Doc ky hit&ng dan sit dung tru&c khi dung. Neu can them thong tin, xin hoiy kien bac si.
Thuoc nay chi dung theo don ctia bdc si.

Klacid® MR
Vien nen giai phong bien doi clarithromycin 500 mg

TRINH BAY
Vien nen bao film, hinh trai xoan mau vang chua 500 mg clarithromycin a dang giai phong bien doi.

Ta diroc: Acid citric khan, natri alginate, natri calci alginate, lactose, povidone K30, talc, stearic acid, magnesium
stearate, hypromellose 6 CPS, macrogol 400, macrogol 8000, titanium dioxide E 171, quinoline yellow EI 04, sorbic
acid.

CHI BINH BIEU TRI

Klacid MR diroc chi djnh de dieu trj cac nhiem trung gay ra bdi cac vi khuan nhay cam.

Nhdng chi dinh bao gdm:
Nhiem triing duong ho hap duo'i: vi du viem phe quan cap tinh va man tinh, viem phoi. (xem muc Canh bao,
than trong va Dupe lire hoc doi vdi viec thuc hien khang sinh do)
Nhiem trung duong ho hap tren: vi du viem xoang va viem hong.
Nhiem trung da va mo mem vi du viem nang long, viem mo te bao va viem quang. (xem muc Canh bao, than
trong va Dupe lire hoc doi vdi viec thuc hien khang sinh dd)
Bieu tri nhiem triing rang

LIEU BUNG VA CACH BUNG

Nsirai lon: Lieu khuyen cao thudng dung cho Klacid MR d ngudi Idn va tre em tren 12 tudi la 1vien 500 mg mdi
ngay, udng trong khi dn. Trong nhung trudng hop nhilm trung nang hon, lilu dung c6 the tang den 2 vien 500 mg
moi ngay. Thdi gian dieu tri thong thudng la 5 - 14 ngay, ngoai trir trucmg hop dilu trj viem phoi mSc phai d cong
dong va viem xoang can 6-14 ngay dieu trj.

Nhiem trims tans: trong dieu trj nhilm trung rang, lieu thudng dung Klacid MR la 1vien 500mg mdi ngay, dung
trong 5 ngay.
Khong nghien hoac nhai vien Klacid MR.

Berth nhan suv than: Klacid MR khong nen dung cho cac benh nhan suy than (do thanh thai creatinine < 30
ml/phut), do viec giam lieu clarithromycin thich hop khong the dung cho san phdm nay. Klacid dang phong thich
nhanh co the dung cho cac benh nhan nay (xem Chong chi dinh).

Tre em: Viec dung Klacid MR chua dupe nghien curu d tre em dudi 12 tudi.
Su dung Klacid dang hon djeh danh cho tre em.

CHONG CHI BINH

Chong chi dinh d nhung benh nhan qua man cam vdi nhung khang sinh thuoc nhom macrolide hoac bat ky ta dupe
nao cua thuoc (xem danh sach ta dupe).

Chong chi dinh sir dung dong thdi clarithromycin vdi cac thuoc sau day: astemizole, cisapride, pimozide,
terfenadine vi co thl gay keo dai khoang QT va loan nhip tim bao gdm nhip nhanh that, rung tarn that va xoan dinh
(xem Tuong tac thuoc).

Chong chi djnh sir dung clarithromycin cimg cac alkaloid nam cua ga (vi du ergotamine hoac dihydroergotamine) do
co the gay ngo doc nam cua ga (xem Tuong tac thuoc).

Chdng chi djnh dung clarithromycin cimg vdi midazolam dang uong (xem Tuong tac thuoc).

Khong dupe su dung clarithromycin cho benh nhan co tien sir khoang QT keo dai (bam sinh hoac mfic phai )hoac
loan nhjp that, bao gdm ca xoan dinh (xem Canh bao va than trong, Tuong tac thuoc).

Khong dupe su dung clarithromycin cho benh nhan giam kali mau (nguy co keo dai khoang QT).

Khong dupe sir dung clarithromycin cho benh nhan suy gan nang co kern suy than.

Clarithromycin khong dupe dung cimg vdi cac thuoc uc che enzyme HMG-CoA reductase (cac thuoc statin) ma
chuyln hoa phan Idn bdi CYP3A4 (lovastatin hoac simvastatin), do tang nguy co cac benh ve co, ke ca ly giai co
vim (xem phin Canh bao va than trong).

Clarithromycin (va cac chat uc che CYP3A4 manh khac) khong dupe sir dung cimg vdi colchicine (xem Canh bao
va than trong, Tuong tac thude).

Chdng chi djnh sir dung dong thdi clarithromycin vdi ticagrelor hoSc ranolazine.

Q lilu khong thl giam hon 500 mg ngay mot lan, clarithromycin dang giai phong bien doi chdng chi dinh cho nhung
benh nhan co do thanh thai creatinine nho hon 30 ml/phut. Co the su dung clarithromycin dang phong thich nhanh
cho nhQng b|nh nhan nay.



CANH BAO VA THAN TRONG

Khong nen ke toa clarithromycin cho phu nu co thai trudc khi can nhac ky lu&ng ve Igi ich va nguy co, dac biet
trong 3 thang dau thai ky.

Gidng nhir cac khang sinh khac, viec sir dung clarithromycin dai han co thl gay nen sir tang sinh cua vi nam va vi
khuln khong nhay cam vdi thuoc. Neu xay ra boi nhiem, nen tien hanh trj lieu thich hop.

Can trong khi sir dung cho benh nhan suy than nang.

Da co bao cao ve roi loan chbc n&ng gan, bao gom tang men gan, viem te bao gan va/hoac viem gan ir mat, co hodc
khong co vang da khi su dung clarithromycin. Roi loan chuc nang gan co the nghiem trong va thudng hoi phuc
dupe. Trong mot so trudng hop, da co bao cao tir vong do suy gan, thudng lien quan tdi cac benh ly nang co san
va/hoac cac thuoc sir dung dong thdi. Ngirng su dung clarithromycin neu xuat hien dau hieu va trieu chung viem
gan, nhu chan an, vang da, nude tieu sIm mau, ngira, hoSc dau bung.

Viem ruot ket gia mac da duoc bao cao vdi hau het cac thuoc khang khuan, bao gdm cac macrolid, va tinh trang co
the tir nhe den de doa tinh mang. Tieu chay co lien quan den Clostridium difficile (CDAD) da diroc bao cao khi sir
dung vdi hau het cac loai khang sinh bao gdm ca clarithromycin, va muc do co thl tir tieu chay nhe din tir vong.
Dieu tri khang sinh lam thay doi vi khuan chi binh thudng cua ruot, dieu nay co the dan den phat trien qua muc cua
C. difficile. CDAD phai duoc quan tarn d tit ca benh nhan bi tieu chay sau khi dung khang sinh. Viec ghi chep benh
an can than la can thiet vi da co bao cao ve viec xudt hien CDAD 2 thang sau khi dung khang sinh.

Clarihtromycin duoc bdi tilt chii yeu qua gan, do vay nen than trong khi su dung khang sinh nay d nhirng benh nhan
suy chuc nang gan. Cung nen than trong khi sir dung cho nhirng benh nhan suy than tir vira den nang.

Colchicine
Da co cac bao cao sau khi dua thuoc ra thi trudng ve ngd doc colchicine khi dung dong thdi clarithromycin va
colchicine, dac biet d ngudi cao tudi, mot so xay ra d nhung benh nhan suy than. Da co tir vong d mdt sd trudng hop
nay (xem Tuong tac thuoc). Chdng chi djnh sir dung dong thdi colchicine va clarithromycin (xem Chdng chi dinh).
Can trong khi dung clarithromycin cung vdi cac thuoc triazolobenzodiazepine, nhu triazolam, va midazolam dang
tiem bap va dang udng (xem Tuong tac thuoc).
Keo dai khoang QT
Keo dai thdi gian tai phan cue dien tim va khoang QT, tang nguy co din den loan nhjp tim va xoan dinh da duoc ghi
nhan khi dilu tri bing macrolid bao gdm ca clarithromycin (xem muc Tac dung khong mong mudn). Do do nhung
trudng hop duoi day co the dan din tang nguy co loan nhip that (bao gdm ca xoan dinh), clarithromycin nen duoc
su dung than trong cho nhung benh nhan sau:
Benh nhan co benh dong mach vanh, suy tim nang, roi loan dan truyln ho&c nhjp tim cham
Benh nhan cd roi loan ion nhu thieu magnesium. Khong duoc su dung clarithromycin cho benh nhan giam kali
mau (xem chdng chi dinh)
. Benh nhan dung dong thdi vdi cac thuoc khac lien quan den viec keo dai khoang QT (xem Tuong tac thuoc)
» Chdng chi djnh dung dong thdi clarithromycin vdi astemizole, cisapride, pimozide va terfenadine (xem Chdng
chi dinh)
» Khong duoc su dung clarithromycin d nhirng benh nhan cd khoang QT keo dai bam sinh hoac mac phai hoac
co tien su loan nhjp tarn that (xem Chdng chi djnh)

Viem phoi

Do tinh trang khang cac thude macrolid cua Streptococcus pneumoniae dang gia tang, viec thuc hien khang sinh dd
la quan trong khi ke toa clarithromycin cho benh nhan viem phoi mac phai cong dong. Clarithromycin nen duoc sir
dung ket hop vdi cac thuoc khang sinh thich hop khac trong dieu tri viem phoi mac phai benh vien.

Nhiem triing da va mo mlm muc do tir nhe din trung binh

Phan Idn cac nhiem triing da thudng do Staphylococcus aureus va Streptococcus pyogenes, ca hai vi khuan nay deu
cd the khang cac thuoc macrolide. Do vay, viec lam khang sinh dd rat quan trong. Trong trudng hop khong su dung
duoc cac khang sinh nhom beta-lactam (vi du do dj ung), cac khang sinh khac, nhu clindamycin, cd the la lira chon
dau tien. Hien nay, ede thude macrolide chi duoc can nhlc chi dinh dilu tri cac nhilm khuan da va mo mem. nhu
nhilm khuan gay ra bdi nam Corynebacterium minutissimum, trung ca, nhilm triing da gay sdt cao d p tinh va cac
trudng hop khong the dung dupe penicillin.

Trong trudng hop xult hien cac phan irng qua min dip tinh, nang, chSng han nhu hoi chung Stevens-Johnson, soc
phan ve, hoai tir bieu bi nhiem doc va DRESS, ngay lap tire ngirng sir dung clarithromycin va khan truong dieu trj
thich hop.

Than trong khi su dung clarithromycin cimg vdi cac thuoc gay kich irng he enzyme CYP3A4 (xem Tuong tac thuoc)
Nen luu y den kha nang khang chdo gida clarithromycin va cac thude macrolid khac, cung nhu vdi lincomycin va
clindamycin.

Cac thuoc ire che HMG-CoA reductase (cac thude statin)

Chdng chi djnh sir dung ddng thdi clarithromycin vdi lovastatin hoac simvastatin (xem Chdng chi djnh). Cln than
trong khi ke toa clarithromycin cimg vdi cac thude statin khac. Da cd bao cao ve ly giai co van d nhung benh nhan
sir dung dong thdi clarithromycin vdi cac thuoc statin. Benh nhan can duoc theo doi ve cac dau hieu va trieu chung



cac benh ly ve ca, Truong hap budc phai sir dung dong thai clarithromycin va cac thuoc statin, khuyen cao ke lieu
thlp nhlt dirge dang ky cua thuoc statin. Can nhac sir dung thuoc statin khong phu thugc vao chuyen hda CYP3A
(vi du nhu fluvastatin).

Cac thuoc ha duong huyet dang uor.g/Insuiin
Sir dung ddng thai clarithromycin va cac thuoc ha duong huyet dang uong va/hoac insulin co thl lam giant dang ke
duong huyet. Can kilm soat chat che duong huyilt.

Cac thuoc chdng dong duong uong

Sir dung ddng thdi clarithromycin va warfarin cd nguy co gay chay mau nghiem trong, tang chi so INR
(international normalized ratio) va thdi gian prothrombin. Phai kiem tra thudng xuyen chi sd INR va thdi gian
prothrombin khi benh nhan udng ddng thdi clarithromycin va cac thuoc chong dong.

Td duoc

Clarithromycin vien nen giai phong bien doi co chua lactose. Cac benh nhan vdi di truyln hiem khong dung nap
duoc galatose, thieu hut Lapp lactase hoac kem hap thu glucose-galatose khong nen su dung dang bao che nay.
Clarithromycin vien nen giai phong bien doi cd chua 15,3mg natri/vien. Nlu dung 2 vien MR moi ngay, luong natri
(tong lieu la 30.6mg) can duoc xem xet d nhung benh nhan dang trong che do an kieng cd kilm soat natri

TUONG TAC THUOC

Diing cac tliudc sau bi chdng chi dinh nghiem ngat do kiui nang twang tac thuoc nghiem trQng.

Cisapride, pimozide, astemizole va terfenadine

Tang nong do cisapride da duoc bao cao d benh nhan dung dong thdi cisapride va clarithmorycin. Dieu nay cd the
gay keo dai khoang QT va loan nhip tim bao gdm nhip nhanh that, rung that va xodn dinh. Nhung bieu hien tuong tu
da duoc thay khi dung ddng thdi pimozide va clarithromycin (xem Chdng chi djnh).

Cac macrolide lam roi loan su chuyen hoa cua terfenadine lam tang nong do cua terfenadine, doi khi dan den loan
nhip tim nhu keo dai khoang QT, nhjp nhanh that, rung that va xoln dinh (xem Chdng chi dinh). Trong mot nghien
cuu tren 14 ngudi tinh nguyen khoe manh, dung ddng thdi clarithromycin va terfenadine lam tang 2-3 ldn nong do
trong huylt thanh chat chuyen hoa acid cua terfenadine va keo dai khoang QT nhung khdng phat hien duoc bat ky
bieu hien lam sang nao, Cac bieu hien tuong tu cung duoc thay khi dung ddng thdi astemizole va cac macrolid khac.

Alkaloid nam cua ga

Cac bao cao sau luu hanh cho thdy dung cimg luc clarithromycin vdi ergotamine hoac dihydroergotamine co lien
quan den doc tinh do nam cua ga cap dac trung bdi hien tuong co mach, thieu mau cue bd d cac chi va cac mo khac
bao gdm ca he than kinh trung uong. Chdng chi dinh dung cung luc clarithromycin vdi cac alkaloid nam cua ga
(xem Chdng chi dinh).

Midazolam dang uong
Khi midazolam duoc dung phdi hop vdi vien nen clarithromycin (500 mg hai lan mdi ngay), AUC cua midazolam
tang gap 7 lan sau khi udng. Chdng chi dinh dung ddng thdi midazolam dang udng cimg vdi clarithromycin.

Thuoc ire che HMG-CoA reductase (cac thuoc statin)

Khdng duoc dung ddng thdi clarithromycin vdi lovastatin hoac simvastatin vi cac thude statin nay chuyen hoa phan
Idn bdi CYP3A4, tang nong do thuoc trong huyet tuong khi su dung cimg vdi clarithromycin, dan tdi tang nguy co®
benh ly ve co, ke ca ly giai co van. Da co cac bao cao ve ly giai co van d benh nhan su dung clarithromycin cimg
vdi cac thuoc statin nay. Neu can thiet phai dieu tri bang clarithromycin, phai ngirng sir dung lovastatin hoac,,
simvastatin trong thdi gian dieu tri nay.

Cdn trong khi ke toa clarithromycin vdi cac thude statin. Trong cac trudng hop bat buoc phai su dung clarithromycj
va cac thuoc statin, khuyen cao ke lieu thap nhat duoc dang ky cua thuoc statin. Can nhac sir dung thuoc statin
khdng phu thuoc vao chuyen hoa CYP3A (vi du nhu fluvastatin). Benh nhan can duoc theo doi ve cac dlu hieu va
trieu chung cac benh ly vl co.

Tac ddng cua cac thuoc khac len clarithromycin

Cdc thuoc gay kich irng he thong enzym CYP3A (vi du: rifampicin, phenytoin, carbamazepine, phenobarbital, St
John’s Wort) cd the lam tang chuyen hoa cua clarithromycin. Dilu nay cd the lam cho nong do clarithromycin thdp
dudi ngudng dieu tri, lam giam hieu lire dieu tri cua thuoc. Hon nua, cd the can theo doi nong do huyet tuong cua
cac thuoc gay kich ung he CYP3A, nong do nay cd the bj tang do clarithromycin uc che he CYP3A (xem thong tin
san pham lien quan khi dung cac thude uc chi he CYP3A4).

Su dung cimg luc clarithromycin va rifabutin lam tang nong do rifabutin va giam nong do clarithromycin trong
huyet thanh, cung vdi tang nguy co' viem mang mach nho.

Cac thuoc sau duoc biet hoac nghi ngd cd anh hudng den nong do tufin hoan cua clarithromycin; dilu chinh lieu
clarithromycin hoac lira chon phuong phap dieu tri thay the nen dugc xem xdt.

Efavirenz. nevirapine, rifampicin. rifabutin va rifapentin
Nhung thuoc gay cam irng he thong chuyen hoa cytochrome P450 nhu efavirenz, nevirapine, rifampicin, rifabutin va
rifapentine cd thl lam tang sir chuyen hoa cua clarithromycin do dd lam giam nong do cua clarithromycin trong



huyet tuong, trong khi <6 nong do cua 14-OH-clarithromycin tang len. chat chuyen hoa nay cung co hoat tinh khang
khuan. Do hoat tinh khang khuan cua clarithromycin va 14-OH-clarithromycin khac nhau doi vdi cac loai vi khuan
khac nhau, hieu qua dieu tri co the bj anh hubng neu sur dung cung luc clarithromycin vai nhirng chat gay cam urmg
enzym.

Etravirine

Ndng do cua clarithromycin bi giam bdi etravirin. tuy nhien, nong do cua chat chuyen hoa co hoat tinh, 14-OH-
clarithromycin lai tang. Do chat chuyen hoa co hoat tinh 14-OH- clarithromycin giam hoat tinh doi vai phuc hap
Mycobacterium avium complex (MAC) nen hoat tinh chung doi vai tac nhan gay benh co the bi thay doi. Do vay,
phai can nhac thay the clarithromycin bang cac thuoc khac khi dieu trj MAC a benh nhan co dung etravirine.
Fluconazole

Sir dung cimg luc fluconazole 200 mg mdi ngay va clarithromycin 500 mg 2 lan/ngay cho 21 ngudi tinh nguyen
khoe manh lam tang nong do toi thieu (Cmn) a trang thai on dinh ciia clarithromycin len 33% va dien tich dudi
duong cong (AUC) len 18%. Nong do a trang thai on dinh ciia chat chuyen hoa co hoat tinh 14-OH-clarithromycin
khong bi anh hudng nhieu khi dung dong thdi vdi fluconazole. Khong can dieu chinh lieu cua clarithromycin.

Ritonavir

Mot nghien cuu dupe dong hoc chung to rang dung dong thdi ritonavir 200 mg mdi 8 gid va clarithromycin 500 mg
mdi 12 gid uc che ro ret su chuyen hda ciia clarithromycin. CnMcua clarithromycin tang 31%, Crintang 182% va
AUC tang 77% khi dung cimg ritonavir. Da th!ly uc che hoan toan su tao thanh 14-OH-clarithromycin. Vi
clarithromycin co khoang dilu trj Idn, nen khong can thilt giam lilu d benh nhan co chuc nang than binh thudng.
Tuy nhien vdi benh nhan suy than, can dieu chinh lieu nhu sau: Vdi benh nhan cd do thanh thai creatinin tir 30-60
ml/phut, giam lieu clarithromycin 50%. Vdi benh nhan co do thanh thai creatinin <30 ml/phut, giam lieu
clarithromycin 75%. Khdng nen dung clarithromycin lilu ldn hon Ig/ngay cung vdi ritonavir.

Nen xem xet dilu chinh lieu d benh nhan suy than khi cd dung ritonavir phoi hop vdi cac thuoc lie chi enzym
protease bao gdm atazanavir va saquinavir (xem Tuong the thuoc hai chieu).

Tac duns cua Clarithromycin len cac thuoc khac

Thude chdng loan nhip

D3 co cac bao cao sau khi dua thuoc ra thi trudng ve xoan dinh xay ra khi dung cimg luc clarithromycin vdi
quinidine hoac disopyramide. Nen kiem tra dien tarn dd vI do dai khoang QT trong thdi gian su dung cung luc
clarithromycin vdi nhung thuoc nay. Can theo doi nong do trong huyet thanh cua cac thuoc nay trong khi dung
clarithromycin.

Da cd cac bao cao hau mai ve ha dudng huyet khi su dung dong thdi clarithromycin vdi disopyramide. Do vay, can
theo doi dudng huyet trong khi su dung ddng thdi clarithromycin vdi disopyramide.

Cac thuoc ha dudng huyet dang udng / Insulin
Clarithromycin uc chi CYP3A va co thl lien quan din hoac gay ra ha dudng huylt khi sir dung dong thdi vdi mot
so thuoc ha dudng huyet nhu nateglinide va repaglinide. Can kiem soat chat che dudng huyet.

Nhung tuong tac qua CYP3A4

Su dung ddng thdi clarithromycin, dupe bilt la mot chat uc che CYP3A4, vdi mot thuoc chuyln hda chu ylu qua
CYP3A4 cd the lien quan den su tang ndng do cua thude, dilu do co the lam tang hoac keo dai ca tac dung dieu tri
va tac dung bat Ipi cua thuoc dung cung. Nen than trong khi sir dung clarithromycin tren nhirng benh nhan dang dieu
tri bang nhung thuoc dupe biet la chat nen cua enzyme CYP3A4, dac biet neu chat nen CYP3A4 co do an toan hep
(vl du, carbamazepine) va/hoac chat nen dupe chuyen hda chu yeu bdi enzyme nay. Dieu chinh lieu co the dupe
xem Xxet va khi co the, ndng do trong huyet thanh cua cac thuoc chuyen hda chu ylu bdi CYP3A4 nen dupe kiem tra
chat che d nhung benh nhan dang sir dung dong thdi clarithromycin.

Cac thuoc hoac nhom thuoc sau day dupe biet hoac nghi ngd la chuyen hda bdi isozyme CYP3A4: alprazolam,
astemizole, carbamazepine, cilostazol, cisapride, cyclosporine, disopyramide, nhung alkaloid cua nam cua ga,
lovastatin, methylprednisolone, midazolam, omeprazole, cac thude chdng ddng mau dung uong (vi du warfarin),
thude chdng loan thin khdng diln hinh (quetiapine), pimozide, quinidine, rifabutin, sildenafil, simvastatin,
tacrolimus, terfenadine, triazolam va vinblastine, tuy nhien danh sach nay khdng hoan chinh. Cac tuong tac thuoc
vdi co che tuong tu thong qua cac isozyme khac trong he thong cytochrome P450 bao gdm phenytoin, theophylline
va valproate.

Omeprazole

Sir dung clarithromycin (500 mg mdi 8 gid) cung vdi omeprazole (40 mg/ngay) tren ngudi Idn khoe manh. Ndng do
trong huylt tuong a trang thai on dinh cua omeprazole tang len (Cnaxtang 30%, AUCo 24 tang 89% va thdi gian ban
thai tang 34%) khi dung cimg luc vdi clarithromycin. Do pH djeh vj trung binh 24 gid la 5,2 khi sd dung mot minh
omeprazole vd la 5,7 khi dung chung omeprazole vdi clarithromycin.

Sildenafil, tadalafil va vardenafil
Mdi chat dc che enzym phosphodiesterase dupe chuyen hda, it nhat la mot phan, bdi CYP3A4, va CYP3A4 co the
bj uc chi khi dung dong thdi clarithromycin.



Sir dung cung luc nhung thuoc nay voi clarithromycin se co the lam tang sir phoi nhiem cua cac chat urc che enzym
phosphodiesterase. Nen giam lieu cua nhung thuoc nay khi diing ddng thdi vdi clarithromycin.

Theophvllin, carbamazepine

Kit qua cua cac nghien ciru lam sang cho thay mac dii tang d muc do khiem ton nhung co y nghTa thong kc (p <
0,05) ndng do cua theophylline hoac carbamazepine trong tuln hoan khi dung chung mot trong nhirng thuoc nay vdi
clarithromycin.

Tolterodine

Con dudng chuyen hda chu yeu ciia tolterodine la qua 2D6 isoform cua cytochrome P450 (CYP2D6). Tuy nhien, d
nhung ngudi khdng cd CYP2D6, dudng chuyen hda nhan biet dupe la qua CYP3A4. A nhung ngudi nay, sir ire che
CYP3A4 sd lam tang dang ke ndng do cua tolterodine trong huyet thanh. Su giam lieu tolterodine cd the can thiet
khi cd mat cac chat ire che CYP3A4 nhu Id clarithromycin.

Triazolobenzodiazepine (vi du: alprazolam, midazolam, triazolam)

Khi dung cimg luc midazolam voi clarithromycin (500 mg, 2 lin/ngay), AUC ciia midazolam tang 2,7 Idn khi dung
dudng tiem. Ndu dung midazolam dudng tiem cimg luc vdi clarithromycin, nen theo doi benh nhan chat che de cd
the dieu chinh lieu. Sir phan bo ciia midazolam khi dudng udng, trude khi thai trir, cd thl se din den mot su tuong
tac tuong tir nhu sau khi tiem tinh mach midazolam. Luu y tuong tir doi vdi cac benzodiazepine khac chuyln hda
qua CYP3A4, bao gdm triazolam va alprazolam. Doi vdi cac benzodiazepine ma sir dao thai khdng phu thuoc vao
CYP3A4 (temazepam, nitrazepam, lorazepam), sir tuong tac quan trong cd y nghTa lam sang hlu nhu khdng xay ra
khi dung cimg clarithromycin.

Da cd cac bao cao sau khi dua thuoc ra thi trudng ve cac tuong tac thuoc va nhirng anh hudng den he thin kinh
trung uong (vi du buon ngii va lu lan) khi diing cung luc clarithromycin vdi triazolam. Nen theo doi tac dung len he
than kinh trung uong d benh nhan diing thuoc.

Nhung. Imrns tac thude khac

Colchicine

Colchicine la chat nen cho ca CYP3A4 va protein van chuyin P-glycoprotein (Pgp). Clarithromycin va cac macrolid
khac ire che CYP3A4 va Pgp. Khi diing clarithromycin cimg luc vdi colchicine, su uc che CYP3A4 va/hay Pgp do
clarithromycin cd the din din tang phoi nhiem vdi colchicine. Chdng chi djnh sir dung ddng thdi clarithromycin va
colchicine (xem Canh bao va than trong).

Digoxin

Digoxin la chat nen cho chat van chuyen P-glycoprotein (Pgp). Clarithromycin uc che Pgp. Khi diing chung
clarithromycin va digoxin, sir ire chi Pgp bdi clarithromycin cd the lam tang sir phoi nhilm digoxin. Da cd bao cao
ve sir tang ndng do digoxin trong huyit thanh d benh nhan diing cimg luc digoxin va clarithromycin. Mot sd benh
nhan cd nhirng dau hieu lam sang ciia nhiem doc digoxin, bao gdm cac roi loan nhjp tim cd kha ndng gay tir vong.
Nen theo doi chat che ndng do digoxin huyet thanh d nhirng benh nhan diing clarithromycin va digoxin cimg luc.

Zidovudine

Udng cimg luc vien nen clarithromycin va zidovudine d cac benh nhan ngudi lon nhilm HIV cd the din den giam
ndng do zidovudine d trang thai dn dinh. Vi clarithromycin anh hudng den hap thu ciia zidovudine khi udng cung
luc, nen cd the tranh duoc tuong tac nay bang each dung clarithromycin va zidovudine each nhau 4 tilng. Tuong tac
nhy khdng xay ra d benh nhi nhiem HIV dung hon dich clarithromycin vdi zidovudine hoac dideoxyinosine. Cac
tuong tac thuoc nay khdng xay ra khi dung clarithromycin dudng tiem truyen tinh mach

Phenvtoin va valproate

Da cd cac bao cao tir phat hoac duoc cong bo ve tuong tac cua cac thuoc uc che he CYP3A4, bao gdm ca
clarithromycin vdi cac thuoc cho ring khdng bi chuyen hda bdi CYP3A (vi du phenytoin va valproate). Can xac
dinh ndng do huyet thanh ciia cac thuoc nay khi sir dung cimg vdi clarithromycin. Da cd bao cao ve tang ndng do
huyet tuong ciia cac thude tren.

Tirons tac thude hai cliieu

Atazanavir

Ca clarithromycin va atazanavir deu la chat nen va la chat uc che cua CYP3A4, va cd bing chung ve sir tuong tac
thuoc 2 chieu. Dung cimg liic clarithromycin (500 mg 2 lan/ngay) vdi atazanavir (400 mg ngay mot IIn) lam tang sir
phoi nhiem vdi clarithromycin len 2 lan va giam 70% sir phoi nhiem vdi 14-OH-clarithromycin, tang 28% AUC cua
atazanavir. Do clarithromycin cd khoang dieu tri rong nen sir giam lieu clarithromycin la khdng can thiet d nhung
benh nhan cd chuc nang than binh thudng. 0 nhung benh nhan suy than mire do trung binh (do thanh thai creatinin
30 den 60 ml/phut), lieu cua clarithromycin nen giam 50%, Doi vdi nhung benh nhan co do thanh thai creatinin nho
hon 30 ml/phut. lieu clarithromycin nen giam 75% va nen dung dang thuoc hop ly. Khdng nen dung cimg luc
clarithromycin lidu >1000 mg/ngay vdi nhung thude ire chd protease.

Cac thuoc chen kenh calcium



Than trong khi sir dung dong thdi clarithromycin vdi cac thuoc chen ddng Calcium chuyen hda qua CYP3A4 (nhu
verapamil, amlodipine, diltiazem) do nguy co ha huyet ap. Ndng dp trong huyet tuong ciia clarithromycin va cac
thude chen kenh calcium cd the tang do tuong tac thuoc. Da quan sat thay ha huyet ap, loan nhjp tim cMm va nhiem
acid lactic d cac benh nhan su dung ddng thdi clarithromycin va verapamil.

Itraconazole

Ca clarithromycin va itraconazole deu la chit nln va chat ire che CYP3A4, dan din mot tuong tac thuoc 2 chieu.
Clarithromycin cd the lam tang ndng do huylt tuong cua itraconazole, trong khi do itraconazole cd the lam tang
ndng do trong huylt tuong cua clarithromycin. Nhung benh nhan dang sir dung cimg luc clarithromycin va
itraconazole nen duoc theo doi chat che nhung dau hieu hoac trieu chung do tac dung duoc ly tang hoac keo dai nay.

Saquinavir

Ca clarithromycin va saquinavir deu la chat nen va la chit uc che cua CYP3A4, va da cd bang chung ve su tuong
tac 2 chieu. Dung ket hop clarithromycin (500 mg 2 lan/ngay) va saquinavir (vien nang gelatin mim, 1200 mg 3
lan/ngay) cho 12 ngudi tinh nguyen khoe manh lam tang AUC d trang thai bn dinh len 177% va Cnax len 187% so
vdi dung rieng saquinavir. Gid trj AUC va Cn ciia clarithromycin vao khoang 40% cao hon so vdi dung rieng
clarithromycin. Khdng can dieu chinh lieu khi dung ddng thdi 2 thuoc nay trong mot thdi gian nhat djnh d lieu/ dang
thuoc nghien cuu. Nhung quan sat tir nhung nghien ciru ve tuong tac thude su dung vien nang gelatin mim cd the
khdng giong nhu khi dung vien nang gelatin cimg ciia saquinavir. Nhirng quan sat tir nhung nghien curu tuong tac
thuoc duoc thuc hien chi vdi saquinavir cd the khdng gidng nhung tac dung thly dupe khi dieu tri vdi
saquinavir/ritonavir. Khi diing chung saquinavir va ritonavir, nen luu y tac dung tiem an cua ritonavir len
clarithromycin (xem Tuong t& thuoc).

PHU NC CO THAI VA CHO CON BU
Phu nu cd thai: Tinh an toan cua clarithromycin trong thdi ky mang thai chua dupe nghien cuu. Vi vay khdng nen
su dung clarithromycin trong thdi ky mang thai hoac cho con bii trir khi loi ich Idn hon nguy co.

Phu nu cho con bu: Tinh an toan ciia clarithromycin trong thdi ky nuoi con bang sira me chua dupe nghien cuu
Clarithromycin dupe xac dinh cd trong sua me.

TAC DONG CUA THUOC TRONG KHI LAI XE VA VAN HANH MAY MOC
Chua cd bao cao vl tac dong cua thude trong khi lai xe va van hanh may moc. Nen khuyen cao benh nhan vI nguy
co hoa mat chdng mat, lan lon, mlt phuong hudng cd thl xay ra khi sir dung thude.

TAC DUNG KHONG MONG MUON

Cac tac dung khdng mong muon pho bien lien quan tdi dieu tri clarithromycin la dau bung, tieu chay, budn non, non
va loan vj giac. Nhung phan dug bat loi nay thudng nhe va da dupe biet nhu la tac dung bat Ipi ciia cac thude
macrolide.

Trong cac nghien ciru lam sang, khdng cd su khac nhau dang ke ve ty 16 gap tac dung bat Ipi tren dudng tieu hda
tren benh nhan cd hodc khdng nhiem mycobacterial trude dd.

Bang dudi day neu ra nhung tac dung bat Ipi dupe bao cao d nhirng benh nhan dang su dung clarithromycin trong
nhung nghien cuu lam sang va bao cao sau khi dua thuoc ra thj trudng. Nhung tac dung bat Ipi nay dupe sip xIp
theo he thong cua co the va tan suat xuat hien, quy ude nhu sau: rat thudng gap (>1/10), thudng gap (>1/100 -
<1/10), it gap (>1/1000 - <1/100) va khdng ro (phan irng ghi nhan dupe tir dua thuoc ra thj trudng, khdng the danh
gia dupe tir du lieu san cd). Vdi mdi nhom tin suit, phan irng bat Ipi duoc trinh bay theo mire dp nghiem trong giam
dan.

Tac dung bat laritheo he  Ratthudng Thudng Khdng thudng xuyen Khdng ro*
thong carquan corthe xuyen xuyen
>1/100- Khdng the danh gia tir
>1/10 <110 >1/1000 - <1/100 du lieu san cd

Nhilm trung va tinh trang Viem mo te baol boi nhiem  Viem dai trang gia

nhilm trung nim Candida, viem da day mac, nhilm triing da
ruot2, nhiem triing-, nhilm gay sdt cao clp tinh
triing am dao.

He mau va bach huyet Giam bach cau, giam bach Chung mat bach cau
cau da nhan trung tinh4, tang  hat, giam lupng tilu
tieu cau3 tang bach cau ai cSu
toan4

Roi loan he mien djeh Phan irng phan vel phan Soc man cam, phii
irng qua min. bach huyet

Roi loan ve chuyen hda va Chan an, giam sir ngon

dinh dudng mieng.

Roi loan tarn than Mat ngu Lo au, cang thing' Loan than kinh, tinh



Tac dung blit loi theo he
thong co' quan co the

Roi loan he than kinh

Roi loan tai va tai trong
Roi loan tim mach

Roi loan mach

Roi loan ho hip, long nguc,
trung that

Roi loan duong tieu hoa

Roi loan he gan mat

Roi loan da va mo dudi da

R6i loan co xuong va mo
lien ket
Roi loan than va tiet nieu

Cac roi loan chung va tai vj
tri dung thuoc

Cac xet nghiem

Rat thic&ng
xuyen

Viem tinh
mach tai vi
tri tiem1

Thudng
xuyen

Loan vi giac,
dau dau, cam
giac nhat
mieng

Gian machl

Tieu chay,
non, kho tieu,
buon non,
dau bung

Chuc nang
gan bit
thudng

Phat ban,
tang tilt ml
hoi

Dau tai vi tri
tiem1 viem

tai vi tri tiem1

Khong third'llg xuyen

Chung mlt y thuc loan van
dpngl chdng m$t, ngii lo
mo, run

Chdng mat, nghe kem, ii tai
Ngirng tim1, rung nhT1, keo
dai khoang QT, ngoai tarn
thul danh tring nguc.

Hen phe quanl chay mau
mui2 nghen mach phoil
Viem thuc quan] trao
nguoc da day thuc quan2,
viem da day, dau true trang
each hli2 viem mieng, viem
ludi, trudng bung4, tao bon,
kho mieng, o hoi

\S mat4, viem gan4, tang
men gan (SGOT, SGPT),
tang gamma-
glutamyltransferase4.

Viem da bong nudel ngua,
me day, ban san”

Co thlt co3 cung col dau
co2

Tang creatinin maul tang
ure huyltl

Kho chiu4, sot’, suy nhuoc,
dau nguc4, on lanli4 met
moi4

Bat thudng ty le
albumin/globulinl tang
phosphatase kiem mau4,
tang men lactate
dehydrogenase mau4

* [~
Khong ro~

trang lu IIn, mlt nhan
each, trim cam, mat
phuong hudng, ao
giac, mo bit thudng,
hung cam

Chung co giat, mat vj
giac, loan khuu giac,
mlt khuru giac, dj cam

Diec
Xoan dinh, nhip nhanh
that, rung that

Xult huylt

Viem tuy cap, doi mau
luoi, dli mau rang.

Suy gan, vang da

Hoi chung Stevens-
Johnson, hoai tu bieu
bi nhiem doc, phat ban
do phan ung thuoc
kem chung tang bach
cau ua acid vatrieu
chung toan than
(DRESS), trung ca

Ly giai co van2’, benh
ly co

Suy than, viem than ke

Chi so INR tang, thdi

gian prothrombin keo

dai, thay dli mau nude
tieu

*Do cac phan ung nay duoc bao cao tinh nguyen tir cong dong voi cd mau khong xac dinh. khong the udc luong
chinh xac tan suat hoac thiet lap duoc mdi quan he nhan-qua voi thuoc sir dung. Udc tinh tren 1ty benh nhan dieu

tri-ngay vdi clarithromycin

* Trong mot so bao cao ve ly giai co van, clarithromycin da duoc sir dung dong thdi vdi cac thuoc khac duoc biet
co lien quan tdi ly giai co van nhu cac thuoc statin, fibrat, colchicin hoac allopurinol.
1Phan ung bit loi duoc bao cao chi vdi dang bao chi bot pha dung djch tiem

: Phan ung bit loi duoc bao cao chi vdi dang bao che vien nen giai phong bien dli.
3Phan ung bit loi duoc bao cao chi vdi dang bao chi elm pha hon djch udng

4Phan ung bat loi duoc bao cao chi vdi dang bao che vien nen

CAC DAC TINH DUQC LY

DIfOCLIJCHOC

Nhdrn dieu tri: Khang vi khuan tac dung toan than, macrolide.

Ma ATC: JO1FAQ9.



Visinh hoc

Clarithromycin la mot dan chit ban tong hop cua erythromycin A. Thuoc co hoat tinh khang khuan bang each ket
hop voi tilu don vj ribosome 50S ciia nhung vi khuan nhay cam va ire chi tong hop protein. Thuoc co hieu luc cao
chdng lai nhilu vi khuan gram ducmg va gram am ai khi va ky khi. Ndng do lire chi tdi thieu (MICs) cua
clarithromycin noi chung thap hon hai lan so voi MICs cua erythromycin. Chat chuyen hda 14-hydroxy cua
clarithromycin ding cd hoat tinh khang khuan. MICs cua chat chuyen hda nay bang hoac hai lan cao hon MICs cua
phuc hop me, ngoai trir vdi H.influenzae trong dd chit chuyen hda 14-hydroxy cd hoat tinh cao glp hai lan phuc
hop me.

Trong in vitro, KLACID thudng cd hoat tinh chdng lai nhung vi khuln sau:

Vi khuan gram duong hilu khi

Staphylococcus aureus; Streptococcus pneumoniae; Strepptococcus pyogenes; Listeria monocytogenes;
Streptococcus agalactiae; Streptococci (group C, F, G), Viridans group streptococci

Vi khuan gram am hieu khi

Haemophilus influenzae, Haemophilus parainfluenzae, Moraxella catarrhalis, Neisseria gonorrhoeae, Legionella
pneumophila, Bordetella pertussis, Pasteurel/a multocida

Mycoplasma: Mycoplasma pneumoniae; Ureaplasma urealyticum.

Nhirng vi sinh vat khac

Mycoplasma pneumoniae, Chlamydia trachomatis; Mycobacterium avium; Mycobacterium leprae; Mycobacterium
kansaii; Mycobacterium chelonae; Mycobacterium fortuitum; Mycobacterium intracellulare, Chlamydia
pneumoniae

Vi khuan Gram duong ky khi

Clostridium perfrigens; Peptococcus niger.Propionibacterium acnes

Vi khuan Gram am ky khi Bacteroides melaninogenicus

Xoan khuan: Borrelia burgdorferi, Treponema pallidum

Campylobacter: Campylobacterjejuni

Helicobacter pylori

Hoat tinh cua clarithromycin vdi Helicobacter pylori d pH trung tinh cao hon d pH acid.

DUOCDONG HOC

Hap thu

Duoc dong hoc cua clarithromycin giai phong biln ddi dung dudng udng da duoc nghien cuu d ngudi ldn va duoc
so sanh vdi vien clarithromycin 250 va 500 mg dang phong thich nhanh. Muc do hap thu la tuong duong khi tong
lieu dung hang ngay la nhu nhau. Sinh kha dung tuyet doi la khoang 50%. It thay cd su tich tu hay su tich tu bit
thudng nao va khuynh hudng chuyen hda khdng thay doi d bat ky loai nao sau khi dung nhieu lieu. Dira tren phat
hijn ve su hap thu tuong duong nay, cac du lieu in vivo va in vitro sau day cd the dung cho dang thuoc giai phong
bien doi.

Phan bd. biln ddi sinh hoc va thai trir

In vitro: Ket qua cua cac nghien cuu in vitro cho thay su gan ket ciia clarithromycin vdi protein trong huylt tuong
ngudi trung binh khoang 70% d cac nong do 0,45-4,5 mcg/ml. Su giam ty le gin ket xudng 41% d nong do 45
mcg/ml goi y ring cac vi tri gan ket cd the bi bao hda, nhung dieu nay chi xay ra d cac nong do cao hon nhieu nong
do dieu tri.

In vivo: Nong do clarithromycin trong tat ca cac mo, ngoai trir he than kinh trung uong, cao hon nhieu lan ndng do
thuoc trong he tuan hoan. Ndng do thuoc cao nhat duoc thay trong mo phoi va gan, d do ty le giua nong do thude
trong mo so vdi huyet tuong tir 10 din 20.

Nhirng doi tuong binh thudng

A cac benh nhan dung clarithromycin 500 mg dang giai phong bien doi mot lan mdi ngay, ndng do dinh trong huylt
tuong d trang thai on dinh cua clarithromycin la 1,3 mcg/ml va cua 14-hydroxy clarithromycin la 0,48 mg/ml. Thdi
gian ban thai ciia thuoc me khoang 5,3 gid va cua chat chuyen hda khoang 7,7 gid. Khi lieu tang din 1000 mg (2 x
500 mg) dung mot lan mdi ngay, ndng do toi da d trang thai on djnh cua clarithromycin la 2,4 mcg/ml va cua chit
chuyen hda 1a 0,67 mcg/ml. Thdi gian ban thai cua clarithromycin d lieu 1000 mg khoang 5,8 gid, trong khi do ciia
14-OH-clarithromycin vao khoang 8,9 gid. Thdi gian toi da dat duoc cua ca lieu 500 mg va 1000 mg vao khoang 6
gid. O trang thai on djnh ndng do cua 14-OH-clarithromycin khdng tang tuong ung voi lieu cua clarithromycin.
Thdi gian ban huy bieu kiln cua ca clarithromycin va chit chuyen hda co khuynh hudng dai hon d cac lieu cao hon.
Duoc dong hoc khdng tuyen tinh cua clarithromycin cung vdi viec giam hinh thanh cac san phlm cua qua trinh 14-
hydroxylation va N-demethylation d lieu cao cho thay ring sir chuyen hda khdng tuyen tinh cua clarithromycin trd
nen ro ret hon d lieu cao. Bai tiet theo nude tieu chiem khoang 40% lieu clarithromycin. Thai trir qua phan chiem
khoang 30%.

Benh nhan

Clarithromycin va chat chuyen hda 14-OH phan bd mot each de dang vao cac mo va dich cua co the. Nhung dir lieu
han che thu duoc tir mot luong nho benh nhan cho thay clarithromycin khdng dat duoc ndng do co y nghTa trong
dich nao tuy sau lieu udng (co nghTa la chi 1den 2% ndng do trong huyet thanh cd trong djch nao tuy d nhung berth



nhan co hang rao mau nao-djch nao tuy binh thudng). Nong do trong cac mo thirdng cao gap vai lan so vdi nong do
trong huyet thanh.

Suy gan

Trong mot nghien cuu so sanh giua mot nhom nguoi khoe manh voi mot nhom gom nhung benh nhan bj rbi loan
chuc nang gan duoc dung 250 mg clarithromycin phong thich ngay 2 lan/ ngay trong 2 ngay va mot libu don 250 mg
b ngay thu 3, nong do trong huyet tuong b trang thai on dinh va su dao thai clarithromycin khong cb su khac biet
dang ke giua 2 nhom. Nguoc lai, nong do b trang thai on dinh ciia chat chuyen hoa 14-OH thlp hon ro ret b nhom
benh nhan suy gan. Su giam dao thai hop chat me bbi 14-hydroxylation duoc bu dap phan nao bbi su tang dao thai
thuoc me qua than, do do nong do ciia thuoc me b trang thai bn dinh giba 2 nhom la tuong duong. Ket qua nhy cho
thay khong can dieu chinh libu b nhung ngudi suy gan muc do tir trung binh den nang nhung cb chuc nang than
binh thudng.

Suy than

Mot nghien cuu duoc tibn hanh nham danh gia va so sanh dd lieu duoc dong hoc khi dung clarithromycin phong
thich ngay dudng udng nhibu libu 500 mg b nhung ngudi cb chuc nang than binh thudng va nhung ngudi cb chuc
nang than bi giam. Nong do trong huyet tuong, thdi gian ban thai, nong do toi da (Crna9 va nong do toi thieu (Cnjn)
cua ca clarithromycin va chat chuyen hoa 14-OH cao hon va vung dubi dudng cong nong do (AUC) lon hon b
nhung benh nhan suy than. Hang so toe do thai trir (Kdin) va sir bai tiet qua nubc tieu thap hon. Su khac biet cua
nhung thong so nay cb lien quan den muc do suy than, muc do cang nang su khac biet cang lbn (xem Chong chi
djnh, Libu dung va Cach su dung).

Ngudi cao tudi

Mot nghien cuu cung duoc tien hanh nham danh gia va so sanh do an toan cung nhu cac du lieu duoc dong hoc khi
dung nhieu lieu clarithromycin 500 mg dang phong thich nhanh dudng ubng b dan ong va phu nu cao tuoi khoe
manh so vdi nhung nam gibi va phu nu tre tuoi khoe manh. d nhom cao tuoi, nong do luu hanh trong huyet tuong
cao hon va su dao thai qua than cham hon so vbi nhom tre tuoi vhi ca hai clarithromycin va chat chuyen hoa 14-OH.
Tuy nhien, khong cb sir khac biet gitla 2 nhom khi do thanh thai qua nubc tibu tuong quan vbi do thanh thai
creatinine. Dieu nay cho thay bat ky sir anh hubng nao den chuyen hba clarithromycin deu lien quan den chuc nang
cua thain va khong lien quan gi den tuoi tac.

DU LIEU AN TOAN TIEN LAM SANG

Doc tinh cap, ban man tinh vii man tinh

Cac nghien cuu duoc tien hanh tren chuot nhat, chuot cong, cho va/hoac khi duoc dung clarithromycin dudng ubng.
Thdi gian ubng thay doi tu libu don cho dbn libu nhac lai hang ngay trong 6 thang lien tiep.

Trong nhung nghien cuu cap tren chuot nhat va chuot cong, sau khi dua vao da day mot libu don 5 g/kg trong luong
co the, cb mot chuot cong bi chet nhung khong cb chuot nhat nao bj chet. Do do lieu trung binh gay chet cao hon 5
g/kg, libu cao nhat cb the dung duoc. Khong th&y cb tac dung bat loi xay ra tren dong vat khi dung clarithromycin
libu 100 mg/kg/ngay trong 14 ngay lien tiep hoac 35 mg/kg/ngay trong 1thang. Tuong tu, khong cb tac dung bat Ipi
tren chuot cong khi sir dung lieu 75 mg/kg/ngay cho 1thang, 35 mg/kg/ngay trong 3 thang, hoac 8 mg/kg/ngay trong
6 thang. Cho nhay cam hon vbi clarithromycin, dung nap duoc libu 50 mg/kg/ngay trong 14 ngay, 10 mg/kg/ngay
trong 1 va 3 thang, va 4 mg/kg/ngay trong 6 thang ma khong thay cb tac dung bit loi nao. Nhung dau hieu lam sang
chinh d libu gay doc trong nhung nghien cuu tren bao gom non, yeu met, giam tibu thu thuc an va giam su tang can,
tiet nubc bot, mat nubc, hieu dong thai qua. Hai trong 10 con khi dung libu 400 mg/kg/ngay da bi chet trong ngay
dieu tri thu 8; mau vang cua phan bj mat di b mot so con khi song sot khi su dung libu 400 mg/kg/ngay trong 28
ngay. 136 phan bi nhiem doc chu yeu b tat ca cac loai la gan. Su tang doc tinh tren gan b tat ca cac loai cb the duoc
phat hien bbi su tang sbm nong do trong huyet thanh cua phosphatase kiem, cac men gan alanine va aspartate
aminotransferase, enzym gamma-glutamy! transferase, va/hoac lactic dehydrogenase. Khi ngirng sir dung thuoc cac
thong so nay se tro ve gia tri binh thudng. Ngoai ra trong nhung nghien cuu khac, nhung to chirc It chiu anh hubng
hon la da day, tuyen ire va mb bach huyet khac va than. Xung huyet ket mac va chay nubc mat sau khi dung lieu gan
vbi lieu dieu tri chi xay ra b cho. d lieu Ibn 400 mg/kg/ngay, mot sd cho va khi xuat hien tinh trang due va/hoac phu
giac mac.

Kha nang sinh san, su sinh san va tinh gdy quai thai

Nhung nghien cuu ve kha nang sinh san va su sinh san cho thly vbi lieu hang ngay 150 dbn 160 mg/kg/ngay tren
chuot edng dire va cai khdng gay nen tac dung bat loi nao den chu ky dong due, kha nang sinh san, qua trinh sinh de,
sd luong va kha nang song sot cua chuot con. Hai nghien ciru ve tinh gay quai thai tren ca 2 loai chuot cong Wistar
(dudng udng) va Sprague-Dawley (dudng udng va tiem tinh mach), mot nghien cuu tren tho tring New Zealand va
mot nghien cuu tren mot loai linh trudng (khi cynomolgus) khdng phat hien thly tinh gay quai thai gay ra bbi
clarithromycin. Chi trong mot nghien cuu bo sung tren chuot cong Sprague-Dawley a lieu tuong tu va a nhung dieu
kien tuong tir cln thibt, xult hien mot ty le rat thap khdng cb y nghTa thong kb (khoang 6%) nhung bat thudng tim
mach. Nhung bat thudng nay xuat hien la do bieu hien tu phat nhung thay doi di truyen trong bay dan. Hai nghien
curu tren chuot nhlt cung cho thay mot xac suat hb ham ech (3 den 30%) sau lieu cao hon 70 lan libu thudng dung
hang ngay tren ngudi (500 mg, 2 lan/ngav), nhung b libu cao lion 35 lan lieu tdi da diing hang ngay thi cb doc tinh
cho khi me va bao thai, nhung khdng gay quai thai. Clarithromycin lam say thai tren khi khi diing lieu khoang 10 lan



cao han gidi han tren ciia lieu thudng dung hang ngay tren ngudi (500 mg, 2 lin/ngay), bit dau td ngay co thai thu
20. Ket qua nay cho thay a lieu rat cao, thuoc co doc tinh len khi me mang thai. Mot nghien cuu khac tren khi mang
thai vdi lieu 2,5 den 5 lan cao hon lieu cao nhat du djnh dung hang ngay khong gay nen bat ky sir nguy hiem nao
din bao thai. Mqt thu nghiem vI kha nang gay chit tren chuot nhat dung lieu 1000 mg/kg/ngay (khoang 70 lIn cao
han lilu dung tdi da dung tren lam sang d ngudi) cho thay ro rang khdng cd su dot bien nao, va trong nghien cuu
Segment 1d chuot cong sir dung lilu dan 500 mg/kg/ngay (khoang 35 lan cao hem so vdi lieu tdi da dung tren lam
sang hang ngay d ngudi) trong 80 ngay, khdng thay dau hieu ve roi loan chuc nang sinh san cua chuot due khi dung
clarithromycin lilu rlt cao trong thdi gian dai.

Tinh gay dot hien

Nhung nghien cuu vl kha nang gay dot bien cua clarithromycin dugc tiln hanh bang each sir dung ca he thong xet
nghiem khdng hoat hda va hoat hda microsom cua gan chuot edng (thu nghiem Ames). Kit qua cua nhung nghien
cuu nay cho thly khdng cd bang chung nao ve kha nang gay dot biln d ndng do < 25 meg/dia Petri. 3ndng do 50
meg, thuoc cd doc tinh vdi tat ca cac chung thu nghiem.

QUA LIEU

Trieu chung: Nhung bao cao cho thay viec udng luong ldn clarithromycin cd the gay ra nhirng trieu chung ve tieu
hda. Mot benh nhan cd benh su roi loan luong cue da udng 8 gram clarithromycin va cho thly tinh trang tarn thin bj
thay ddi, hoang tubng, ka-li mau giam va o-xy mau giam.

Dilu tri: nen dieu trj nhung phan ung di ung di kem khi dung qua lilu bang each rua da day va dieu trj hd tro. Gidng
nhu nhung macrolid khac, ndng do clarithromycin trong huylt thanh khdng bi anh hudng bdi loc mau hoac tham
phan phuc mac.

BAO QUAN

Bao quan dudi 30°C. Tranh anh sang.

Khong dung thude qua han su dung. De thude ngoai tam tay tre em.

Thong bao cho bde sTnhung tac dung khong mong muon gap phai trong sir dung thuoc.
Ddng gdi: Hop 1vi 5 vien, hop 1vi 7 vien.

Han dung: 36 thang k| tir ngay san xuat.

Tieu chuan: Nha san xuat.

San xuit bdi: AbbVie S.r.l,
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