CONG TY TNHH THUONG MAI CONG HOA XA HQI CHU NGHIA VIET NAM
VA DUQC PHAM SANG Pic ldp - Tw do - Hanh phic

s Y TETINH HA JINA]/SAHTT-26CL

o 50 A%80%. CONG VAN THONG BAO TO CHUC HQI THAO GIOI THIEU THUOC
N Ngaydd./.5.../ 2036.

DN OIS v Kir}h gui: Quy So Y Té
e2'vi ki}bl'léélpﬁasﬁotéch ¢ hdi thao gidi thiéu thudce:
CONG TY TNHH THUONG MAI VA DUQC PHAM SANG
2. Pia chi: 11/9 Ngb Quang Huy, Phuong An Khanh, Thanh phé H6 Chi Minh
. S dién thoai: 028.39101913 - Fax: 028.39106396
. Ho tén ctia nguoi lién hé khi can: Tran Ly Thuy Duong - S dién thoai di dong: 0907158063
S6 dién thoai: 028.39101913 - Ext:144 - Email: duong.tlt@sangpharma.com
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5. Danh muc thudc tai budi hoi thao gidi thiéu thude:

S6TT Tén thube S6 gidy ding ky lwu hanh thubc
300110779724
1. Betaserc 24mg (VN-21651-19)
899110399323
Klaci
= . (VN-16101-13)

6. Thanh phin tham Eiu: 100 Can bg y té, duoc si tham duy truc tiép & 150 Cén bd y té, duoc si tham du
truc tuyén thudce chuoi Nha thude FPT Long Chéau

7. Dia diém va thoi gian td chic: Tu 1’1 h40 dén }2h30, ngéx 28/05/2026 - tai Trung tam dg‘lo tao FPT
Long Chau —To6a nha Golden King, s6 15 Nguyén Luong Bang, P.Tan My (Quén.7), TP.H6 Chi Minh
va true tuyén toan quoc qua Webex.

8. Tai liéu kém theo:
- Chuong trinh héi thao gidi thiéu thude va Ly lich khoa hoc ctia bao céo vién
- Bai bao cdo sir dung tai hdi thao

9. Cam két ctia co so:
Co so dd nghién ctru va cam két tuan thu ddy da cac quy dinh cta 6 lién quan trong linh vuc duogc./.

Lé Quynh Lién
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- Tham dir trwctlép Trung Tam Dao Tao FPT Long Chau

Toa nha Golden King, sé 15 Nguyén Lwong Bang, phwong Tan My (qudn 7 cii), TP.HCM
- Tham dy truc tuyén qua Webex
Sé lwgng: 100 Can bd y té, duge si tham du truc tiép & 150 Can bg y té, dugc si tham du truc
tuyén thudc chudi Nha thuée FPT Long Chéu

CHUONG TRINH

11:40 — 11:45 KHAI MAC HOI THAO
Dai dién Sang Pharma

11:45-11:55 GIOI THIEU SAN PHAM BETASERC — CONG TY ABBOTT
DS. Nguyén Vin Bo

Céng ty TNHH va thwong mai Duege pham Sang

11:55—12:05 GIOI THIEU SAN PHAM KLACID — CONG TY ABBOTT
DS. Nguyén Vin Bo

Cong ty TNHH va thwong mai Duoc phdm Sang

12:05 — 12:10 THAO LUAN & BE MAC






TOM TAT LY LICH KHOA HQC

S/ cone Ty )
(” 1, ™MLY ICH SO LUQC
THUONG Ml VA DUOC PHAN |2
& Ho UYEN VAN BO Gidi tinh: NAM
Nam 52;1/1.‘] 992 Noi sinh: KIEN GIANG Dan téc: Kinh

Chite vu: Chuyén vién san phdm
Pon vi cong tdc: Cong ty TNHH Abbott Healthcare Viét Nam

Dia chi: Toa nha M@ Linh point, S6 2 Ngo Puc K&, Quén 1, Tp.HCM

II. QUA TRINH PAO TAO

Hé dao tgo: Chinh quy Thoi gian: 2018-2021
Noi hoe: Truong Cao Ding Cong Nghé Sai Gon

Nganh hoc.: Duoc st Cao D(jng

Hé dao tao: Chinh quy Thoi gian: 2023 - 2026
Noi hoc: Truong DPai hoc Qubc té Héng Bang

Nganh hoc: Duoc st Pai hoc

I11. QUA TRINH CONG TAC CHUYEN MON KE TU KHI TOT NGHIEP
PAI HOC

Thoi gian Noi cong tac Cong viéc dam nhin

2013-Nay Cong ty TNHH Abbott Chuyén vién san phdm

Healthcare Viét Nam







Tai liéu théng tin thude
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Betaserc 24mg

Thong tin chi tiét vé san phim xem tir trang 2 t&i trang 13

Nguoi trinh bay DS. Nguyén Vin Bo

Tai liéu théng tin thude

Poc kj huéng din sit dung trwde khi ding

THANH PHAN, DANG BAO CHE

Thanh phan hoat chat: 24mg betahistine dihydrochloride twong (rng véi 15.63 mg betahistine

Thanh phan ta dwoce: Cellulose vi tinh thé, mannitol (E421), acid citric monohydrate, silican khan dang keo va bét talc.
Betaserc® 24 mg la vién nén tron, hai mat 16i, c6 khia, mau tring, xién géc. Vién ¢ dwong kinh 10 nm, khéi luong
khoang 375 mg. ¢ mét mat vién nén cé khia va khic s6 289 & mat bén cta khia. Vién nén nay diing dueng uéng. Vién
nén 24 mg ¢6 thé duoe chia lam hai nira bing nhau. Tuy nhién, muc dich ctia dwéng khia chi dé tao digu kién cho viéc

bé vé& vién thude gitp udng thuée dé dang chir khéng phai dé chia vién nén thanh 2 ligu twong dwong.

QUY CACH PONG GOI
Hdp 5 vi x 10 vién va hép 5 vi x 20 vién.

Vilam bang PVC/PVDC va nhom.




PAC TINH DUQC LUC HOC Tai litu théng tin thudc
Nhém dwoce Iy: San phdm chéng chong mit. Ma ATC: No7CAo1
(N: hé than kinh trung wong)
Méi chi dwoc hifu mét phan vé co ché tac dung cha betahistine. C6 mét sé gia thuyét hop Iy da dwoc xac
nhin bang cic nghién ciru trén dong vat va div lidu & nguwdi.
e Betahistine tic dong lén hé histamine:
Betahistine déng ca hai vai tro nhw khang dong vin mot phin & thu thé histamine H,; ddi vin & thu
thé histamine H, & m6 than kinh va c6 hoat tinh khong dang ké thy thé H,. Betahistine lam ting sw
bai tiét va ndng do histamine nhd phong bé cic thu thé H, tién synap va gy su digu hoa gidm thu
thé H,.
¢ Betahistine c6 thé lam ting tuin hoin mau dén ving &c tai cling nhw dén toan bd ndo bo: Thi nghiém
dwoe 1y trén dong vat cho thiy c6 cai thién tuin hoan mau & vin mach cua tai trong, c6 thé do lam
gidin co vong trwée mao mach cta vi tudin hoan tai trong. Betahistine ciling dwoc cho thdy ting tuan

hoan mau nao & ngwoi.

Tai liéu théng tin thuée

PAC TINH DUOC LU'C HOC

e Betahistine tao thuén loi cho sw bu trir tién dinh:
Betahistine thiic ddy sw hbi phuc cda tign dinh sau phiu thujt thin kinh mét bén & dong vat nhé tao
thuan loi va ting tién sw bi trir tign dinh trung wong. Tac dung nay c6 dac diém la diéu hoa sy bai
tiét va ndng d6 histamine qua trung gian cta sy d6i van & thu thé H,. O ngwdi, thoi gian hdi phuc sau
phau thuét cit day thén kinh cling gidm khi dwoc diéu tri véi betahistine.

e Betahistine 1am thay déi sw phong xung thén kinh trong nhan tién dinh:

Betahistine ciing ¢é tac dung trc ché phu thude ligu lwgng 1én dudi gia ctia noron & nhén tién dinh bén va

nhén tién dinh gitra.

In vitro: betahistine tao didu kién cho viéc din truyén histamine do tic dung déng van mdt phéan trén thu

thé H, va tac dung d6i vin trén thy thé H..

P6i véi dong vat, betahistine lam gidm hoat ddng dién cha noron da synap clia nhan tién dinh sau tiém

tinh mach.




Tai liéu thong tin thude

DPAC TINH DUQC LUC HQC

Betahistine khéng c6 tic dung an thin. Nhirng tinh chit dwoc lue hoc da ching minh & dong vt cb thé

déng gop vao loi ich digu trj ciia betahistine trén hé tién dinh.

Hiéu qud va an toan lam sang:
Hiéu qua cia betahistine dd dwoc cho thdy trong cic nghién ctru & bénh nhéan bj chéng mét tién dinh va

bénh Méniére va da dwoc chirng minh bing viée cai thién tinh trang bénh va tan sudt cac con chéng mit.
PAC TINH DUoC PONG HOC

Khi udng betahistine hip thu d& dang va hiu nhw hodn todn qua tét ca cic doan &ng tiéu héa. Sau khi hdp
thu, thuée dwoc chuyén héa nhanh chéng va hiu nhw hoan toan thanh 2-pyridylacetic acid. Nong do
betahistine trong huyét twong rat thip. Vi vay, moi phén tich dwoc ddng hoc déu dva vao do lwdmg 2-PAA
trong huy#ét twong va nuéec tiéu.

Khi #n no, C,,,, cia thudc sé thap hon so véi khi nhin déi. Tuy nhién, hdp thu hoan toan ctia betahistine

14 twong dwong ca hai trang thai no d6i, cho thdy thirc &n chilam chim sw hép thu cia betahistine. .

DAC TiNH DU_,O,C DONG HOC Tai liéu théng tin thude

Phan bé:

Phin trim betahistine dwoc lién két véi protein huyét twong mau dwoi 5%.

Chuyén héa:

Sau khi hap thu, betahistine dwoe chuyén hbéa nhanh chéng va hiu nhw hoan toan thanh 2-PAA (khéng c6 hoat
tinh dwoe 1y).

Sau khi uéng betahistine, néng do 2-PAA trong huyét twong (va nwéc tiéu) dat tdi da sau khi udng 1 gier va giam
mot nira sau khoang 3,5 gio.

Thdi triv:

Chit 2-PAA dao thai nhanh qua nuéec tiéu. Véi cac litu trong khoang giira 8 va 48 mg, cd khoadng 85% ligu dau

tién dwoc tai hap thu tir nwée tidu. Sw dao thai cia chat me betahistine qua thian va hodc qua phén it ¢6 ¥ nghia.

Tinh tuyén tinh:
Céc tée do thu hdi 1a hing dinh khi cho uéng trong khodng liéu 8-48mg, chirng t6 dwoc ddng hoc cia betahistine

14 tuyén tinh va cho thiy con dwong chuyén héa la khong bao hoa 6




CHI PINH Tai liéu théng tin thude
Di&u tri triéu chirng ctia chong mit tai phat lién quan hode khong lién quan dén e tai.

CACH DUNG, LIEU DUNG

Liéu diing

Thudc niy danh cho nhitng bénh nhan can mét ligu betahistine 48 mg méi ngay. Str dung liéu thdp hon trong cac
trwdmg hop khac. Vién nén BETASERC® 24 mg sé dwoc ding véi lidu 1 vién, hai lan méi ngay, t6t nhét véi thic
an.

Tré em va thanh thidu nién: Khong nén diing BETASERC® 24 mg cho tré em va thanh thiéu nién dwéi 18 tudi
vi thiéu dir liéu vé tinh an toan va hiéu qua.

Péi trong nguwoi cao tuéi: Vi div ligu han ché & nhém bénh nhén nay, betahistine phai dwec sir dung thén
trong & ngwoi cao tudi.

Suy thdn: Khong c6 dir ligu trén bénh nhén suy than.

Suy gan: Khong cé dir liéu trén bénh nhéan suy gan

Théi gian diéu tri

Thei gian diéu tri dwoc d2 nghi 14 tir 2 dén 3 thang. Cé thé 13p lai dot diéu tri nhw la mét dieu tri lién tuc hodc dieu

tri gian doan, tiy thugc vao tinh trang 1am sang. 7

) Tai liéu théng tin thuée
CACH DUNG, LIEU DUNG
Cach dung:
Thuée phai dwoce nudt nguyén vién véi mot ly nuée.

CHONG CHIi PINH
+  MAn cam véi mét trong cac thanh phin cia thude.

+ U tuyén thwong thén.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Bénh nhén hen cin dwoc theo doi cin than trong khi ding betahistine (nguy co co thit phé quan). O nhimg
bénh nhén c6 tién st loét da day t4 trang, viéc didu tri véi betahistine can dwoc theo doi can thén trong qua
trinh diéu tri.

Viéc udng thude cling véi thire dn gitp phong ngira dau da day.

Betahistine khong thich hop dé digu trj cac didu kién sau:

« Chéng mait kich phat lanh tinh.

+ Chéng mit kém theo r8iloan than kinh trung wong. 8




Tai liéu théng tin thude

TUONG TAC, TUONG KY CUA THUGC

Twong tic cua thudc:

Chua c6 nghién ctu trén co thé séng (in vivo) dwoc tién hinh. Céc dir lidu dwa trén co s¢ phong thi nghiém (in
vitro) khong nhan thay cé ttc ché cic enzyme cytochrome P450 trén co thé séng. Cac sg ligu in vitro da cho
thay cac thude tre ché MAO bao gom MAO B (vi du. selegiline) e ché chuy&n hda betahistine, vi vdy phai thin
trong khi diing déng thoi betahistine va cie thude tre ché MAO (bao gom ca MAO B ¢6 chon loc).

Betahistine cé cdu tric twong tw nhw histamine, twong tic thudc gitta betahistine véi cac thude khang
histamine c6 thé anh hwéng hiéu qua cia mot trong s cic thudce nay vé mat ly thuyét.

Twong ky cta thudc:

Khéng ap dung

S0 DUNG THUGC CHO PHU N CO THAY VA CHO CON BU

St dung thuéce cho phu ni ¢6 thai:

Chua ¢ dir lidu day da lién quan dén viée sir dung betahistine & ngwdi mang thai. Nhirng nghién ciru trén
dong vat khong cho thiy nhirng tic dong cé hai trwe ti€p hodc gian ti€p 1én sinh san khi sir dung & ligu didu tri
trén 1am sang.

Do do, betahistine khong nén dwoc st dung trong thoi ky mang thai nhw mat bién phap phong ngira. s

p e . N B Tai liéu thong tin thudce
SU' DUNG THUOC CHO PHU NU* CO THAY VA CHO CON BU

Sir dung thuéc cho phu nii cho con bit:

Chuwa rd su bai tiét ctia betahistine qua sira me. ¢ chuét, betahistine dwoc bai tiét vio sita. Trong cac nghién
ciru trén dong vat cho thiy cac anh hwéng trong thoi ky hdu san dwoc giégi han & lidu rit cao. Gia tri cua viéc
bét dau diéu tri cho phu nit dang cho con bt cin dwoce cin nhic dwa trén loi ich cia viéc cho con bl va nhitng
nguy co tieém an doi voi tré em.

Khad nang sinh sdn: . )
Ciéc nghién ciru trén dong vat khong cho thay anh hudng dén kha ning sinh san & chudt.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY MOC

Betahistine dwec chi dinh diéu tri triéu chirng cia chéng mit tai phat lién quan hoic khéng lién quan dén 6c
tai. Céc triéu chirng nay c6 thé gy tac dung tiéu cwe lén kha ning lai xe va vin hanh méy méc. Trong céc
nghién cru lam sang dwoc thiét ké dic biét @€ danh gia kha ning lai xe hodc vin hanh méy méc, betahistine

khong gay anh hudng hode danh hwéong khéng déng ké.
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TAC DUNG KHONG MONG MUON CUA THUGC SR ing tin toee
Trén nhirng bénh nhan dwoc didu tri bing betahistine trong céc thir nghiém lam sang c6 doi ching vl gid duoc,
Cac tic dung khéng mong muén sau day da gip véi tan suit dwoc chi dinh: rit thuong gip (= 1/10), thudmg gip (=
1/100 dén < 1/10), khong thwong gip (= 1/1,000 dén < 1/100), hiém gip ((= 1/10,000 dén < 1/1,000), rit hiém
gap (< 1/10,000)

R61 logn tiéu héa:

Thwong gap: budn ndn va kho tiéu

Réi loan thén kinh:

Thuong gip: dau dau

B sung vio cic bién c§ dd dwoc béo céo trong cac thir nghiém lam sang, cac tic dung khéng mong muén sau dwoc
b4o c4o mdt cach tw nguyén trong qué trinh sir dung hau marketing va trong céc tai liéu khoa hoc. Tén suidt khong
thé dwoc wée tinh tir cae dir ligu sdn ¢ va do vay duoc x€p loai 1a “khong biét”.

Ré1 loan hé bach huyét va mau

Giam tiéu cau

Ré1 logn hé mién dich:

Phén rng qua mén (vi du sdc phan vé) 1

Tai liéu thang tin thude
TAC DUNG KHONG MONG MUGN CUA THUGC
R61 loan tiéu hoa:
Khé chiu da day nhe (vi dy: ndn, dau da day, truéng bung va day hoi)
Nhing tic dung nay thudng mat di khi uéng thudc trong bira dn hodc giam lieu.
Ré1 loan da va mé mé dudi da

Phin tng qua min & da va dwsi da, dic biét la phi mach, néi mé day, phat ban va ngira.

QUA LIEU VA CACH XU TRI

Triéu ching qua liéu:

Mot s it trwdmg hop qué litu da duoc béo céo. Mot s6 bénh nhén gip cac triéu chirng tir nhe téi trung binh
nhuw budn nén, budn ngi va dau bung khi uéng cc litu t&1 640mg. Nhirng bién ching nghiém trong hon bao
gdm co giat va cac bién chimg vé phdi va tim cb gip trong cac truong hop udng qua lidu c6 cha § khi dung
phéi hop véi cac thude khéc cling ding qua lidu.

Cach xu tri:

Dieu tri quéa litu nén bao gom cac bién phéap hd tro tiéu chudn. "




Tai li¢u théng tin thude
PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUGC
biéu kién bao quan:
Khong b4o quan & nhiét do trén 30°C. Bdo quén nguyén bao bi, dé trdnh &nh sang.
Han diuing:
3 nim ké tir ngay san xuat.

Tiéu chuan chit lwong :

THONG TIN THEM

"San phdm nao khéng diing hozc vét ligu thira ¢in dwoc tiéu huy theo quy dinh cia co so.

Théng tin trong t& hwéng din nay con han ché. Dé ¢6 thém théng tin, xin hoi bac sy hodc dwoc sy.

NHA SAN XUAT
Mylan Laboratories SAS
Route de Belleville, Lieu dit Maillard

01400 Chatillon-sur-Chalaronne — France (Phap) 13







Tai liéu théng tin thudc

KLACID

Clarithromycin

KLACID 125mg/5ml

9L€0-92-NA

Théng tin chi tiét vé san pham xem tif trang 2 tdi trang 27
B4o cdo vién: DS. Nguyén Van Bo

. R
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Tai liéu théng tin thudc
1. THANH PHAN

Thanh phan hoat chét: Clarithromycin 125 mg/5 ml. / @,
Thanh phan ta dugc dudng sucrose, gdm xanthan, silicon dioxid, kali sorbat, acid citric, KLAC’D!
maltodextrin, titan dioxid, chat thom hoa qua Trudc khi dung cin thém nudc vao dé

tao thanh hén dich. Sau khi d3 pha, c& méi 5 ml hén dich thudc cdm nay cé chira 125 Clarithromycin

mg clarithromycin.

2. DANG BAO CHE

COM PHA HON DICH DANH CHO TRE EM CLARITHROMYCIN 13 mét dang bao ché
dudng udng clia clarithromycin dung cht yéu cho tré em, dudc cung Ung dudi dang
ché& phdm hat c8m dyng trong chai vdi dung tich c6 thé lac chai dugc. Clarithromycin la
mét khang sinh ban téng hgp thudc ho macrolid. B&t khang sinh nay ¢6 mau trang,
hoan toan khéng tan trong nuéc.

3. CHi DINH

91E0-92-NA

Hén dich clarithromycin cho tré em dugc chi dinh digu tri cac nhiém khudn do cac vi
khudn nhay trong cac digu k|en sau ddy: Cac nhiém khudn dudng hd hdp trén (nhu
viém hong do lién cau khuan) Cac nhiém khudn dudng ho hap dudi (nhu viém phé
quén, viém phai) (xem CANH BAO VA THAN TRONG KHI DUNG THUBC, DUQC LUC
HQC — Céc thir nghiém v& tinh nhay cam). Viém tai gilta cdp. Nhiém khuan da va cau
tric da (nhu chdc 1g, viém nang l6ng, viém mé t& bao, ap-xe) (xem CANH BAO VA
THAN TRONG, DUQC LUC HQC - Cac thir nghiém v& tinh nhay cdm). Cac nhiém khudn
Mycobacterlum khu trd hodc lan tda do M. avium hodc M. intracellulare; cdc nhiém
khudn khu tri do M. chelonae, M. fortuitum, hodc M. kansasit.




Tai liéu théng tin thudc

4. LIEU DUNG VA CACH DUNG (1)

Céch chudn bi hdn dich dé dung: Can thém mét lugng nudc thich hop
vao cac hat thudc c6m trong lo va lac dé dat dugce 125 mg/5 ml,

Hén dich da pha xong ¢6 thé sir dung duge trong 14 ngay khi bao
quan ¢ nhiét dé binh thudng trong phong (15-30°C). Phai lac k¥ lo
thudc trudce khi st dung.

Bénh nhi 6 thang t&i 12 tudi. Cac nghién ciiu 1dm sang st dung hon
dich clarithromycin cho tré em 6 thang t&i 12 tudi. Do vay, tré em dudi
12 tudi nén st dung hén dich clarithromycin (¢cm pha han dich).

91€0-92-NA

Tai liéu théng tin thude

4. LIEU DUNG VA CACH DUNG (1)

- AN
Lieu ding hang ngay cda hén dich clarithromycin ding cho tré em (125 mg/5ml) 12 @
7.5 mg/kg, moi ngay udng 2 Ian, t5i da 500 mg x 2 lan d6i vdi cac nhiém khuan KLAC’D

khéng do Mycobacterium. Théi gian digu tri thudng 1a 5-10 ngay tly theo tac nhan Clarithromyein

gay bénh va mirc do bénh. Hén dich da pha c6 thé dung kém hodc khéng kém vdi

bira &n, va cé thé udng cling vai sita. Bang sau day |a huéng dan ggi y cach xac dinh

ligu dung.
Hurérng d3n lidu diing cho bénh nhi {Dyra trén trong lugmg co thé) s
Trong lugng co thé* Ligu diing {m) ng3y 2 Bn N
Kg Pao {Bon vi do trong lrgng) {125 mg/5 mi) ’8
: 811 18-25 25 >
1219 2643 50 }
2029 4464 75 f}
3040 6588 100 ’ s
*Tré em <8 kg hodc <18 pao ¢in tinh liéu theo ke hay pao
{khodnz 7,5 mg/kg, ngdy 2 f3n hodc 3,4 ma/pao ngdy 2 fan).

L]



Tai liéu théng tin thudc

4. LIEU DUNG VA CACH DUNG (2)

Ligu diing cho bénh nhan c6 tdn thuang than: & tré em c6 d6 thanh
thai creatinin dudi 30 ml/phat/1,73 m2, liéu dung clarithromycin phai
giam di mét nira, nghia 12 250 mg ngay 1 Ian hodc 250 mg ngay 2 lan
& cac nhiém khudn ndng han. Khéng nén ding quéd 14 ngay & cac
bénh nhan nay.

Ligu dung cho cac bénh nhan bj nhiém Mycobacterium: J tré em bi
nhiém Mycobacterium khu trd hodc lan téa (M. avium, M.
intracellulare, M. chelonge, M. fortuitum, M. kansasi), ligu
clarithromycin khuyén dung 13 7,5 - 15 mg/kg, ngay udng 2 Ian, ligu
t6i da khong quéa 500 mg x 2 [an/ngdy. Diéu tri bang clarithromycin
can tiép tuc néu Igi ich 1am sang dugc chitng minh. C6 thé phéi hap
vdi céc thudc chdng Mycobacterium khac néu dem lai Idi ich hon.
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ng cho bénh nhi bj ahiém Mycobacterium (Dira trén trong lugng cothd) |
Trong lwong® Lidu {ml) diing 2 13n / ngay (Clarithromycin 125 mg/S ml] i
Kg Pac 7,5 mg/kg udng 2fin /ngdy | 15 mg/kg, uSng 213n / ngly
11 18:25 25 ml | 5mi
12-19 26-43 Sl i 10l et
20-29 14-64 75ml | 15 mt
30-40 6588 | 10 mi | 20 mi
* Tré em <8 kg (18 pac} can tinh lidu theo kg {7,5 dén 15 mg/kg, ngay udng 2 f&n}

Tai ligu thong tin thude

5. CHONG CHI PINH
Chéng chi dinh cho bénh nhi m3n cdm véi cic khang sinh he macrolid hogc vdi bat ky ta dugc nao cla thudc .
(xem danh séach ta dugc). %
Chéng chi dinh sir dyng ddng thdi clarithromycin vdi cac thudc sau day: astemizole, cisapride, pimozide, terfenadine KLAC’D
vi ¢6 thé géy kéo dai khoang QT va loan nhip tim bao gdm nhip nhanh that, rung tém that va xodn dinh Clarithromycin

(xem myc TUONG TAC THUOC).

Chdng chi dinh st dyng clarithromycin ciing céc alkaloid ndm cya ga (vi du ergotamine hogc dihydroergotamine) do cé thé géy ng$ déc ndm cya ga

(xem muyc TUONG TAC THUSC).

Chéing chi dinh diing clarithromycin cling véi midazolam dang udng (xem muc TUONG TAC THUSC).

Khéng dugc sif dung clarithromycin cho bénh nhan ¢6 tign sif khoang QT kéo dai (bdm sinh hodc c6 tign sit méc phai kéo dai khodng QT) hodc loan nhip
that, bao gdm ¢4 xoan dinh (xem muc CANH BAO VA THAN TRONG KHI DUNG THUGC, TUONG TAC THUGC).

Khéng dugc sit dung clarithromycin cho bénh nhén bj rdi loan dién gidi (gidm kali mau hodc gidm magnesi méu do nguy cd kéo dai khodng QT).

Khéng dugc sir dung clarithromycin cho bénh nhdn suy gan ndng 6 kém suy thén.

Clarithromycin khéng dugc diing cling vdi cic thudc c ch& enzyme HMG-CoA reductase (céc thudc statin) ma chuyén hoa phan ldn bdi CYP3A4 (lovastatin
hodc simvastatin), do ting nquy cd cic bénh V& ca, k& ca ly gidi ca van (xem muc CANH BAO VA THAN TRONG KHI DUNG THUGC).

Clarithromycin (v3 cic chat c ché CYP3A4 manh khac) khdng dugc sir dung ciing vdi colchicine (xem myc CANH BAO VA THAN TRONG KHI DUNG
THUBC, TUONG TAC THUGC).

Chéng chi dinh sir dyng ddng thai clarithromycin vdi ticagrelor hodc ranolazine.

Chéng chi dinh st dyng ddng thdi clarithromycin vdi lomitapide (xem myc TUONG TAC TH udc).

6. CANH BAO VA THAN TRONG KHI DUNG THUOC (1)
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Néu hén dich clarithromycin cho tré em dugc ding cho bénh nhi sau tudi day thi, thay thudc cn can nhdc lgi hai khi d3 nghi ngd hodc xac dinh tré cé thai.
Duing clarithromycin ldu dai, nhu véi cic khang sinh khac, €6 thé gay qua phét cic vi khudn khéng nhay cam va ndm. Néu xdy ra bdi nhiém, nén cé bign
phap tri lidu thich hap.

Clarithromycin chuyén héa chii yéu qua gan. Do dé, can than trong khi diing cho bénh nhan bj tén thuang chifc nang gan. Ciing phai thén trong khi diing
clarithromycin cho bénh nhén suy than tir nhe dén nang.

C&n trong khi sl dyng cho bénh nhén suy than nang.

(%]



6. CANH BAO VA THAN TRONG KHI DUNG THUOC (2) Tai liéu théng tin thudc
P43 cb bédo cdo v& rdi loan chirc ndng gan, bao gdm tang men gan, viém t&€ bao gan va / hoac viém gan & mat, ¢ hodc khéng c6 vang
da khi st dung clarithromycin. RGi loan chifc nang gan cé thé nghiém trong va thuding hdi phyc dugc. Trong mét s& trugng hop, da cd ;
bdo cdo tif vong do suy gan, thudng lién quan t8i cac bénh Iy ndng <6 san vd/hodc cac thudc sif dung ddng thdi. Ngirng sif dung Kl qC’D

clarithromycin néu xudt hién ddu hiéu va triéu ching viém gan, nhu chan an, vang da, nudc tiéu sam mau, ngia, hodc dau bung.

Pacod b;?o cdo vé rdi loan chirc n?ng gan, bao gdm ting men gan, viém té bao gan va / 3205(: viém gan (& méat, c6 ho‘éc khéng cé vang Clarithromyein
da khi sif dung clarithromycin. Réi loan chlc néng gan <o thé nghiém trong va thudng hdi phuc dugc. Trong mét sé trudng hdp,

da ¢ bdo cdo tir vong do suy gan, thudng lién quan tdi cac bénh Iy nang ¢é sdn va/hodc cac thudc sir dung dong thdi.

Ngirng sir dung clarithromycin néu xuat hién ddu hiéu va triéu ching viém gan, nhu chén dn, vang da, nudc tiéu sdm mau, ngla, hodc dau bung.

Viém rudt két gia mac da dugc bao cdo vdi gan nhu tat ca cac thude khang sinh, bao gdm cic macrolide va cb thé tir midc dé nhe dén de doa tinh mang. Tiéu chay co
lién quan dén Clostridium difficile (CDAD) da dugc béo céo khi st dung vdi hau hét cac loai khang sinh bao gdm ¢a clarithromycin, va mic dé cé thé tir tiéu chay nhe
dén tr vong. Digu tri khang sinh 1am thay d&i vi khuan chi binh thuing cla rudt, digu nay cé thé din dén phat trién qua mic cla C. difficile. CDAD phai dugc quan tdm
& tat ca bénh nhan bj tiéu chay sau khi ding khang sinh. Viéc ghi chép bénh an cdn than Ia cn thiét vi da c6 bo cdo vé viéc xudt hién CDAD 2 thang sau khi ding
khéng sinh.

Colchicin

D3 cb cac bdo cdo sau khi dua thudc ra th! truéing vé ngq déc colchicin khi ding ddng thdi vdi clarithromycin, dac biét & ngudi cao tudi, mét s6 xdy ra & nhiing bénh
nhan suy than. Ba co tif vong & mot 56 trudng hgp nay (xem muc TUONG TAC THUGC). Chdng chi dinh st dung dbng thdi colchicin va clarithromycin (xem muc
CHONG CHI BINH).

Can trong khi sif dung clarithromycin cling véi cac thudc triazolobenzodiazepine, nhu triazolam, va midazolam dudng tiém bép hoac duding niém mac miéng (xem muc
TUONG TAC THUOC).

Céc bién ¢& trén tim mach

Hién tugng kéo dai qua trinh tai phén cyc tim va khoang QT, dén dén nguy cd phat trién loan nh|p tim va xoén dinh, da dugc ghl nhan khi digu tri bang thude nhém
macrolid bao gom clanthromycm (xern myc TAC DUNG KHONG MONG MUGN CUA THUGSC). Do vay, vi céc tinh hudng sau day c6 thé dan dén tang nguy cd loan nhip
tam that (bao gdm ca xoan dinh), nén than trong khi stt dung clarithromycin & cic bénh nhan sau day.

+ Bénh nhén cé bénh déng mach vanh, suy tim néng, réi loan dan truyén hodc nhip tim chdm cé y nghfa vé mat lam sang;

» Khéng dugc sir dung clarithromycin cho bénh nhan gidm kali mau hodc gidm magnesi mau (xem muc CHONG CHI BINHY;

« Bénh nhén dang sif dung dong thdi cac thudc gy kéo dai khodng QT khéc (xem muc TUONG TAC THUSCQ);

« Chdng chi dinh sir dung ddng thdi clarithromycin vdi astemizole, cisapride, pimozide va terfenadine (xem muc CHONG CHI BINH);

« Khéng dugc si dung clarithromycin & nhing bénh nhan 6 khoang QT kéo dai bim sinh hodc méc phai hodc cd tign sif loan nhip tam that (xem muc CHONG CHI
DINH).

Cén nhéc ky ve Idi ich va nguy cd trudc khi chi dinh clarithromycin cho bénh nhin dang sir dung hydroxychloroquine hodc chloroquine, do kha nang tang nguy cd bién
& tim mach va t{ vong do tim mach (xem TUONG TAC THUOC)
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Tai liéu thdng tin thudc
6. CANH BAO VA THAN TRONG KHI DUNG THUOC (3)

Céc nghién clru dich t& hoc diBu tra nguy cd k&t qua tim mach bét Igi vdi macrolides da cho thdy két qua khac nhau, Mét s& KLAC’D3
nghién clfu quan st da xac dinh mét nguy cd ngan han hiém gap cla rdi loan nhip tim, nhdi mau cd tim va ti vong do tim

mach ¢d lién quan tdi macrolides bao gom clarithromycin. Can xem xét nhitng bigu hién nay dé can nhéc vdi Igi ich digu trj Clarithromycin

khi ké don clarithromycin.

Céc nghién c(u dich t& hoc didu tra nguy co két qua tim mach bat lgi vdi macrolides da cho thdy két qua khac nhau. MGt s6 nghién cifu quan st da xac
dinh mét nguy cd ngan han hiém gap clia réi loan nhip tim, nhdi mau cd tim va t& vong do tim mach ¢o lién quan tdi macrolides bao gom clarithromycin.
C3n xem xét nhiing bidu hién nay dé can nhac vdi lgi ich digu tri khi ké dan clarithromycin.

Viém phdi

Do tinh trang khéng céc thuéc macrolid clia Streptococcus pneumoniae dang gia ting, viéc thyc hién khang sinh dd la quan trong khi ké toa clarithromycin
cho bénh nhan viém phéi mac phai cong ddng. Clarithromycin nén dugc sir dung két hop vdi cac thuc khang sinh thich hop khéc trong digu trj viém phéi
méc phai bénh vién.

Nhiém tring da va md mém muc dé tir nhe dén trung binh

Phan 18n céc /nhiém triing da thuding do Staphylococcus aureus va Streptococcus pyogenes, ca hai vi khuan nay déu c6 thé khang céc thude macrolide. Do
vdy, viéc lam khang sinh dd rdt quan trong. Trong truding hgp khéng sit dung dugc cdc khdng sinh nhém beta-lactam (vi du do dj (ng), céc khang sinh
khac, nhu clindamycin, 6 thé |2 lya chon dau tién. Hién nay, cac thudc macrolide chi dugc can nhéc chi dinh digu tri cac nhiém khuan da va mé mém, nhu
nhi&m khudn gay ra bdi ndm Corynebacterium minutissimum, triing c4, nhiém tring da gdy st cao cdp tinh va cc truding hgp khéng thé dung dugc
penicillin.

Trong trui!ng hgip xuat hién céc phan ng qué min cdp tinh, ndng, ching han nhy séc phan vé, phan (g cé hai nghiém trong trén da (SCAR) (v.d: ngoai
ban myn m{ todn than cdp tinh (AGEP), hdi chitng Stevens-Johnson, hoai t& biéu bi nhiém ddc va DRESS); ngay 13p tic ngirng si dung clarithromycin va
khan trugng digu tri thich hap.

Thén trong khi st dung clarithromycin cling v&i cac thudc gay kich tng hé enzyme CYP3A4 (xem muc TUONG TAC THUGC).
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Phai luu y kha nang khéng chéo gitra clarithromycin va cac macrolid khac cling nhu véi lincomycin va clindamycin.

Céc thudc (e ché HMG-CoA reductase (cdc thudc statin)

Chong chi dinh st dung ddng thai damhromycm véi lovastatin hodc simvastatin (xem muc CHONG CHi BINH). C3n thén trong khi ké toa clarllhromycm
cling vdi cc thudc statin khac. D3 cd béo cdo vé ly gidi co van & nhiing bénh nhan sif dung @dng thai clarithromycin vdi cac thudc statin. Bénh nhan can
dugc theo dai vé cic ddu hleu va triéu chiing cac bénh ly vé ca. Trudng hgp budce phai sir dung dong thdi clarithromycin va céc thudc statin, khuyén cao ké
liu thap nhat dugc dang ky clia thudc statin. Can nhic sif dung thudc statin khdng phy thuéc vao chuyén hda CYP3A (vi dy nhu fluvastatin).




Tai liéu thdng tin thudc

6. CANH BAO VA THAN TRONG KHI DUNG THUOC (4)

Cac thudc ha duding huyét dang udng/Insulin

Sir dyng ddng thdi clarithromycin va cac thudc ha duding huyét dang udng (nhu céc sulphonyluria) va/hogc insulin
¢6 thé [am gidm ddng ké duding huy&t. Can ki€m soat chat ché dudng huyét.

Cac thue chdng déng duding udng Clarithromycin
St dung ddng thdi clarithromycin va warfarin ¢ nguy cd gay chdy mau nghiém trong, téng chi s& INR

(international normalized ratio) vé thési gian prothrombin. Phai kiém tra thuéing xuyén chi s3 INR va thai gian prothrombin khi bénh nhan udng dang thesi
clarithromycin va cac thuéc chéng déng.

Can than trong khi sif dyng ddng théi clarithromycin véi thudc chéng ddng mau téc dyng tryc tiép nhu dabigatran, rivaroxaban va apixaban, dac biét ddi véi
nhiing bénh nhan cé nguy cd chiy mau cao (Xem muc TUONG TAC THUGQ).

Ta dugc

Clarithromycin ¢8m pha h&n dich uéng danh cho tré em cé chifa duding sucrose. Cac bénh nhan véi di truyen hiém khong dung nap dugc fructose, kém hdp
thu glucose-galatose hodc thiu hyt sucrose-isomaltase khéng nén sif dung dang bao ché nay.

Khi ké dan cho bénh nhan tiéu duding, can tinh dén ham lugng sucrose cd trong thudc.

7. TUONG TAC, TUONG KY CUA THUOC (1)

Viéc sif dung nhiing thudc sau bj chdng chi dinh nghiém ngét do kha nang cé nhiing téc ddng nghiém trong cia sy tuong tac thudc.

Cisapride, pimozide, astemizole va terfenadine

Tang ndng dd cisapride da dugc ghi nhin khi diing clarithromycin cling vdi cisapride. Digu ny din dén kéo dai khodng QT va loan nhip tim bao gdm: nhip
nha'nh that, rung thét va xodn dinh. Nhitng anh hudng tuang ty ciing da thdy & nhiing bénh nhan dung clarithromycin cling vdi pimozide (xem muc CHONG
CHI BINH).

D3 c6 bio cao cac macrolide dnh hudng dén chuyén héa cla terfenadine 13m ting ndng dé cla terfenadine ma ddi khi lién quan dén ching loan nhip tim
nhu kéo dai khoang QT, nhip nhanh that, rung thit va xodn dinh (xem muc CHONG CHI BINH). Trong mét nghién clu trén 14 ngudi tinh nguyén khoe
manh, ding clarithromyein cling lic véi terfenadine 13m tang ndng dé huyét thanh chat chuyén héa dang acid cla terfenadine lén 2-3 [an va kéo dai khodng
QT nhung khdng din dén cc dnh hudng ndo cb thé phét hién dugc trén 13m sang. Nhing anh hudng tuong ty khic cling dugic quan sét thay khi ding két
hgp astemizol va cac macrolide khac.

Alkaloid ndm cya ga

Nhiing bo céo hau thi truding cho thay ring ding ddng thdi clarithromycin vdi ergotamine hojc dihydroergotamine cé lién quan véi déc tinh cdp ctia ndm
cyfa ga déc trung bdi hién tugng co that mach, bénh thiéu méu cuc bé chi va nhiing mé khic bao gom cé hé thdng than kinh trung wdng. Chéng chi dinh
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k&t hop clarithromycin véi cac alkaloid ndm cya ga (xem muc CHONG CHI BINH).

Tai lidu théng tin thudc

7. TUONG TAC, TUONG KY CUA THUOC (2)

Midazolam dang udng @
Khi str dyng ddng thai midazolam vdi vién nén clarithromycin (500 mg hai lan mét ngay), AUC clia midazolam tang 1én 7 lan * F
sau khi diing midazolam dang uéng. Chdng chi dinh st dung ddng théi midazolam dang udng vdi clarithromycin KLAC’D

(xern myc CHONG CHI DINH). Clarithromycin
Thudc (c ché HMG-CoA reductase (cac thudc statin)

Khéng dugc ding ddng thdi clarithromycin vdi lovastatin hodc simvastatin vi céc thudc statin ndy chuyén hda phan I6n bdi CYP3A4, tang ndng do thudc
trong huyét tudng khi st dung ciing vdi clarithromycin, din tdi ting nguy co bénh Iy v& cd, ké ca ly gii cd van. B cé cic bdo cdo v& ly giai co van & bénh
nhén st dung clarithromycin cling vdi cac thudc statin nay. Néu can thiét phai digu trj bing clarithromycin, phai ngling st dung lovastatin hogc simvastatin
trong théi gian digu trj nay.

C4n trong khi ké toa clarithromycin vdi cic thudc statin. Trong céc truding hop bt budc phii sir dyng clarithromycin va céc thudc statin, khuyén co ké ligu
thdp nhat dugc dang ky cia thudc statin. Can nhic sif dung thudc statin khéng phy thude véo chuyén héa CYP3A (vi dy nhu fluvastatin). Bénh nhén can
dugc theo ddi v& cac dau hiéu va triéu chimg cic bénh ly vé ca.

Lomitapide

Chéng chi dinh sir dyng ddng thai clarithromycin vdi lomitapide do kha nang lam tang rd rét transaminase (xem muyc CHONG CHI DINH).

Nhiing tic déng clia céc thudc khéc 1én clarithromycin

Céc thudc gay kich (g hé théng enzym CYP3A4 (vi du : rifampicin, phenytoin, carbamazepine, phenobarbital, St John's Wort) cé thé [am tang chuyén héa
cia clarithromycin. Didu nay cé thé 1am cho ndng dé clarithromycin thap dudi ngudng didu tri, lam giam higu lyc diéu tri ca thudc. Hon nifa, ¢6 thé can
theo dai ndng dé huyét tudng cia cic thudc gdy kich Ung hé CYP3A4, ndng dd ndy c6 thé bj tang do clarithromycin c ché hé CYP3A4 (xem thdng tin san
phdm lién quan khi ding céc thudc gdy kich (ng hé CYP3A4).

St dyng ciing ltc clarithromycin va rifabutin lam ting ndng d rifabutin va gidm ndng d¢ clarithromycin trong huyét thanh, cling véi tang nguy cd viém
mang mach nho.

Nhitng thudc sau dugc biét hodc nghi ngd dnh hudng dén ndng 44 tuin hoan cla clarithromycin d6i khi 6 thé can phai digu chinh ligu hodc lva chon
phuang phép digu trj thay thé thich hgp.

Efavirenz, nevirapine, rifampicin, rifabutin va rifapentin

Nhiing thudc gdy cam (ng hé théng chuyén héa cytochrome P450 nhu efavirenz, nevirapine, rifampicin, rifabutin va rifapentine c6 thé lam tang sy chuyén
héa clia clarithromycin do dé 1am gidm ndng dé cla clarithromycin trong huyét tuang, trong khi dé ndng dé cia 14-OH-clarithromycin téng lén, chat
chuyén héa ndy ciing 6 hoat tinh khang khuan. Do hoat tinh khéng khuan cta clarithromycin va 14-OH-clarithromycin khéc nhau déi véi cac loai vi khudn
khac nhau, hiéu qua digu tri ¢6 thé bi dnh huding néu sir dung cling ldc clarithromycin véi nhitng chdt gdy cdm (ing enzym.
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) i = Tai liéu théng tin thude
7. TUONG TAC, TUONG KY CUA THUOC (3)

Etravirine -
N&ng dé cua clarithromycin bj gidm béi etravirin, tuy nhién, ndng dé cda chat chuyén héa cé hoat tinh, 14-OH-clarithromycin KLAC'D’
lai tdng. Do chét chuyén héa cé hoat tinh 14-OH- clarithromycin gidm hoat tinh d&i véi phifc hgp Mycobacterium avium complex

(MAC) nén hoat tinh chung déi véi téc nhan gay bénh cd thé bi thay d3i. Do vay, phai can nhic thay thé clarithromycin bing céc Clarithromycin
thudc khéc khi diu tri MAC & bénh nhan cé dung etravirine.

Fluconazole

S dung cing lic fluconazole 200 mg mdi ngdy va clarithromycin 500 mg 2 [an/ngay cho 21 ngudi tinh nguyén khée manh |am tang ndng d tdi thiéu (Cmin)
& trang thai dn dinh cla clarithromycin 1én 33% va dién tich dudi duding cong (AUC) Ién 18%. Nong dé & trang thai 8n dinh cla chat chuyén héa c& hoat tinh
14-OH-clarithromycin khéng bj anh hudng nhigu khi dung ddng thdi vdi fluconazole, Khéng can digu chinh ligu cla clarithromycin.

Ritonavir

M@t nghién clu duge ddng hoc chitg minh ring khi ding cling llc ritonavir 200 mg mdi 8 gi& v& clarithromycin 500 mg méi 12 gid, chuyén héa cla
clarithromycin gidm mét céch rd rét. Khi diing clarithromycin chung vdi ritonavir, Cmax tang 31%, Cmin tang 182% va AUC tang 77%. Uc ché hoan toan su tao
thanh 14-OH-clarithromycin. Do phd digu trj cla clarithromycin réng nén khong can thiét phai gidm ligu & nhitng bénh nhan 6 chifc nang than binh thuging.
Tuy nhién, d8i véi nhitng bénh nhan bj suy than, ¢an can nhac digu chinh ligu nhu sau: néu hé s3 thanh thai creatinine trong khoang tir 30 dén 60 mi/phdt, ligu
clarithromycin nén giam 50%, néu bénh nhan cé hé s6 thanh thai creatinine nhd hon 30 mi/phat, ligu can phai giam 75%. Khéng st dung quéa 1000 mg
clarithromycin mét ngay khi ding chung vdi ritonavir.

Nén xem xét diu chinh liu & bénh nhan suy than khi cé diing ritonavir phdi hgp vdi cac thudc (e ché enzym protease bao gdm atazanavir va saquinavir (xem
muc TUGNG TAC THUSC).

Anh huding cta Clarithromycin |én nhiing thudc khac

Céc thudc chéng loan nhip

Nhirng bao céo hau thj truting cho thay xodn dinh xuat hién khi sir dung ddng thdi clarithromycin vdi quinidine hoéc disopyramide. Nén kiém tra dién tim do
khoang QT trong qua trinh sif dung clarithromycin cling lic véi nhifng thudc nay. Trong qua trinh digu trj bang clarithromycin nén kiém tra ndng dé trong
huyét thanh cla nhirng thudc nay.

Pa c6 céc bdo cdo hau mai vé ha dudng huyét khi sif dung dong thdi clarithromycin vdi disopyramide. Do vay, can theo doi dudng huyét trong khi sif dung
ddng thdi clarithromycin vdi disopyramide.

Céc thude ha dudng huyét dang udng / Insulin

Clarithromycin (¢ ché CYP3A va c6 thé lién quan dén hodc gdy ra ha duding huyét khi sir dung ddng thai vdi mét s& thudc ha dudng huyét nhu nateglinide va
repaglinide. Can kiém soét chat ché duding huyét.
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Tai liéu théng tin thudc
7. TUONG TAC, TUONG KY CUA THUOC (4) .
Tuang tac qua CYP3A4 @ 7

Sir dung ddng thdi clarithromycin, dugc biét 13 chat (c chd CYP3A4, va mét thudc chuyén hda chi yéu qua CYP3A4 cd thé KLAC’DQ
1am ting ndng dé do vay c6 thé [am tang hodc kéo dai céc tac dung didu tri I3n téc dung bat Igi cua thudc ding ciing. Nén

luu ¥ khi st dyng clarithromycin trén nhitng bénh nhan dang digu tri bdng nhitng thudc khac dugc biét la chat nén cla enzym Clarithromycin
CYP3A4, dic biét néu chdt nén CYP3A4 c6 khoang an toan hep (vi duy, carbamazepin) va/hodc chat nén nay dugc chuyén héa

chd yéu bdi enzym nay. Nén luu y digu chinh liu, va theo dbi chat ché ndng dé huyét thanh clia nhirng thudc dugc chuyén

héa chi yéu qua CYP3A4 & nhitng bénh nhan dang dong thdi st dung clarithromycin.

Nhing thudc hodc nhém thudc sau duge biét hosc nghi ngd dugc chuyén héa qua ciing isozyme CYP3A4: alprazolam, astemizole, carbamazepin, cilostazol,
cisapride, cyclosporine, disopyramide, céc alkaloid ndm cya g3, lovastatin, methylprednisolone, midazolam, omeprazole, thudc chéng déng méu dang udng
(vi dy warfarin, rivaroxaban, apixaban), cac thudc dju than kinh khéng dién hinh (vi du quetiapine), pimozide, quinidine, rifabutin, sildenafil, simvastatin,
tacrolimus, terfenadine, triazolam va vinblastine, tuy nhién danh sach nay khéng hoan chinh. Nhimg thudc tuong téc theo céc cd ché tuong ty théng qua
céc isozyme khac trong hé théng cytochrome P450 bao gdm phenytoin, theophylline va valproate.

Thudc chéng déng dudng udng tic dung truc tiép (DOACs)

Chat chdng déng dudng udng téc dung tryc tiép dabigatran 13 chit n&n cho protein van chuyén P-gp. Rivaroxaban va apixaban dugc chuyén héa bdi
CYP3A4 va cling Ia chdt n&n cho P-gp. Can than trong khi sif dung ddng thai clarithromycin vdi nhing téc nhan nay, dic biét 14 d6i véi nhiing bénh nhan c6
nguy ¢d chdy mau cao (Xem muc CANH BAO VA THAN TRONG KHI DUNG THUSC).

Omeprazole

Sir dung clarithremycin (500 mg mdi 8 gid) ciing vdi omeprazole (40 mg/ngay) trén ngudi Idn khde manh. Nong dé trong huyét tudng & trang thai dn dinh
clia omeprazole ting 18n (C,,, tdng 30%, AUC,.,, t3ng 89% va thdi gian ban thai tang 34%) khi diing cling lic vdi clarithromycin. B pH dich vj trung binh
24 gid 1a 5,2 khi sir dung mét minh omeprazole va 12 5,7 khi dung chung omeprazole vdi clarithromycin.

Sildenafil, tadalafil va vardenafil

Mdi chdt c ché enzym phosphediesterase dugc chuyén hda, it nhat 13 mét phan, béi CYP3A4, va CYP3A4 c¢é thé bj dc ché khi ding dong thai
clarithromycin.

Sir dyng cling lic nhitng thudc ndy véi clarithromycin sé 6 thé 1am tang sy phoi nhiém cla cac chat (c ché enzym phosphodiesterase. Nén gidm ligu cla
nhirng thude nay khi diing dang thdi vdi clarithromycin,

Theophyline, carbamazepine

K&t qua cac nghién cliu 13m sang chimg minh ring ndng dé clia carbamazepin va theophyllin trong huyét tudng tang khiém tén nhung cd y nghia théng ké
(p=<0,05) khi dung cting liic vdi clarithromycin.

9LED-9C-NA
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7. TUONG TAC, TUONG KY CUA THUGC (5)

Con duding chuyén héa chi yéu cla tolterodine |a qua 206 isoform cla cytochrom P450 (CYP2D6). Tuy nhién, & nhimg

ngudi khéng cé CYP2D6, dudng chuyén héa nhan biét dugc Ia qua CYP3A4. O nhiing ngudi ndy, sy (rc ché CYP3A4 KLAC’DJg
s& 1am tang déng k& ndng dd clia tolterodine trong huyét thanh. Sy gidm ligu tolterodine c6 thé can thiét khi
c6 mat cac chat Uc ché CYP3A4 nhu 1a clarithromycin. Clarithromycin

Triazolobenzodiazepin (vi dy : alprazolam, midazolam, triazolam)

Khi diing ciing lic midazolam véi vién nén clarithromycin (500 mg, 2 [an/ngay), AUC cla midazolam tang 2,7 lan khi ding dudng tiém tinh mach. Néu ding
midazolam duéng tiém tinh mach ciing lic vdi clarithromycin, nén theo dai bénh nhan chat ché dé c6 thé digu chinh ligu. Dang thudc midazolam giai phéng
qua duding niém mac miéng, I3 duding cé thé bé qua théi trir tign hé thdng, s& c6 nhigu kha néng gip tudng tac thuéc tuong ty nhy tudng tac gap phai déi
v&i midazolam dang tiém tinh mach han [a tuong tic gdp phai khi diing midazolam dang uéng. Luu y tuong ty ddi vdi céc benzodiazepine khéc chuyén hda
qua CYP3A4, bao gdm triazolam va alprazolam. B&i vdi cic benzodiazepine ma sy dao thai khéng phu thudc véo CYP3A4 (temazepam, nitrazepam,
lorazepam), syf tudng téc quan trong cd ¥ nghia lam sang hau nhu khdng xdy ra khi diing ciing clarithromycin.

D3 ¢b cic béo cdo sau khi dua thudc ra thi trudng vE cic tuong tic thudc va nhitng dnh hudng dén hé thin kinh trung wong (v dy budn ngl va 1 13n) khi
diing cting liic clarithromycin i triazolam. Nén theo dai tac dung Ién hé than kinh trung yong & bénh nhén ding thudc.

Nhitng tuong tac thudc khéc

Colchicine

Colchicine 13 chdt nén cho ci CYP3A4 va protein van chuyén P-glycoprotein (Pgp). Clarithromyein va cic macrolid khac c ché CYP3A4 va Pgp. Khi ding
clarithromycin ciing ltc véi colchicine, sy (c ché CYP3A4 va/hay Pgp do clarithromycin c6 thé dén dén tang phai nhiém vdi colchicine. Chéng chi dinh sif dyng
ddng théi clarithromycin va colchicine (xem muc CHONG CHI BINH, CANH BAO VA THAN TRONG KHI DUNG THUGC).

Digoxin

Digoxin Ia chdt nén cho chdt vén chuyén P-glycoprotein (Pgp). Clarithromycin tc ché Pgp. Khi ding chung clarithromycin va digoxin, sy Uc ch& Pgp bdi
clarithromycin cé thé lam tang sy phai nhiém digoxin. D& cé bao céo v& sy ting ndng dé digoxin trong huyét thanh & bénh nhan ding cing lic digoxin va
clarithromycin. Mét s& bénh nhan cé nhimng déu hiéu 1am sang cda nhiém déc digoxin, bao gom céc rdi loan nhip tim 6 kha nang gdy t&r vong. Nén theo dai
chét ché ndng dé digoxin huyét thanh & nhitng bénh nhan ding clarithromycin va digoxin cing ldc.

Zidovudine

Udng ciing liic clarithromycin dang phéng thich nhanh va zidovudine & cic bénh nhan ngudi 1én nhiém HIV c6 thé dn dén gidm ndng d¢ zidovudine & trang
thai 8n djnh. Vi clarithromycin anh hudng dén hdp thu cia zidovudine khi udng ciing lic, nén cé thé trénh dugc tuang téc ndy bing cach ding clarithromycin
va zidovudine & cic thdi diém cich xa nhau. Tuong tic ndy khdng xdy ra & bénh nhi nhiém HIV ding hdn dich clarithromycin vdi zidovudine hodc
dideoxyinosine. Cac nghién clu tudng tac thudc tuang ty vdi vién nén clarithromycin dang phéng thich cé digu chinh vdi zidovudine chua dugc thyc hién.

9LE0-92-NA
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7. TUONG TAC, TUONG KY CUA THUOC (6) FARu diling fn thec

Phenytoin va Valproate
P4 c6 bio céo ty phit hodc dugc cdng bé v tuong tac cla cic thudc (e ché hé CYP3A4, bao gdm ca clarithromycin

vdi céc thudc cho ring khéng bi chuyén héa bdi CYP3A4 (vi dy phenytoin va valproate). Can xdc dinh ndng dé huyét thanh =
clia céc thudc nay khi sir dyng cling véi clarithromycin. Da cé béo céo vé tang ndng dd huyét tuong cla cac thudc trén. KLAC’D
Tuong téc thudc hai chigu Clarithromycin
Atazanavir

Ca clarithromycin va atazanavir déu |3 chat nén va 13 chdt (tc ché clia CYP3A4, va cd bing ching vé& sy tudng téc thudc 2 chiu. Dung cling ldc
clarithromycin (500 mg 2 [an/ngay) véi atazanavir (400 mg ngay mét Ian) lam tang sy phai nhiém vdi clarithromycin lén 2 [an va gidm 70% sy phdi nhiém
véi 14-OH-clarithromycin, ting 28% AUC cla atazanavir. Do clarithromycin c6 khoang diu trj réng nén sy giam ligu clarithromycin 1a khéng can thiét &
nhitng bénh nhan ¢é chifc nang than binh thudng. & nhimg bénh nhan suy than mic dd trung binh (dé thanh thai creatinin 30 dén 60 ml/phat), ligu cla
clarithromycin nén gidm 50%. DSi véi nhitng bénh nhn c6 dé thanh thai creatinin nhd hon 30 mi/phdt, ligu clarithromycin nén gidm 75% va nén ding
dang thudc hgp ly. Khéng nén diing két hgp clarithromycin lidu 1000 mg/ngay vdi nhirng thudc (c ché protease.

Céc thubc chen dong Calcium

Thén trong khi sir dung ddng théi clarithromycin vdi cac thudc chen dong Calcium chuyén héa qua CYP3A4 (nhu verapamil, amlodipine, diltiazem) do nguy
<o ha huyét 4p. Ndng dd trong huyét tuong clia clarithromycin va cic thudc chen dong Calcium cd thé tang do tuong tac thude. Da quan sét thdy ha huyét
4p, loan nhip tim cham va nhiém acid lactic & cac bénh nhan sit dung dong thdi clarithromycin va verapamil.

Itraconazole

Ca clarithromycin v itraconazole déu I3 chdt nén va chat c ché CYP3A4, d3n dén mdt tuong téc thudc 2 chigu. Clarithromycin ¢6 thé 1am tang ndng dé
huyét tuang cla itraconazole, trong khi dé itraconazole c6 thé lam ting ndng dé trong huyét tudng cla clarithromycin. Nhitng bénh nhén dang sif dung
cling lic clarithromycin va itraconazole nén dugc theo déi chit ché nhirng dau hiéu hodc triéu chiing do tac dung dugc ly tang hodc kéo dai nay.
Saquinavir

Ca clarithromycin va saquinavir d&u 13 ch&t nén va 14 chat (e ché cla CYP3A4, v3 d3 c6 bang ching v& sy tudng tic 2 chigu. Dung két hgp clarithromycin
(500 mg 2 lan/ngay) va saquinavir (vién nang gelatin mé&m, 1200 mg 3 lan/ngay) cho 12 ngudi tinh nguyén khde manh 1am tang AUC & trang théi 8n dinh
lén 177% va Cmax lén 187% so vdi ding riéng saquinavir. Gid trji AUC va Cmax cla clarithromycin vao khodng 40% cao hdn so vdi ding riéng
clarithromycin. Khéng can digu chinh ligu khi ding déng théfi 2 thude ndy trong mét thdi gian nhdt dinh & ligu/dang thudc nghién cifu. Nhifng quan sat tir
nhitng nghién clfu vé tuang tac thudc sl dung dang vién nang gelatin mém cé thé khéng gidng nhu khi diing vién nang gelatin cling cla saquinavir.
Nhitng quan sat tir nhiing nghién ciiu tudng tac thudc duge thuc hién chi véi saquinavir cé thé khdéng gidng nhiing tac dung thdy dugc khi digu tri véi
saquinavir/ritonavir. Khi ding chung saquinavir va ritonavir, nén luu y téc dung tiém &n clia ritonavir lén clarithromycin (xem CANH BAO VA THAN TRONG
KHI DUNG THUGC, TUONG TAC THUGC).

Tudng ky: Khdng cé

Hén dich d3 pha ¢4 thé diing cling hodc khdng cling vdi bia an, va cd thé udng cling vdi sifa.

9LE0-92-NA
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8. KHA NANG SINH SAN, SU DUNG THUGC CHO PHU NU €O THAI
VA CHO CON BU

Phy ni ¢é thai
Tinh an toan cla clarithromycin sif dyng trong thdi ky mang thai chua dugc thiét [ap. Dua trén cic két qua khac nhau thu Clarithromycin
dugc tif cac nghién clu trén dong vét va kinh nghiém & ngudi, khéng thé loai trir kha nang anh hudng xu dén sy phét trién

clia phéi thai. Mgt s6 nghién cfu quan sét dénh gié viéc tiép xiic vdi clarithromycin trong tam ca nguyét thir nhat va tht hai

da béo céo nguy cd sdy thai ting Ién so vdi khdng st dung khéng sinh hodc st dung khang sinh khic trong cling thdi ky. Cac

nghién cfu dich t& hoc hién 6 v& nguy cg méc cic dj tit bdm sinh ndng khi sif dung macrolid bao gdm ca clarithromycin

trong thdsi ky mang thai cho k&t qua trai ngugc nhau. Vi vy khéng nén sir dung clarithromycin trong thédi ky mang thai hodc

cho con b trir khi lgi ich 16n hon nguy ca.

Phy ni¥ cho con bd

Mgt lugng nho clarithromycin dudc bai tiét vao sira me. Ngudi ta udc tinh ring mét tré so sinh bl sa me hoan toan sé& nhan

dugc khoang 1,7% ligu lugng clarithromycin @3 diéu chinh theo can nang cia ngudi me.

Tinh an toan cla clarithromycin trong théi ky cho con bid chua duge thiét Iap.

Kha nang sinh san

Céc nghién citu vé kha nang sinh san trén chudt khdng thé hién bat ky mét bing ching ndo v& cic tac hai cla viéc sif dung

clarithromycin Ién kha nang sinh san.

9L€0-92-NA

9. ANH HUGNG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY M6c

Chua c6 béo céo vé tac dong clia thudc trong khi 14i xe va van hanh may moc.
Nén khuyén cdo bénh nhan v& nguy cd hoa mét chéng mit, 13n 1dn, mat phuong hudng cé thé xdy ra khi sir dung thudc
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10. TAC DUNG KHONG MONG MUGN CUA THUOC (1)

Céc téc dyng khéng mong mudn phd bién lién quan tdi didu tri clarithromycin 13 dau byng, tiéu chdy, budn nén, nén va loan ®
v gidc. Nhirng phan (ing khdng mong muén nay thuéing nhe va da dugc biét nhu I3 tic dung khéng mong mudn cla cic KLAC’D
thudc macrolide. Trong cc nghién ciru 1dm sang, khéng cé sy khac nhau dang ké v& ty |8 gép tac dung khdng mong mudn
trén duding tiéu héa trén bénh nhén cé hodc khéng nhiém mycobacterial trudc dé. Bang dudi day néu ra nhiing tac dung
khéng mong mudn dugc bdo cdo & nhitng bénh nhan dang st dung clarithromycin trong nhitng nghién citu ldm sang va bao
cdo sau khi dua thudc ra thj trudng. Nhiing tac dung khéng mong mudn nay dugc sdp xép theo hé thdng cla cd thé va tan
sudt xudt hién, quy udc nhu sau: rat thudng gap (21/10), thudng gap (21/100 - <1/10), it gédp (21/1000 - <1/100) va khéng
rd (phan ng ghi nhan dudc tir dua thudc ra thj trudng, khéng thé danh giad dugc tir dif liéu sdn cd). Vdi mdi nhém tan sudt,
phan dng khéng mong mudn dugc trinh bay theo mifc d¢ nghiém trong giam dan.

Clarithromycin
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10. TAC DUNG KHONG MONG MUON CUA THUOC (2)
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10. TAC DUNG KHONG MONG MUON CUA THUOC (3)
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* Do cic phan img nay duee bdo cdo tink nguyén tir cdng ddng véi o miu khong xic dinh, khong thé
woe hugng chinh xdc tin suit hofic thiét Lip duge mdi quan ¢ nhin-qui véi thude sir dung. Udc tinh trén
1 1y bdnh phin did tri-ngay véi claritt i

** Trong mit s0 bao cdo vé ly gidi co vin, clarithromycin di duye sir dyung dong thai voi cde thude khie
dwge biét ¢6 lign quan 16 ly gidi co vin nhu cie thube statin, fibrat, colehicin hoje allopurinol.

! Phin img khéng mong mudn duwgv béo cdo chi véi dang bio ché bt pha dung dich tiém

* Phin img khing mong mudn duec bio cdo chi vai dang bio che vién nén phong thich chim

? Phin tmg khéng mong mudn duge bio cdo chi vdi dang bao ché com pha héa dich udeg

4 Phan mudn d cdo chi véi ché vién nén

Tan sudt, loai va mic d¢ nghiém trong clia céc téc dyng bat Igi & tré em dugc coi 13 gidng nhu & ngudi ldn.

B&nh nhan nhi suy gidm mién dich O bénh nhan AIDS va nhitng bénh nhan suy gidm mién dich khdc dugc digu tri nhiém mycobacterium vdi ligu cao

Tai liéu théng tin thudc

Clarithromyein

9LE0-92-NA

clarithromycin trong thdi gian dai, rit khd phan biét dau 13 téc dung bat Igi gdy ra do clarithromycin hay 12 triéu ching cla bénh HIV hodc bénh hién tai.

Mét 53 Iugng 6 han bénh nhan nhi AIDS da dugc digu tri nhim mycobacterium bang clarithomycin hdn dich danh cho tré. Nhing tic dung khéng mong
mudn thudng gip nhat, loai bé nhitng biéu hién do tinh trang bénh Iy hién tai clia bénh nhan Ia: U tai, diéc, ndn, budn ndn, dau bung, ban xudt huyét, viém
tuy va tang amylase. Nhing xét nghiém can 14m sang cho nhiing bénh nhan nay dudgc tién hanh bing cach phan tich nhiing thong s& qua bét binh thudng
(c6 nghia Ia qué cao hay qué thap) bng xét nghiém déc hiéu. Dya vao nhing tiéu chudn ndy, mét bénh nhan nhi nhiém AIDS dung clarithromycin it han 15
mg/kg/ngay cé bilirubin todn phan tang bat thuding; trong s6 nhitng bénh nhén dung clarithromycin tir 15 dén <25 mg/kg/ngay, cé mét béo céo 1a SGPT,
BUN ting bat thudng va gidm dang ké s6 lugng tiéu cau. Khdng cé gid tri bt thudng nghiém trong nao cla nhing thong s6 nay dugc béo céo & nhing

bénh nhén sif dung ligu cao nhat clarithromycin (25 mg/kg/ngay).
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11. CAC BAC TiNH DUQC LY (1)

DUQC LUC HOC

Nhém digu tri: Khang vi khudn téc dung toan than, macrolide. \
Ma ATC: JO1FAQS. 2 8 KLAC’D
Vi sinh hoc Clarithromycin
Clarithromycin cé tic dung khéng khudn do gan vao ti€u dan vj ribosom 50S & cac vi khudn nhay cam va (e ché

qué trinh sinh téng hgp protein & cdc vi khudn dé.

Clarithromycin da dugc chiing minh I3 ¢4 hoat tinh in vitro rat manh vdi cdc ching vi khudn chuan trong phdng thi nghiém va cac ching phan 13p dugc
trén ldm sang. Thudc ¢6 tac dyng manh vdi nhigu vi khudn Gram (-) v& Gram (+) hi€u khi va ky khi. Cac ndng @& (c ché tSi thiéu (MICs) cla
clarithromycin thudng manh han mét dé pha loang log2 so vdi MICs cla erythromycin,

Céc dir kién in vitro cling cho thdy clarithromycin ¢ hoat tinh rat manh vdi Legionella pneurnophila, Mycoplasma pneumonige va Helicobacter
(Campylobacter) pylori. Cac dir kién in vitro va in vivo cho thay khang sinh nay ¢ hoat tinh vdi céc loai Mycobacterium ¢6 y nghia 1am sang. Céc dir kién
in vitro cho thdy Enterobacteriaceae, pseudomonas species va céc truc khudn Gram (-) khéng lén men lactose khong nhay vdi clarithromycin.
Clarithremycin cé hoat tinh chdng lai hau hét cac chiing vi sinh vat sau déy ca in vitro va trong 1am sang nhu néu & trong phian CHI BINH.

Vi khudn Gram (+) hiéu khi:
Staphylococcus aureus
Streptococcus pneumaniae
Streptococcus pyogenes
Listeria monocytogenes

Vi khu@n Gram (-) hiéu khi:
Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae
Legionella pneumophila

9LE0-92-NA
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11. CAC PAC TINH DUCC LY (2)

Céc vi khuan khac Vi khuan Gram (+) hiéu khi: »
Mycoplasma pneumoniae Streptococcus agalactiae K LAC ’D

Chlamydia pneumoniae (TWAR) Lién cau khuén (nhém C, F, G) Clarithromycin
Mycobacteria Lién cdu khudn nhém viridans

Mycobacterium leprae Vi khuan Gram (-) hiéu khi:

Mycobacterium kansasii Bordetella pertussis

Mycobacterium chelonae Pasteurella multocida

Mycobacterium fortuitum Vi khuan Gram (+) ky khi:

Mycobacterium avium complex (MAC) bao gom: Mycobacterium Clostridium perfringens

avium va Mycobacterium intracellulare Peptoceccus niger

Sy san sinh Beta-lactamase khéng c¢é anh hudng ddi véi hoat Propionibacterium acnes <
tinh cla clarithromycin. Vi khudn Gram (-) ky, khi: =
Ghi chu: Hau hét cac ching tu cau khang methicillin va oxacillin Bacteroides melaninogenicus 1'\)
deu khang vdi clarithromycin. Xoan khuan o
Helicabacter Borrelia burgdorferi =
Helicobacter pylori Treponema pallidum oy
Trong céc nudi cdy thuc hién trudc khi digu tri, da phan lap dugc Campylobacter Sl
H. pylori va xéc dinh MIC cla clarithromycin & 104 bénh nhan. Campylobacter jejuni

Trong d6, 4 bénh nhan cé chiing vi khudn khang thudc, 2 bénh

nhén ¢4 chiing vi khudn nhay cam trung binh va 98 bénh nhan Chét chuyén hoa chinh cla clarithromycin & ngudi va cac dong vét

(] ch:.lng Yl khuen_pha_y cam vdi clarl_thromycm.' L . linh truéng 13 mét chdt cd hoat tinh v& mit vi khuan hoc, 14-OH
D3 o nhing s6 liéu in vitro sau day nhung ¥ nghia lam sang clarithromycin. Chat chuyén hod nay ciing ¢6 hoat tinh bing hoic
chua r. Clarithromycin c6 hoat tinh in vitro chéng lai hau hét kém tir 1 dén 2 Ian so véi din chat sinh ra né ddi véi phan lon vi
céc ching vi sinh vat sau; tuy nhién, dé an EOé':‘ va !’neu qua cua khudn, ngoai trif vdi H. influenzae hoat tinh clia nd manh gdp déi.
clarithromycin trong diéu tr cac nhigm khudn lam sang do cac vi Chat chuyén hod 14-OH va din chét sinh ra né ¢6 tic dung hiép
khudn nay chua dugc danh gia trong cac thlr nghiém lam sang dbng hodc bd trg trén H. influenzae in vitro va in vivo, tuy thudc
thich hop va c6 kiém ching. vao tiing chiing vi khuan.
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11. CAC PAC TiNH DUGC LY (3) 72\

Ngudsi ta nhan thy 13 clarithromycin c6 hoat tinh manh gdp 2 dén 10 [an so véi erythromycin trong nhigu mé hinh nhiém -
khudn & déng vét thuc nghiém. Ching han nhu clarithromycin c6 téc dung hon erythromycin & chuét nhét bj nhigm khudn K LAC’D‘
toan than, apxe dudi da, va nhiém khudn dudng hé hdp do S. pneumoniae, S. aureus, S. pyogenes, va H. influenzae. & chuét

lang bi nhiém Legionella, tac dung nay cang rd rét hdn nhigu; vdi ligu clarithromycin 1,6 mg/kg/ngay tiém trong mang bung Clarithromycin
hiéu qua hon erythromycin 50 mg/kg/ngay.

Cac thir nghiém v& tinh nhay cam

Cac phudng phép dinh lugng yéu ciu do dudng kinh ciia vong vé khuan cho ta dy dodn chinh xc nhat vé tinh nhay cdm cla khang sinh. Ngudi ta
khuyén cdo quy trinh diing nhiig dia c6 tm 15mcg clarithromycin @€ thit nghiém tinh nhay cam; phan tich xem mdi tuong quan gidia duting kinh viing
vd khusn trén céc dia thif nghiém ndy véi cic gid tri MIC cla clarithromycin. Gi4 tri MICs dugc xac dinh bing phudng phép pha loang thach hodc nudc
canh thit. Méi truding thif nghiém dugc khuyén céo diing d& dénh gid tinh nhay cim clia Haemophilus influenzae I3 M&i trudng thir nghiém Haemophilus
(Haemophilus Test Medium: HTM) ciia Uy ban Quéc gia v& Céc tiéu chudn Xét nghiém Lam sang (NCCLS).

Sy tuong quan vé duding kinh céc viing bi Uc ché trén dia véi cac MIC dugc cho biét & bang sau day:
Cac tiéu chuan phan tich danh gia clarithromycin V6i ky thudt trén, mdt ghi nhan v xét
Puong kinh vimg vo MIC (mecg/mD nghiém “nhay cdm” chi 13 rang vi khudn
khuan (um) dang géy nhiém s& dap ing tét khi digu
z tri. Ghi nhan "khéng thudc® s& chi ra
Vi kboia $ : = ] : R ring vi khudn gdy nhiém sé& khéng ddp

Tt ca cac vi khuan (Trir Haemophilus va Ty | 218 14-17 | <13 <1 2.4 | =8 {ing véi diu tri. Ghi nhan I3 “nhay trung

cau khuan) - binh* ggi y rdng tic dyng didu trj cla
Tu cau khuan 220 - <19 <05 | - 21 thudc c¢é thé con chua rd hodc la vi
Haemophilus influercae thit nehiém véi HTM*® | >13 11-12 | <10 <8 16 >32 | khudn cé thé nhay cdm khi tang ligu cao
* HTM: Moi truong thir nghiém Haemophilus hon (igu ndy cing dugc gei 1a nhay
§=Nhay cam [ = Trung binh R=Khéng thude cém & mikc viza).
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11. CAC PAC TiNH DUQC LY (4)

DUGC BONG HOC »
Hap thu |
Céc dir kign dugc dong hoc khdsi dau thu dugc vdi cc dang vién clarithromycin. Céc dir kign do cho thay thude dugc KLAC’D
hdp thu nhanh qua duding tiéu héa va sinh kha dung tuyét di cla clarithromycin vién nén 250 mg vao khoang 50%. Clarithromycin

Ca hai qué trinh hdp thu va hinh thanh chat chuyén héa cé hoat tinh khang khuan, 14-OH-clarithromycin, déu bi

thifc an 13m cham lai mdt chdt, nhung pham vi sinh kha dung khéng bi anh hudng khi ding thudc & trang thai no.

Phén b, bién ddi sinh hoc va thai tris

In vitro: Cic nghién ciu in vitro chi ra ring mic gén két cla clarithromycin véi protein huyét tuong ngudi trung binh khodng 70% & nhimg néng dé thdy
trén 13m sang tir 0,45 dén 4,5 meg/ml.

& ngudi binh thudng: sinh kha dyng va dugc ddng hoc cia dang hén dich clarithromycin cho tré em da dugc nghién ciu & ngudi I6n va bénh nhan tré
em. Mt nghién citu vdi ligu duy nhit & ngudi Idn cho thy tinh sinh kha dung chung cla dang thudc cho tré em tuong duong hodc Ién hon mét it so véi
dang vién nén (ham lugng mai vién I3 250 mg). Cling nhy dang vién nén, sif dung dang thudc cho tré em cling vdi thiic &n 1am chdm mot chit sy khai
phat qua trinh hdp thu nhung khéng anh hudng dén sinh kha dung chung ctia clarithromycin. So sénh ndng dé tGi da, AUC va thi gian bén hly clia
clarithromycin dang thudc nhi khoa (diing lic khéng déi) 1a 0,95 meg/ml, 6,5 meg gid/ml, va 3,7 gid, tudng tu véi dang vién nén 250 mg (dung lic déi) la
1,1 mcg/ml, 6,3 meg gids/ml va 3,3 gid.

Trong mét nghién citu da ligu vdi ngudi I6n ding ligu 250 mg méi 12 gi&s hdn dich clarithromycin cho tré em ndng do én dinh trong mau dat dugc vao
khodng thai gian cta lidu ding thir 5. Cac thong s8 dugc ddng hoe sau ligu thir 5 cla dang hdn dich clarithromycin cho tré em la: Cmax 1,98 meg/ml, AUC
11,5 mcg gi&/ml, Tmax 2,8 gi¢), T1/2 3,2 gi& cho clarithromycin va tudng (ng |4 0,67; 5,33; 2,9 va 4,9 cho 14-OH-clarithromycin.

& ngudi khée manh lic déi, nong dé dinh & huyét thanh dat dugc trong vong 2 gid sau khi udng. Vdi ligu ngay 2 [an, cir 12 gi& dung mét vién 250 mg,
ndng dé dinh & trang théi &n dinh trong huyét thanh cla clarithromycin dat dugc sau 2-3 ngdy va khodng 1 mcg / 1 ml. Cac ndng d¢ dinh J huyét thanh
tif 2-3 meg/ml véi ligu 500 mg mdi 12 gi&y/1 [an.

Théi gian bén hiy ca clarithromycin vao khoang 3-4 gi&s véi ligu 1 vién 250 mg diing 12 gid/1 Ian, nhung tang lén dén 5-7 gid vdi ligu 500 mg/12 gid.
Chét chuyén héa chinh, 14-OH-clarithromycin, dat ndng dé dinh 8n dinh khodng 0,6 meg/mi va 6 thi gian ban hiy 13 5-6 gid sau liéu 250 mg/12 gid.
Vdi lidu 500 mg/12 gi¢4, ndng dd dinh & trang théi 8n dinh clia 14-OH-clarithromycin hoi cao hon (dén 1meg/ml) vé thai gian bén hly clia né khoang 7
gid. Vdi méi ligu diing, ndng dé & trang thai 8n dinh cla chét chuyén héa nay thudng dat dudgc trong vong 2-3 ngay.

Khoang 20% ligu udng 250 mg/mdi 12 gi¢f dugc do thai qua nudc tidu & dang clarithromycin khéng bién d8i. Sau lizu 500 mg/méi 12 gids, sy thai qua
nudc tiéu & dang khéng bién ddi 1 khodng 30%. Tuy nhién, dd thanh thai & than cla clarithromycin lai tuong ddi khéng phu thude vao ligu ding va xdp i
bing mifc @6 loc cau than binh thudng. Ngodi ra, chat chuyén héa chinh thiy cé & nudc tiéu 13 14-OH- clarithromycin chigm khodng 10% - 15% cho véi
liu ding 250 mg hodc 500 mg mdi 12 gids.
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11. CAC PAC TiNH DUQC LY (5)

Bénh nhan: Clarithromycin va chat chuyén héa 14-OH dugc phan bs ngay vao cac mé va dich cd thé. Néng dé & cic mé
thuding cao haon vai lan so vdi ndng dé & huyét thanh. Cac thi du v& ndng dd & md va huyét thanh dugc trinh bay dudi day:

Nong 45 (Sau lién 250 mg moi 12 giv)
Loai md Mas { megig) Huyét thanh (mcg/nL)
Amidan 1.6 0.8
Phoi 8.8 1,7

& céc bénh nhi c3n digu tri khang sinh udng, clarithromycin da dugc chiing minh ¢ sinh kha dung t8t véi cic dac diém dugc déng hoc phi hop véi cic
két qua trudc day & ngudi I&n ciing duing loai hén dich dé. Cac két qua cho thdy thudc hdp thu nhanh va manh & tré em, ngoai trlr khdi phat qué trinh
hap thu hai chdm, thitc an hinh nhi khdng anh hudng rd rét dén sinh kha dung va cac dac diém duge déng hoc cla thude. Cac thong sé dugc dong hoc
g trang théi 8n dinh cla clarithromycin dat dugc sau lidu thr 9 & ngdy digu tri thi 5 nhy sau: Cmax 4,60 mecg/ml; AUC 15,7 mcg gig/ml va Tmax 2,8 gid.
Cac tri s6 tudng (g clia chdt chuyén héa 14--OH la: 1,64 mcg/ml; 6,69 mcg gig/ml va 2,7 gid. Thdi gian ban huy dudc xac dinh 1a khoang 2,2 gid vdi
phirc hgp me va 4,3 vdi chdt chuyén héa.

mét nghién clu khac, thu thap dudc cac thong tin v tinh thdm cda clarithromycin vao dich & tai gitfa cia bénh nhan bj viém tai gitra, Khoang 2,5 gi&s
sau khi duing ligu thir 5 (véi ligu 7,5 mg/kg, ngay 2 [an) ndng dé trung binh cla clarithromycin 1a 2,53 mcg/g va chat chuyén hda 14-OH la 1,27 mcg/g &
dich tai gilta. Nong d9 clia chat chuyén hda 14-OH clia thudc me thuding cao gap 2 lan so vdi ndng dé tuong (ng & huyét thanh,
Suy gan: Nong dé & trang thai én dinh cla clarithromycin & bénh nhén bj réi loan chic ndng gan khéng khéc so véi ngudi binh thuting, tuy nhién ndng
dd cla 14-OH-clarithromycin lai thip hon & nhiing ngudi bj tén thudng gan. Sy gidam hinh thanh 14-OH-clarithromycin mét phan la do tang dé thanh
thai & than cua clarithromycin & nhiing bénh nhan réi loan chic nang gan khi so vdi nhitng ngudi khoé manh.
Suy than: Dugc @dng hoc clia clarithromycin cing bj bién d@6i & bénh nhan bj t&n thuong chic nang than da udng nhidu ligu 500 mg. Céc ndng dé huyét
tuang, thdi gian ban hiy, Cmax va Cmin cla ca clarithromycin 13n chat chuyén héa 14-OH d&u cao hon va AUC Idn hon & bénh nhén bi tén thuong than
50 véi ngudi khde manh. Mic dé khac biét clia nhing théng s6 nay ¢ lién quan dén mirc dé t6n thuong thén, tén thuong than cang nang thi sy khac
biét cang rd rét (xem LIEU DUNG VA CACH DUNG).
Ngudi cao tudi: Mt nghién cltu so sanh & ngudi tré tudi, khde manh va & ngudi cao tudi, khée manh udng nhiu ligu 500 mg clarithromycin cho thay
nong dé huyét tuong cao han va sy théi trir chdm hon & nhém ngudi cao tudi so v&i nhém ngudi tré tudi. Tuy nhién, khéng cd sy khac bigt gida hai
nhém khi d6 thanh thai clarithromycin & thén c6 lién quan dén dé thanh thai creatinin. Tl d6 rat ra k&t ludn la bat ci tac dung gi do ding clarithromycin
déu lién quan tdi chirc ndng than chir khéng lién quan dén tudi bénh nhan.
Bénh nhan nhiém Mycobacterium: ndng dé & trang thai 8n dinh cla clarithromycin va 14-OH- clarithromycin ghi nhdn dugc sau khi ding nhimg ligu
théng thudng & bénh nhan nhiém HIV (vién nén cho ngudi Idn, hdn dich cho tré em) déu tuong ty nhu & ngudi binh thudng. Tuy nhién, & ligu cao han
can dé digu trj cac nhiém Mycobacterium, ndng dé clarithromycin ¢4 thé cao han so véi khi diing ligu théng thudng.
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11. CAC DAC TINH DUQC LY (6) KLACID

Clarithromycin

O tré em bi nhiém HIV diing ligu 15-30 mg/kg/ngay clarithromycin chia lam 2 ligu, céc tri & v& Cmax thudng tir 8-20 meg/ml. Tuy nhién, cac tri s8 Cmax
cao tdi 23mecg/ml da dugc ghi nhan & bénh nhi nhiém HIV dung ligu 30 mg/kg/ngay chia 2 Ian & dang hdn dich cho tré em. Thdi gian béan hiy & cac ligu
cao kéo dai han so vdi két qua ding ligu binh thuéing & ngudi khoé manh. Cac nong dé huyét tuong cao hon va thdi gian ban thai dai han & céc ligu d6
dau pht hop véi tinh khéng tuyén tinh da biét trong dugc déng hoc cla clarithromycin.

12. CAC DU LIEU AN TOAN TIEN LAM SANG (1)

Céc nghién cltu vé déc tinh cdp va ban cdp do diing duting udng

Céc tri 6 v& LD50 (ligu gdy chét 50%) cap tinh cla clarithromycin dang hén dich udng & chuét nhét 3 ngay tudi 1a 1290 mg/kg (chudt duc) va 1230 mg/kg
(chudt céi). Cac tri s6 LD50 & chudt céng 3 ngay tudi 13 1330 mg/kg (chudt duc) va 1270 mg/kg (chuét cai). DE so sénh, ligu LD50 clarithromycin udng I3
vao khoang 2700 mg/kg cho chudt nhat trudng thanh va khoang 3000 mg/kg cho chuét cdng trudng thanh. Céc két qua nay déu phl hgp vdi céc khéng
sinh khéc & nhém penicilin, nhém cephalosporin va nhém marcrolid, trong dé LD50 thuéing thap hon & stic vét tré so vdi cac con ¢6 tudi Idn hon.

& ca loai chudt cdng va chudt nhit, trong lugng cd thé bj gidm hodc sy ting cin c6 thé bj kim ham, cic phan xa bl va clr ddng ty nhién dau bj giam di
trong vai ngdy dau sau khi diing thudc. M3 tir thi cic chudt chét cho thdy phdi cé mau do s3m & chudt nhat va & khoang 25% chudt cdng; cic chuét cdng
da ding ligu 2197 mg/kg hoic han béng hdn dich clarithromycin ciing nhan thdy cé chat mau dé s3m & rudt, ¢é thé do bj xuat huyét. Cac chudt chét dugc
xem la do suy yéu vi khong bl me dugc hodc xudt huyét ruét.

Chuét céng trudc cai sita (5 ngay tudi) cho ding hén dich clarithromycin trong hai tudin vdi ligu 0, 15, 55 va 200 mg/kg/ngay. Cac chudt & nhém 200
mg/kg/ngay cé trong lugng cd thé giam, trj s6 hematocrit va hemoglobin trung binh gidm va trong Iugng than trung binh tudng déi tang lén so vdi céc
con chuét & nhdm chiing. Sy thodi hod khéng bao da & tir nhe dén trung binh do dung thudc & bi€u mé duding mét trong gan va tang tan suat cac tén
thudng than ciing nhén thdy & cdc con chudt nhém ding thudc. Ligu khéng gay déc tinh & thi nghiém nay Ia 55 mg/kg/ ngay.
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12. CAC DU LIEU AN TOAN TIEN LAM SANG (2)

M6t nghién clu v& doc tinh ding dudng udng dugc tién hanh & cic chudt cdng chua trudng thanh cho dang hdn dich
clarithromycin trong 6 tuln vdi liBu hing ngay 0, 15, 50 va 150 mg/kg/ngay. Khéng con chudt nao bj chét va du hiéu lam sang duy KLAC’D
nhét ghi nhin dudc 12 sy tiét nudc bot qud mifc & mdt s8 con & ligu cao nhat sau 1-2 gi& ding trong dgt digu trj dai 3 tuan. Cac

chudt cdng & nhém diing ligu 150mg/kg ¢é trong lugng cd thé trung binh thdp han trong 3 tuin dau va c6 tri 6 albumin huyét Clarithromycin
thanh trung binh gidm di va trong lugng gan tudng dng trung binh tang lén so vdi nhém ching.

Khéng nhén thdy cé cic bién d&i vé mé hoc bénh Iy vi thé va dai thé cd lién quan dén dung thude. Ligu 150 mg/kg/ngay gdy déc tinh nhe & cac chudt cdng
diing thudc va ligu “khéng c6 hiéu lyc” dugc coi la bang 50 mg/kg/ngay.

Dung clarithromycin & lodi ché sin thd nhé, 3 tuln tudi, vdi lizu udng hing ngdy trong 4 tuain |2 0, 30, 100 hodc 300 mg/kg, tiép dén 4 tuan & giai doan phuc
hoi. Khéng con vat nido chét va khang cé bién ddi v trang thai chung clia cic con vat. Khi md khéng phét hién mét bat thudng nao. Qua xét nghiém mé hoc, &
kinh hién vi quang hoc, thay c6 dong md & céc t& bao gan trung tdm tiéu thuy va thdm nhiém t& bao khoang clfa, tang céc hat md trong té€ bao gan ghi nhan
dugc bang kinh hién vi dién t & nhém diing ligu 300 mg/kg. Ligu gy ddc & loi chd san thd nhé tudi la trén 300 mg/kg va ligu *khéng hiéu luc” 12 100 mg/kg.
Kha nang sinh san, sifc sinh san va tinh gay quai thai

Nghién cttu vé kha nang va sic sinh san trén chudt cai cho thdy ligu hdng ngdy 150mg/kg/ngay (Iiu nghién cliu cao nhat) da khong géy ra téc dung bat Igi ddi
véi vong kinh, kha nang sinh san, sy tré da dé, s3 lugng va kha ndng séng sét clia chudt con. Trén chuét céi, khdng cd bang ching vé déc tinh bat Igi Ién kha
nang sinh san tdi lidu 250mg/kg.

Hai nghién citu tinh gdy quéi thai & ca hai lodi chudt cdng Wistar (duding udng) va Sprague - Dawley (Gudng udng va tiém tinh mach), mét nghién clu & New
Zealand vdi thé tring va mét nghién cu & loai khi Cynomolgus da khéng nhan thay bat cif tinh gdy quéi thai nao cla clarithromycin. Chi trong mét nghién clu
bd sung trén chudt cdng Sprague - Dawley vdi lidu tudng ty va cac digu kién tuong ty, nhan thdy tan suat rat thap khong cé ¥ nghia vé mat théng ké (khoang
6%) c& cac dj dang vé tim mach. Céc dj dang nay xut hién do biéu hién ty nhién v& cic bién ddi gen & trong ndi bd quin thé. Hai nghién cifu & chuét nhat
ciing nhan thdy mot tin sudt thay déi vé di tit khe hd vom miéng (3-30%) sau khi ding nhirng ligu cao gdp 70 [an ligu thudng dung hang ngay trén |am sang
& ngudii (500 mg, ngdy 2 [3n), nhung ma & ligu cao gdp 35 [3n ligu t6i da hang ngay trén ldm sang & ngudi, gdi § déc tinh cho me va bao thai, nhung khdng gay
quéi thai.

Clarithromycin cho thdy géy sdy thai & loai khi dung liu gdp khodng 10 [3n lidu thudng diing ngay cho ngudi (500 mg, ngay 2 [an),

bat d5u tir ngay thlr 20 khi c6 thai. Anh huding ndy 13 do déc tinh cla thudc cho me & ligu rat cao. Mét nghién citu bd sung & khi mang thai vdi ligu cac gdp
khodng 2,5-5 [3n lidu t&i da hang ngay 500 mg, ngay 2 lan khéng gay ra mét téc hai nao dén qua trinh thai nghén.

Mot thir nghiém gay t&r vong & chudt nhit diing ligu 1000 mg/kg/ngdy (cao gdp khoang 70 [3n ligu 1dm sang t&i da hang ngdy & ngudi: 500 mg, ngéy 2 1an) rd
ring c6 két qua am tinh d&i vdi bt cr hoat tinh gdy dot bién gen nio, va trong nghién clfu Segment | & chudt cdng diing ligu 500 mg/kg/ngay (khoang 35 [an
ligu 13m sang t6i da cho ngudi 500 mg, ngdy 2 [an) trong 80 ngay, chua thdy xuat hién bang chimng rdi loan chitc nang sinh san & con duc do ding kéo dai ligu
rat cao clarithromycin.
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12. CAC DU LIEU AN TOAN TIEN LAM SANG (3)
Tinh géy dét bién gen
Nhirng nghién cttu dé danh gia kha nang gay dét bién gen clia clarithromycin dugc tién hanh sif dung ¢a hai hé théng thi )
nghiém khéng hoat hoa va cé hoat hoa microsom gan chuét cdng (Ames Test). K&t qua cia nhirng nghién cifu nay cho thdy KLAC’D
khéng ¢ chiing i kha nang gy dét bién gen vdi ndng dé thudc < 25 meg/dia Petri. & ndng dd 50 mcg thudc cb doc tinh ? ;
cho moi ching thif nghiém. Clarithromycin

13. NHUNG NGHIEN CUU LAM SANG
Kinh nghiém 1am sing & bénh nhan nhiém trung khéng do Mycobacterium
Trong céc nghién clru 13m sang, clarithromycin ligu 7,5 mg/kg 2 [an/ngdy cho thay an toan va hiéu qua trong digu tri c&c bénh nhi bj nhiém tring can phai
udng khang sinh. Nghién cu tién hanh dénh gia trén 1200 tré em, tudi tir 6 thang dén 12 nam, bj viém tai gia, viém hong, nhiém tring da va dudng hé
hdp dudi.
Trong céc nghién clru nay, clarithromycin véi liBu 7,5 mg/kg 2 [3n/ngay cho thdy cé hidu lyc vi khudn hoc va lam sang tudng dudng véi cac thudc tham
chigu bao gom cé penicillin V, amoxicillin, amoxicillin/clavulanate, erythomycin ethylsuccinate, cefaclor va cefadroxil.
Kinh nghiém lam sang & bénh nhan nhiém Mycobacterium
Mét nghién clru so bé & bénh nhi (mét s 6 nhiém HIV) bj nhiém Mycobacterium da ching minh réng clarithromycin [a digu tri an toan va hiéu qua khi
duing riéng |é hodc phdi hgp véi zidovudine hodc dideoxyinosine. H&n dich clarithromycin cho tré em dudgc dung véi ligu 7,5; 15; hoac 30 mg/kg/ngay chia
lam 2 lan.
Vai thay déi c6 ¥ nghfa rd rét v& mat thdng ké trén cac thong s6 dugc déng hoc dudc nhan thay khi clarithromycin duge ding véi cic dan chat chdng
retrovirut; tuy nhién, nhimg bién d&i d6 nhé va khéng cé ¥ nghia vé& mét Iam sang. Clarithromycin véi ligu téi 30 mg/kg/ngay dugc dung nap tét.
Clarithromycin cé hiéu qua trong digu tri nhidm khudn M. avium complex lan téa & bénh nhi nhigm AIDS, vdi mét s6 bénh nhi cho thay higu lyc tiép tuc
duy tri sau han 1 nam diéu tri.

s N . 5 .

14. QUA LIEU VA CACH XU TRI
Triéu chiing
Bao céo cho thdy ring udng mét s lugng Idn clarithromycin cd thé gdy ra cac triéu chling & da day rugt. Mt bénh nhan ¢ tign st réi loan ludng cyc
dé udng 8 g clarithromycin va bi r&i loan tam than, bénh paranoia, giam kali huy&t va giam oxy huyét.
Céch xur tri
Céc phan (ing di Ung di kém khi diing qua ligu cé thé didu tri bing céch leai trif ngay lugng thudc chua dugc hdp thu va céc bién phap trg sie. Ciing
nhv cic macrolide khac, néng dé clarithromycin trong huy8t thanh khéng bj anh hudng bdi thim phdn méu hoac loc mang bung.

Tai lidu théng tin thudc
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15. QUY CACH PONG GOI

Hép chira 1 lo 60 mi va hgp chita 1 1o 30 ml, cé kém xi-lanh dé chia ligu.

Dang thudc déng géi

HON DICH DANH CHO TRE EM CLARITHROMYCIN dugc cung ing duéi dang ché pham hat e6m duyng trong chai vdi
dung tich c6 thé lac chai dugc. Khi d4 cho thém vao lugng nudc thich hgp dé tao thanh hén dich, ndng dé Clarithromycin
1a 125 mg/5 ml.

16. DIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUGNG
CUA THUGC

Digu kién bao quén: Gilr thudc & nhiét 46 phang khéng quéa 30°C.

Hén dich da pha ¢4 thé sif dung dugc trong 14 ngay khi bio quan & nhiét dé phdng (15-30°C) trong chai lo nut kin.
Khéng dé thudc hdn dich da pha trong td lanh, bo quén & nhiét d6 phong.

Han dung: 24 thang keé tif ngay san xudt.

Tiéu chuan chat lugng: Tiéu chudn cd s

Khéng dlng thudc quéa han st dung.

Théng béo cho bac sTnhitng téc dung

khéng mong mudn gap phai trong sif dung thudc

Cd s& san xuat: PT. Abbott Indonesia, JI. Raya Jakarta - Bogor Km 37,

Kel. Sukamaju, Kec. Cilodong, Depok, Jawa Barat, Indonesia

Tai liéu théng tin thudce
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