong céc trudng hop nhidm khuén

rang miéng.
Qus min/ da va phin phu

Phan tng di img bao gbém sbc phan vé c6 thé xay ra va de doa tinh mang. Trong nhiing

tredng hop nay, nén ngimg metronidazol va xur tri thich hgp.

Céc phan ung da nghiém trong gbm hoi chimg Stevens-Johnson, hoi chimg Lyell, hdi chimg

ngoai ban mun mu toan than cip tinh (AGEP) d4 duge bo cédo véi spiramycin/ metronidazol.

Bénh nhan cin dwoc thong bdo vé cic dau hiéu va (ridu chimg va phai theo ddi da chit chg.

Néu xuét hién céc déu hiéu hodc triéu ching ctia hdi chimg Stevens-Johnson, hdi chirng
Lyell (nhu phat ban tién trién kém bong nudce hodc tén thuong mang nhay) hoic AGEP (hoi

-chimg ngoai ban mun mu toan thin cép tinh), can phai ngimg didu tri va chéng chi dinh

spiramycin hodc metronidazol don déc hodc két hop cho bét ky lan st dung méi no..

H# thin kinh trung wong

Néu xuit hién céc triéu chimg goi ¥ bénh ndo hodc héi chimg tiéu ndo (nhu mat didu hoa,

loan van ngdn, rdi loan dang di, rung giat nhin ciu, run, chéng mat, 1i 1an, co giat, rdi loan

thén kinh cam gidc ngoai bién, dau dAu, phai danh gia lai diéu tri ngay lap tirc vA nén ngimg

diéu tri bing metronidazol.

Céc trudmg hop bénh ndo di dugce béo cédo khi sir dung metronidazol trong qua trinh gidm sat
sau luu hanh. Cac truomg hop thay ddi MRI lién quan dén bénh ndo ciing @3 duoc quan sit

thdy. Cac t6n thwong dugc quan sat thudng xuyén nhét nim & tiéu nfo (dic biét la ¢ nhin
ring) va thé chai. Hau hét cc truomg hop bénh ndo va nhiing thay d6i MRT déu hdi phuc sau

khi ngling diéu tri. Céc trudng hop dic biét giy Lir vong di duge bdo cdo.

Theo d5i sur xuét hién ctia cdc déu hiéu go1 ¥ bénh nio hodc trong truong hop bénh ndng hon
& bénh nhan mic bénh thin kinh trung wong.

Trudng hop viém mang ndo vo khuén khi dung metronidazol, vigc diéu tri lai khong duoge
khuyén cao hodic phai danh gid ty 18 loi ich-nguy co trong trudng hop nhiém khuan nghiém

trong. '
Hé thin kinh ngoai bién

Theo ddi su xudt hién cac ddu hidu goi ¥ bénh than kinh ngoai bién, dic biét trong trudng

hop diéu trj kéo dai hodc & ngudi méc bénh than kinh ngoai bién ning, man tinh hojc tién
trién.
Réi loan tim thin

Phan mg loan thdn v6i hanh vi nguy hiém c6 thé xay ra ngay tir lidu diéu tri dau tién, dic
biét trong trwdong hop c6 tién st tim thin. Phai ngimg metronidazol, théng béo cho béac si va

ap dung cdc bién phap didu tri cén thiét ngay lap tire.

Huyét hoe

Trudng hop co tién str rdi loan huyét hoc, diéu tri liéu cao va/hoic kéo dai, nén xét nghiém

mau thudng xuyén, dic biét 13 theo doi s6 lugng bach céu.

Trong trudng hop giam bach cdu, viée liép tuc diéu tri nén dua vao murc do nghiém trong ciia
nhiém khuéan.

Kéo dai khoang QT

Céc truémg hep kéo dai khoang QT da duge bdo cdo ¢ bénh nhin dung khang sinh macrolid,
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bao gdm ca spiramycin.

Khuyén céo thén trong khi diéu tri béng spiramycin & bénh nhén ¢6 cic yéu té nguy co kéo i
dai khoang QT nhu: |
o MAt can bing dién giai khong dwoc didu chinh (nhu ha kali huyét, ha magnesi huyét).
o Hai chimg QT kéo dai bim sinh.
o Bénh tim (nhuv suy tim, nhéi mau co tim, nhip tim chim).
=  Pidu tri ddng thoi véi céc thube ¢ biét 1a c6 tac dung kéo dai khoang QT (nhu mét
s6 thube chdng ky sinh tring, arsenoid, crizotinib, delamanid, hydroxycloroquinin,

methadon, mét sé thudc an thin kinh, anagrelide, thudc chen beta trong suy tim,

thudc chéng nhip tim cham, glasdegib, thudc ha kali, thude gy suy sinh duc nam),

*  Nguoi gia, tré so sinh va phu nt ¢6 thé nhay cam hon véi tic dung kéo dai khoang
QT.
Roi loan gan
Céc truomg hop nhiém ddc gan ning/ suy gan cép tinh, bao gdm ca cic trudng hop tir vong
khéi phat vt nhanh sau khi bat dau diéu tri & bénh nhan mic héi chimg Cockayne, da duge
béo cdo khi sir dung cdc san pham chira metronidazol ding toan than. Do d6, & nhém doi

tuwang nay, nén st dung metronidazol sau khi da danh gia can than loi ich-nguy co va chi khi

khéng c6 phuong phap diéu tri thay thé. Cac xét nghiém chitc ning gan phai duoc thyc hién
ngay trudc khi bit dau diéu tri, trong qué trinh diéu tri va sau khi két thie diéu tri, cho dén
khi xét nghiém chirc niing gan & trong gidi han binh thudng hodc cho dén khi dat dwoc cdc
gid tri ban diu. Néu xét nghiém chirc ning gan ting cao ding ké trong qué trinh diéu tri thi

nén ngung thude.

Bénh nhan mic héi chimg Cockayne nén bao cao ngay bit ky triéu ching tén thuong gan
tiém 4n nao cho béc sT va nglmg diing metronidazol.

Thiéu hut enzym G6PD

O ngudi thiéu hut enzym G6PD, cée trudng hop tan méu cép tinh di dwoc bao cao khi ding
spiramycin dudng ubng hodc (iém. Do do, viéc ké don thude phai duoc loai trix va khuyén

c40 4p dyng liéu phap didu tri thay thé.
Trong trudng hop khong ¢6 lya chon thay thé, viée quyét dinh phai tinh dén ting bénh nhan,
nguy co tan mau va loi ich cua didu tri. Néu viée ké don thudc nay 13 can thiét thi phai sang

loc kha nang xay ra tinh trang tan mau.

Tuwong tic thude

Khong nén sir dung dong thei metronidazol va ruou.

Khong nén sir dung dong thoi metronidazol va busulfan.

Khéng nén sir dung dong thoi metronidazol va disulfiram.

Anh hwémg dén cdc xét nghiém
Metronidazol ¢6 thé giy bt dong Treponema va do d6 cho két qua duong tinh gia trong xét

nghiém Nelson.
Metronidazol ¢6 thé anh huéng dén mot sb xét nghiém méu (alanin aminotransferase [ALT],
aspartat aminotransferase [AST], lactat dehydrogenase [LDH], triglycerid, glucose), c¢6 thé
dAn dén két qua Am tinh gia hodic thip bat thuong. Cac xét nghiém ndy dya trén sy giam d
hép thu tia cuc tim, thuc té xay ra khi nicotinamid adenin dinucleotid (NADH) bi oxy héa
khir thanh nicotinamid adenin dinucleotid (NAD). Su can tr¢ la do su gidng nhau gifta cac
dinh hép thu cia NADH (340 nm) va metronidazol (322 nm) & pH 7.
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T4 dwoe d3 biét tic dung

M&i lidu thudc ndy chira dudi 1 mmol natri (23 mg), tirc vé co ban 1a “khéng c6 natri”.

Thube nay cé chira lactose. Bénh nhén bi rbi loan di truyén hiém gip nhu khong dung nap
galactose, thiéu hyt lactase hoan toan hodc kém hip thu glucose-galactose khéng nén ding
thude nay.

SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU:

Phu nit c¢é thai

Viéc st dung thubc ndy ¢6 thé dugc cén nhic trong thcn ky mang thai néu cén thiét, bat ké
giai doan nao trong thai ky.

METRONIDAZOL

V& miit 14m sang, phén tich mét s6 1ém cAc trirdng hop mang thai ding thudc, khong thay tic
dung géy di tat hodc doc tinh dac biét nao trén bao thai cua metronidazol. Tuy nhién, chi céc
nghién ciru dich t& hoc méi cé thé loai trir duoc cée nguy co. Céc nghién clu trén dong vt
khong chitng minh dugc tac dung gay qudi thai clia metronidazol.

SPIRAMYCIN

Viée st dung spiramycin ¢6 thé duge cin nhiic trong thai ky mang thai néu cén thiét. That
viy, cho dén nay, viéc sir dung spiramycin réng rdi trong thai ky van chua thiy bét ky tac
dung gy di tit hay doc tinh nao cho thai nhi.

Phu nir cho con b

Vi metronidazol va spiramycin duoc bai tiét vao sita me nén tranh dung thuéc niy trong thei
gian cho con bu.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC:
Bénh nhan nén duoc canh béo vé céc nguy co tiém 4n gdm chong miit, 1a 1an, 4o gidc, co giét |

hoic roi loan thi gidc, va khong nén ldi xe hodic van hanh miy méc néu cic tdc dung ndy xay
ra.

TUONG TAC, TUONG KY CUA THUOC:

Twong tac cua thude:

LIEN QUAN PEN SPIRAMYCIN

Cic phéi hop chéng chi dinh

Thubc ¢6 khi niing giy xofin dinh (ngoai arsen, thudc chdng ky sinh trung, thu6e an

thin kinh, .methadon....): amiodaron, citalopram, disopyramid, domperidon,
dronedaron, erythromycin tiém tinh mach, escitalopram, hydroquinidin, hydroxyzin,
mequitazin, moxifloxacin, piperaquin, quinidin, sotalol, toremifen, vandetanib,
vincamin tiém tinh mach

Tang nguy co rdi loan nhip that, dac biét 12 xo4n dinh.

Cic phéi hop khéng duge khuyén cio

Thubc chéng ky sinh tring cé khi niing giy xoin dinh (cloroquin, halofantrin,
lumefantrin, pentamidin)

Ting nguy co 1di loan nhip thét, dic biét 1a xoén dinh. Néu c6 thé, hiy tam ngimg mdt trong
hai thude. Néu khang thé tranh khéi su két hop, hay kiém soat QT trudc va theo ddi ECG.
Arsen

Ting nguy co rdi loan nhip thit, dic biét 12 xoén dinh. Néu khong thé tranh khéi su két hop.

cin theo doi 14m sang va di¢n tam d6 thuong xuyén.
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Crizotinib

Ting nguy co rdi loan nhip that, dic biét 1a xofin dinh. Néu khéng thé tranh khéi su két hop,
cAn theo dai 14m sang va dién tAm 6 thudng xuyén.

Delamanid

Ting nguy co rdi loan nhip that, dic biét 1a xoan dinh. Néu khong thé tranh khoi sy két hop,
cAn theo d5i 1am sang va dién tam d6 thuong xuyén.

Hydroxycloroguin

Ting nguy co rbi loan nhip thit, dic biét 12 xoin dinh. Néu khong thé tranh khoi su két hop,
can theo doi 14m sang va dién tdm d6 thudng xuyén.

Methadon

Tang nguy co roi loan nhip that, diic biét 12 xoin dinh. Néu khong thé tranh khoi sy két hop,
cin theo d&i 1am sang va dién tim d6 thuong xuyén.

Thuéc an thin kinh ¢6 khid ning ghy xoin dinh (amisulprid, clorpromazin,
cyamemazin, droperidol, flupentixol, fluphenazin, haloperidol, levomepromazin,
plmoud, plpamperon, pipotiazin, sulpirid, tmprld zuclopenthixol)

Tang nguy co roi loan nhip that, dic biét 1a xo#n dinh. Néu khong thé tranh khoi s két hop,
can theo doi 14m sang va dién tdm d6 thudng xuyén.

Sulfamethoxazol + trimethoprim

Tang nguy co rdi loan nhip thét, dic biét 12 xofn dinh. Néu khong thé tranh khéi su két hop,
cin theo d5i 14m sing va dién tdm do thudng xuyén,

Ciic phdi hop cén thin trong

Anagrelide

Ting nguy co rdi loan nhip that, dic biét 1a xo4n dinh. Theo d3i l4m sang va dién tim do
trong qua trinh st dung két hop.

Azithromycin

Tang nguy co rdi loan nhip that, dac biét la xodn dinh. Theo ddi 1am sang va dién tAm b
trong qua trinh str dung két hop.

Thuéc chen beta trong suy tim

Tang nguy co réi loan nhip thit, dic biét 1a xodn dinh. Theo dai ldm sang va dién tm do

trong qué trinh sir dung két hop.

Thuéc 13m chim nhip tim

Tiéng nguy co roi loan nhip that, dac biét la xoén dinh. Theo d&i lam sang va dién tdm do
trong qué trinh sir dung két hop.

Ciprofloxacin

Tang nguy co r6i loan nhip thal, diic biét la xoén dinh. Theo d&i 1Am sang va dién tAm do
trong qua trinh str dung két hop.

Clarithrnmycin

Tang nguy co rdi loan nhip that, dic biét 1a xodn dmh. Theo d&i lam sang va dién tAm do
trong qua trinh sir dung két hop.

Glasdegib

Ting nguy co rdi loan nhip thét, dic biét 12 xodn dinh. Theo ddi 14m sang va dién tim dé
trong qua trinh sir dung két hop.

Thuéc ha kali huyét

sy
v

X8~ «
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Tang nguy co rbi loan nhip thit, dac biét 12 xoan dinh.
Diéu chinh tinh trang ha kali huyét trude khi sir dung thudc va theo doi 14m sang, dién giai va
dién tim do.
+ Levofloxacin
Ting nguy co rdi loan nhip that, dic biét 1 xo4n dinh. Theo doi lam sang va di¢n tAm dod
trong qué trinh sir dung két hop.
+ Thudc giy suy sinh duc nam
Tang nguy co t6i loan nhip that, déc biét 14 xoén dinh. Theo dai 14m sing va dién tAm do
trong qua (rinh sir dung két hop.
+ Norfloxacin
Tang nguy co rbi loan nhip thét, dac biét 13 xodn dinh. Theo di 14m sang va dién tdm o
trong qua trinh sir dung két hop. .
+ Ondansetron
Tang nguy co roi loan nhip thit, dac biét 12 xoan dinh. Theo ddi l1am sang va dién tAm b
trong qué trinh sir dung két hop.
+ Roxithromycin -
Tang nguy co 16i loan nhip that, dic biét 1a xofin dinh. Theo d&i 14m sang va dién tdm dd
trong qué trinh sir dung két hop.
+ Levodopa
Trong trudng hop phéi hop véi carbidopa: tic ché hip thu carbidopa din dén giam néng do
levodopa trong huyét twong.
Theo d&i lam sang va diéu chinh liéu levodopa.
LIEN QUAN DPEN METRONIDAZOL
Phén \rng antabuse \
C6 nhiéu thudc gy ra phan (g antabuse véi rugu va khdng nén két hop voi rugu‘!\
Cic phdi hop khéng dwoe khuyén cdo | %)
+ Ruwou (@b udng hoic ti dugc) ’;"“
Hiéu (g antabuse (néng, d6, non, nhip tim nhanh). Tranh ding db ubng cé cé%ﬁ thube c6
chira con.
Cin tinh dén viéc thude duoc thai trir hoan toan dyua vao thoi gian ban thai trude khi sir dung
b ubng c6 cdn hoic thube co chira con.

| + Busulfan
V6i busulfan liéu cao: metronidazol lam tﬁng ghp doi ndng dd busulfan.
+ Disulfiram
Nguy co xuét hién céc con roi loan t4m théan cép tinh hodc trang thai 1t 1an, ¢6 thé hoi phuc
khi ngimg phdi hop.
Cic phoi hop cin thén trong
+ Thude chéng co giat gy cim @ng enzym
Néng d metronidazol trong huyét tuong gidm do ting chuyén héa & gan béi chét giy cam
ung.
Theo ddi 14m sang va didu chinh liéu metronidazol trong khi diéu tri bing thudc gy cam (g

va sau khi nglmg sir dung.

+ Rifampicin .
Néng d6 metronidazol trong huyét tuong giam do ting chuyén hoa & gan béi rifampicin.
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Theo doi 1dm sang va diéu chinh liéu metronidazol trong khi diéu tri 'c‘“mg rifampicin va sau
khi ngirng sir dung.

Lithi

Nong do lithi co thé tang dén ndng @6 gay doc, kém theo dau hidu qué liéu lithi.

Theo dai chat ché nong do lithi va diéu chinh liéu lithi.

Cac phéi hop cin xem xét

Fluorouracil (tegafur va capecitabin bing phép ngoai suy)

Tang ddc tinh cta fluorouracil do giam d6 thanh thai.

Thube giy kéo dai khoing QT

Kéo dai khoang QT di duge bao cdo, dic biét khi diing metronidazol cung véi cac thube gay
kéo dai khoang QT. :
Nhiimg vén dé dic biét vé mét cin bing INR

Nhiéu ruong hop ting hoat tinh cta thudc ubng chéng déng da duoc bao cdo & bénh nhén
dung khéng sinh. Tinh trang nhiém khudn hodc viém, tudi tAc va tinh trang chung cta bénh |
nhén 13 nhitng yéu t6 nguy co. Trong nhimg trudng hop nay, khé dé xac dinh nhifm khuén

va céch diéu trj khi xdy ra mat can bing INR. Tuy nhién, mét sé nhém khéng sinh c6 kha
ning hon gém fluoroquinolon, macrolid, cyclin, cotrimoxazol va mot s& cephalosporin.

Anh hwéng dén cic xét nghiém

Metronidazol c6 thé gy bit déng 77 rcponemu va do dé cho két qua duong tinh gia trong xét

nghiém Nelson.
Twong ky ciia thube: Do khong ¢6 cac nghién ciru vé tinh twong ky cta thudc, khong tron
13n thubc nay véi cac thude khéc.

TAC DUNG KHONG MONG MUON CUA THUOC:
Céc tic dung khong -mmig mudn duoc phan loai theo hé co quan MedDRA va theo tAn suét
duge quy udc nhu sau: Rét thuong gip (>1/10); thudng gdp (=1/100 dén <1/10); it gap
(=1/1000 den <1/100); hiém gap (=1/10000 dén <1/1000); rét hiém gap (<1/10000); khong 16
(khéng thé uée tinh tir dit liéu ¢o san).

Phén loai hé co 3 . Lién quan- dén _ Lién quan dén

Tin suit
quan Lot SPIRAMYCIN METRONIDAZOL

Nhidm trang va | Thudmg gdp | Viém dai trang gid mac. Viém mang néo vd khuan.

ky sinh tring
Khéng rd Lufi bién mau hogic bé ngoai ||
= thay dbi (bénh nim).

R&  loan hé | Khongrd | Giam bach cdu, gidm | Giam bach céu trung tinh,
théng mau va | bach cdu trung tmh mét bach cau hat va gidm

bach huyét - : thiéu méu tan huyét. tiéu cau.

| R&i loan hé mién | Khong Séc phan vé " | Séc phan vé
dich _ a |
Réi loan chuyén | Khong 1o Chén #n
héa va dinh
dudng

R6i  loan tAm | Khong rd Ao gidc, phan img loan than
than kém theo hoang tudng

va/hoac mé sang, mot so
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| trudng hop c4 biét c6 thé |

kém theo ¥ tudng hogc hanh
dong tur sét:
Tam trang chan nan.

Rbi loan hé than
kinh

Rit thudng
gap
Thuong gap

Di cém thinh thoang va
thodng qua
Loan vi giac thoang qua

Khong ro

Pau dau,

Bénh thin kinh cam gidc
ngoai bién,

Co giat, chéng mit,

Lu lin

Bénh ndo c6 thé lién quan
dén nhimng thay doi MRI,
thudng hdi phuc khi ngimg
diéu tri. Cac trudng hop dic
biét gy tr vong da dugc bao
cdo;

Hoi chimg tiéu nfo ban cdp
(mét didu hoa, r6i loan vin
ngdn, r6i loan dang di, rung
gidt nhidn cAu, run);

Chimg kho doc.

A &
ROi loan mat

Réi loan thi gidc thoang qua
nhu mo m:ftt, nhin do6i, can
thi, giam thi hrc va thay ddi
kha niing nhén biét mau sic;
Bénh than kinh thi gidc/viém
day than kinh..

R6i loan tim

Khong r6

Kéo dai khoang QT, réi
loan nhip thdt, nhip
nhanh thét, xoan dinh ¢6

thé dan dén ngimg tim.

Kéo dai khoang QT da duge
bao cdo, dic biét khi diung
metronidazol cung voi cic
thudc giy kéo dai khoang
QT.

Roi loan mach

'Vigm mach bao gdm ban
xudt huyét Henoch-
Schanlein hodc ban xuét

huyét dang thép.

R6i loan tiéu hoa

Thuong gap

Khong rd

Pau bung, dau da day,

buon nén, ndn, tiéu
chay.

Roi loan tiéu hoéa nhe (dau
thuong vi, budn ndn, non,

Y Ve NN
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tiéu chay);

Viém ludi c6 cam giac khd
miéng, viém miéng;

Viém tyy c6 thé hdi phuc
sau khi ngimg diéu tri.

R4i loan gan mat

Rit  hiém
gdp
Khéng 16

Xét nghiém chic ning

.gan bat thuong.
Viém gan 0 mdt, hén |

hop hodc hiém gip hon
1a huy té bao.

Tang men gan (ALT, AST
phosphatase kiém), rit hiém
trudmg hop tén thuong gan
cip do huy té bao (doi khi
vang da), r méit hodc hén
hop. B3 c6 bao cdo vé mét
s trudmg hop suy té bao gan
c6 thé cén ghép gan.

ROi loan da va
mo dudi da

Thuong géap
Rit  hiém
gap

Khoéng rd

Phat ban

May day, ngira,

-phu Quincke, hoi chimg

Stevens-Johnson,

héi chimg Lyell, hoi
chimg ngoai ban mun
mi toan thin c¢dp tinh
(AGEP)

Hoi chimg ngoai ban mun
mi toan thin cp tinh
(AGEP)

Sung huyét, ngira, dbi khi
sot phat ban;

May day, phit Quincke, séc
phan v¢;

Hoi chimg Lyell;

Hai chirng Stevens-Johnson;
Ban cb dinh nhiém sic.

Cac tac
khac

dung

Khéng rd

Nuéc tiéu ¢ thé co mau niu
dd vi ¢6 cac sic th hoa tan
trong nude do chuyén hoa
thube.

Thong bio ngay cho bdc si hodc dwgc si nhitng phén ieng cé hai gdp phii khi sir dung |

thuéc.

QUA LIEU VA CACH XU TRi:
Khéng c6 thube giai doc dac hiéu cho spiramycin hodc metronidazol.

Trong trudmg hop qua lidu, didu tri tridu chimg.

CAC ROI LOAN LIEN QUAN DEN SPIRAMYCIN
Liéu doc ctia spiramycin con chua duge biét.

Cac diu hi¢u co thé & dudmg tiéu hoéa khi ding lidu cao gém: budn ndn, non, tiéu chay.

Céc trudmg hop kéo dai khoang QT giam khi nging diéu tri, di thiy & tré so sinh didu tri
bing spiramycin liéu cao va sau khi tiém tinh mach spiramycin & ngudi ¢6 nguy co kéo dai
khoang QT. Do do, trong truong hop qua lidu spiramycin, nén ding ECG dé do khoang QT,
dic biét khi co cac yéu td nguy co khac (ha kali huyét, kéo dai khoang QTc bam sinh, ding
thude gy kéo dai khoang QT va/hoiic gdy xoén dinh).
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CAC ROI LOAN LIEN QUAN DEN METRONIDAZOL
Céc truong hop dung lidu duy nhét 1én dén 12 g da duoe bao cdo trong trudng hop ¢b ging tur

tir va v6 ¥ ding qué liéu. Cac triéu chimg chi 12 nén mira, mét diéu hoa va mat phuong huéng
nhe.

PAC TINH DUQC LUC HQC:

Nhom duge 1y: Khang sinh phdi hop spiramycin va metronidazol

M3 ATC: JOIRA04 _

Thubc nay 13 dang phdi hop cua spiramycin, mét khéng sinh nhém macrolid va

metronidazol, mét khang sinh nhém nitro-5-imidazol.
PHO KHANG KHUAN

SPIRAMYCIN

Nong do t&i han phan chia cac ching nhay cdm véi cdc ching nhay cam trung gian va ching
nhay cam trung gian v6i cac chung khang thube: S <1 mg/l va R >4 mg/l

Ty 1¢ khéng thude méc phai c6 thé thay dbi theo dia Iy va thoi gian dbi véi mdt sé ching, do
d6 cén c¢6 thong tin vé ty 1€ khang thude tai dia phuong, dic biét la trong diéu tri cac nhiém
khuan ning.

Néu cin thiét, nén tham khao y kién chuyén gia, dic biét khi nghi ngé tic dung cta thude dbi
v&i mot sb nhiém khuén do tinh trang khéng thude tai dia phuong.

Chiing '

CAC CHUNG THUONG NHAY CAM
Vi khuin Gram dwong hiéu khi
Corynebacterium diphtheriae

Rhodococcus equi

Vi khuin Gram #m hicu khi
Bordetella pemwsfs
Campylobacter

Legionalla (§)

Moraxella

Moraxella catarrhalis (Branhamella catarrhalis)
Neisseria gonorrhoeae (3)
Vi khuén ky khi -
Actinomyces

Clostridium perfringens (§)
Eubacierium

Mobiluncus
Porphyromonas

Prevotella
Propionibacterium acnes
Cic vi khuin khic
Borrelia burgdorferi
Clamydia trachomatis
Chlamydophila pneumoniae
Coxiella

Leptospires
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| Mycoplasma pneumoniae
Treponema pallidum

Ureaplasma urealyticum (8)

CAC CHUNG NHAY CAM KHONG ON DINH
(khdng thudc mic phii > 10%)

Vi khuin Gram dwong hidu khi

Enterococcus spp (+)

Staphylococcus nhay cam véi methicilin
Staphylococcus khang methicilin (+) (1)
Steptococcus agalactiae _
Steptococcus pneumoniae

Steptococcus pyogenes

Steptococcus viridans

Vi khuin ky khi

Peptostreptococcus

CAC CHUNG KHANG THUOC TU NHIEN
Vi khudn Gram dwong hiéu khi
Corynebacterium jeikeium

Nocardia asteroides

Vi khuin Gram am hiéu khi
Acinetobacter

[interobacteries

Haemophilus

Pseudomonas

Vi khuén ky khi
Fusobacterium

Cic vi khuan khic

Mycoplasma hominis

($) Chiing nhay cam trung gian ty nhién khi khéng cé co ché khang thude.

(+) Ty 1& vi khuén khang thude > 50% & Phap.

(1) Tén suét khing methicilin khodng 20% dén 50% tong sb tu cdu khudn va chu yéu gip &

bénh vién.
Téc dung chong ky sinh trung

Spiramycin c6 hoat tinh in vitro va in vivo chéng lai Toxoplasma gondii.

METRONIDAZOL

Nong do téi han phan tach cac ching nhay cadm véi cic ching nhay cam trung gian va cac

chiing nhay cdm trung gian vdi céc chiing khang thude:

Nong d6 t6i han trén lim sang theo EUCAST dbi véi metronidazol

Nhay cam (S)

Chu
e (mg/l)

Khang thude (R)
(mg/1)

Vi khudn Gram duong ky khi <4
trir Clostridium difficile

>4

Clostridium difficile

>2

Vi khuén Gram am ky khi

>4
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Helicobacter pylori

Ty 1 khang thubc méc phai c6 thé thay dbi theo dia 1y va thoi gian déi véi mot sé ching, do
d6 cin cé thong tin vé ty 18 khang thudc tai dia phuong, dac biét 12 trong diéu tri cic nhiém

khuén ning.
Néu cén thiét, nén tham khao ¥ kién chuyén gia, dac biét khi nghi ngdr téc dung clia thude ddi

v6i mdt s6 nhiém khudn do tinh trang khang thude tai dia phuong.
Ching

CAC CHUNG THUONG NHAY CAM

Vi khuéin ky khi

Bacteroides fragilis

Bilophila wadsworthia

Clostridium spp. bao gom Clostridium difficile va

Clostridium perfringens

Fusobacterium

Peptostreptococcus

Porphyromonas

Prevotella

Veillonella

CAC CHUNG NHAY CAM KHONG ON BINH
(khéng thudc mic phii> 10%)

Vi khuin Gram 4m hiéu khi

Helicobacter pylori

Vi khuén ky khi -

Bifidobacterium (+)

Eubacterium

CAC CHUNG KHANG THUOC TU NHIEN
Vi khuén ky khi

Actinomyces

Mobiluncus

Propionibacterium acnes
(+) Ty 1é vi khuan khang thube > 50% & Phap.
‘Tac dung chéng ky sinh tring

Cic chiung nhay cam
Entamoeba histolytica

Giardia intestinalis

Trichomonas vaginalis

Tic dung hiép déng: Nong do tc ché i thiéu (MIC) trung binh ctia hai hoat chdt khi ding
don ddc va khi phéi hop cho thdy tac dung hiGp dong trong {rc ché mot s6 chung vi khuin
nhay cam. _

Do d6 dbi véi Bacteroides fragilis, chi cdn mdt luong spiramycin it hon khoang 16 14n va
metronidazol it hon khoang 4 14n 1a du.
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MIC (pg/ml)
 Céc ching Bacteroides Chung sinh melanin Bacteroides fragilis
Metronidazol don djc 0,25 0.5
Metronidazol + spiramycin 0,125 pg/ml 0,062 0,125
Spiramycin don doc ] 2 32
Metronidazol + spiramycin 0,125 pg/ml 0,125 | 2

Dit liéu lién quan dén sy két hop hai khang sinh (spiramycin va metronidazol) duéi dang
phéi hop cb dinh lidu nay da cé tir lau.
Viéc st dyng dang phdi hop cb d'gnh_liéu nay cin phai xem xét cAn than, dic biét 13 viéc xac

| dinh liéu t6i vu.

| PAC TINH DUQC PONG HQC:

| SPIRAMYCIN

Hip thu

Spiramycin duoc hép thu nhanh nhung khong hoan toan. Su hép thu khong bi anh hwong bai
thire an.

Sau khi uéng 6 MIU, ndng d t6i da trong huyét thanh 13 3,3 pg/ml.

Thoi gian ban thai trong huyét twong khodng 8 gid.

Spiramycin khéng di vao dich néo tay. Thube duge bai tiét vao sira me.

Lién két voi protein huyét tuong thép (10%).
Thube duge phin bb t6t trong nuée bot va cic mod (phdi: 20-60 pg/g, amidan: 20-80 pg/g.
xoang bi nhiém khudn: 75-110 pg/g, xwong: 5-100 pg/g).
Muadi ngay sau khi ngimg diéu tri, 5 dén 7 pg/g hoat chit vin con trong lé lach, gan va than.
Céc macrolid thdm nhép va tich liiy trong cac thuc bao (bach cAu da nhén trung tinh, bach
cau don nhan, dai thuc bao phic mac va phé nang).
O nguodi, thude ¢6 ndng do cao trong thue bao.
Nhimg dic tinh nay giai thich cho tdc dung ctia macrolid trén vi khuén ndi bao.
Chuyén héa
Spiramycin duogc chuyén héa & gan, tao thanh cic chét chuyén hoa 6 hoat tinh nhung chwa
& cAu tric héa hoc.
Thai triv

e Thai trir qua nude tidu: chiém 10% liéu udng.

e Thai trir déng ké qua mat: ndng d6 cao hon néng do trong huyét thanh tir 15 dén 40 lan.

e Spiramycin c6 trong phan voi lwong dang ké.
METRONIDAZOL
Hip thu
Sau khi udng, metronidazol dugc hép thu nhanh, it nhét 80% trong vong mét gid. Nong do
dinh trong huyét thanh dat duge sau khi udng cling tuong tu nhw noéng dd dat duge sau khi
tiém tinh mach véi liéu tuong duong.
Sinh khi dung dudng udng 1a 100% va khong bi anh huong dang ké khi uéng cling véi thire
an.
Phin bé

Khoang 1 gi¢ sau khi ding lidu duy nhit 500 mg, ndng db t6i da trong huyét thanh dat dugce
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trung binh 13 10 pg/ml. Sau 3 gid, néng d6 trung binh trong huyét thanh 1a 13,5 pg/ml.

Thoi gian ban thai trong huyét tuong tir 8 dén 10 gio.

Lién két v6i protein huyét trong thap: dudi 20%.

Thé tich phéan bd biéu kién 16n khoang 40 1 (tire 14 0,65 lfkg)

Thudc khuéch tan nhanh va dang ké vao ph01, thén, gan, da, mit, dich ndo tiy, nudc bot, tinh |
dich, dich tiét &m dao véi ndng do gan bing ndng do trong huyét thanh.

Metronidazol di qua hang rao nhau thai va di vao sita me.

Chuvén héa

Chuyén héa xay ra chii yéu & gan. C6 hai hop chét chinh duoc hinh thanh do qué trinh oxy
hoa:

Chat chuyén héa “alcol”, chit chuyén héa chinh, ¢6 hoat tinh diét khuén d6i v6i vi khudn ky
khi, bang khoang 30% hoat tinh ciia metronidazol, va thosi gian ban thai khoang 11 gid.

Chét chuyén héa “acid” véi lwong it hon, c6 hoat tinh diét khuén bing khoang 5% hoat tinh
cua metronidazol.

Thai trir

Nong d6 & gan va mit cao. Nong 46 & dai trang thip. Bai tiét trong phin cling thip. Thubc
duoc bai tiét chu yéu qua nuéce tiéu, vi metronidazol va cac chat chuyén hoa oxy hoa bai tiét
qua nudc tidu chiém khoang 35 dén 65% lidu ding.

Phin bd trong khoang miéng
Ca hai thanh phin clia thuoc nay déu tip trung trong nudc bot, mb nuéu va XUONg | égrang

Nong d spiramycin va metronidazol dwoc do trong huyét thanh ngudi va trong uac mo khac
nhau 2 gi¢r sau khi uéng hai vién chira 750.000 TU spiramycin va 125 mg metmrﬁda?ol két
qué tinh bing pg/ml hodic pg/g nhu sau: ,/

Nong do Huyét thanh Nudae bot Nudu Xuong 6 ring
Spiramycin 0,68 +0,22 1,54 £ 0,41 26,63 = 9,65 113,9+ 41,16
Metronidazol 35,03+ 12,35 15,32+ 3,16 7.43 £ 6,34 573272

QUY CACH PONG GOI: Vi 10 vién. Hop 2 vi, 5 vi, 10 vi.

PIEU KIEN BAO QUAN: Noi khé, nhiét d¢ dudi 30°C, tranh 4nh sang.
HAN DUNG: 36 thang ké tir ngay san xuét.

TIEU CHUAN CHAT LUQNG: TCCS.

Sén xuit tai:
CONG TY CO PHAN DUQC PHAM CONG NGHE CAO ABIPHA
Dia chi: L6 @it CN-2, Khu céng nghiép Pht Nghia, X3 Phti Nghia,
" Huyén Chwong My, Thanh phd Ha Néi, Viét Nam.
Dién thoai: 024.62627788 Website: www.abipha.com.vn




