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Rx

CANH BAO PAC BIET:
Chi sir dung thudc nay theo don.

DALACIN C®

Khong ding qua litu da dwgc chi dinh.
DPoc ky hwéng din sir dung truéc khi ding,
Hiy tham khio ¥ kién bac si dé c6 thém théng tin.

Hiy thong bao cho bac si biét néu xay ra bat ky tic dung ngoai y nao.

Khéng sir dung thudc da qua han ding.

Dé thuoc ngoai tam véi cha tré em.

TEN SAN PHAM: DALACIN C®

THANH PHAN PINH LUQNG VA PINH TiNH

Hoat chit: Clindamycin hydrochloride.

Clindamycin 1a khéng sinh ban tong hop tao ra do thay thé 7(S)-chloro ctia nhém
7 (R)- hydroxyl cta chét gbc lincomycin.

Clindamycin hydrochloride 12 mudi hydrochloride hydrat hoa cua cli damycin.

M&i vién nang chtra clindamycin hydrochloride twong tmg vc'j;\@g/(ﬂoac 300 mg
clindamycin.

DANG BAO CHE

Vién nang.

PAC TINH LAM SANG

Chi dinh diéu tri

Clindamycin ¢6 tac dung diéu tri nhitng nhiém khuén dudi ddy do céc vi khudn ky khi
nhay cam voi thube hodc cac chung vi khuén 4i khi gram duong nhay cam voi thube nhu
lién cau (streptococci), tu cu (staphylococci), phé cdu (pneumococei) va cac chung
Chlamydia trachomatis nhay cam véi thudc.

Céc nhiém khuén duong ho hép trén gdm viém a-mi-dan, viém hong, viém xoang, viém
tai gifra va bénh tinh hong nhiét.

Céc nhiém khuén duong ho hip du6i bao gdm viém phé quan, viém phéi, viém mu mang
phoi va ap-xe phoi.

Céc nhiém khuén da va mo mém gOm trimg c4, nhot, viém mo té bao, chéc 16, cac ap-xe
va nhlem khuén tai vét thuong. V&i cac nhiém khuén da va mé mém ddc hi¢u nhu viém
quang va viém mé méng (panaritium); cac trudng hop nay dap tmg tot khi tri liéu véi
clindamycin.

Cac nhiém khuan xuong va khép bao gdm viém xuong tuy va viém khép nhidm khuén.
Cac nhiém khuan phu khoa bao gdém viém ndi mac tir cung, viém mé té bao, nhidém
khuin 4m dao, 4p-xe voi-budng trimg, viém voi trimg va viém vung chiu khi két hop véi
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mot thude khang sinh phd vi khuén gram am &i khi thich hop. Trong trudng hefgeyiém co 4\18\
tir cung do Chlamydia trachomatis, diéu tri clindamycin don thudn duoc thdy la‘!g"hlﬂ'ﬁ
qua loai sach dugc vi khudn nay.

f) Céc nhiém khuan trong & bung gdm viém phiic mac va ap-xe trong 6 bung khi cho ciing
v6i mot thude khang sinh phd vi khuén &i khi gram 4m thich hop.

g) Nhiém trung huyét va viém ndi tdm mac. Hiéu qua cta clindamycin di dwoc ghi nhan
trong diéu tri cac truong hop viém ndi tim mac duge chon loc khi clindamycin c6 tac
dung diét khuan trong ong nghiém voi nong d huyét thanh dat duge muc thich hop déi
v6i vi khuan dang bi nhiém.

h) Céc nhiém khuan rang miéng nhu dp-xe quanh rang (4p-xe nha chu) va viém quanh rang
(viém nha chu).

i) Viém ndo do toxoplasma trén bénh nhin AIDS. O cac bénh nhan khong dung nap véi
diéu tri thong thuong, clindamycin phdi hop vai pyrimethamine duge thiy 13 ¢6 hiéu qua.

i) Viém phéi do Pneumocystis jiroveci (phan logi trudc ddy la Pneumocytis carinii) trén
bénh nhan AIDS. O bénh nhén khong dung nap véi hoac khéng dap ung day du véi dieu
tri théng thuong, clindamycin c6 thé str dung phoi hop véi primaquine.

k) Sbt rét, bao gdom da khang v&i Plasmodium falciparium, két hop v6i quinine hodc
chloroquine.

1) Biéu tri du phong viém mang trong tim trén bénh nhan nhay cam/di tmg véi céc khang
sinh penicillin.

Trong bng nghiém, nhimg vi  khun nhay cam véi clindamycin gém: B.
melaninogenicus, B. disiens, B. bivius, Peptosireptococcus spp., G. vaginalis, M.
mulieris, M. curtisii va Mycoplasma hominis.

4.2. Liéu dung va cich ding
Liéu ding & ngudi 16n

Clindamycin hvdrochloride vién nang (dudng udne):
150-450mg/lan, 6 gits udng 1 1an. P& tranh kha nang kich thich thyc g én udng vién

Clindamycin hydrochloride v6i mét coe nudce day.

Liéu ding ¢ ngwoi cao tudi

Céc nghién ciru duge dong hoc cua clindamycin cho thdy khéng c¢6 su khac biét ¢d ¥
nghia v€ 1am sang gilta nguoi tré va nguoi cao tudi voi chirc nang gan binh thuong va
chirc nang than (dleu chinh theo tudi) binh thuong sau khi ubng hodc tiém. Vi vay khéng
can thiét phai diéu chinh liéu & ngudi cao tudi ma chirc ning gan binh thudng va chirc
nang than (diéu chinh theo tudi) binh thudong (xem muc 5.2 Cac dic tinh duoc dong hoc).

Liéu ding & bénh nhén suy thin
Khong can thiét diéu chinh liéu clindamycin & bénh nhéan suy théan.

Liéu dung & bénh nhén suy gan
Dbiéu chinh liéu dung & bénh nhéan suy gan nang.

Liéu diung cho nhiing chi dinh dic biét
(a) Nhiém lién cau bé-ta tan huyét:
Theo cac lidu chi dinh & trén. Diéu tri nén tiép tuc it nhat 10 ngay.
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(b) Viém nhiém viing chdau- diéu tri bénh nhan noi tru:

Clindamycin phosphate 900 mg (tinh mach) cur 8 gio lan, ding hang ngay W
khang sinh phd vi khuan ai khi gram am thich hop theo dudng tinh mach; ¢ an
gentamycin 2,0 mg/kg tiép theo 1,5 mg/kg cir 8 gio mot lan, dung hang ngay, & bénh
nhan cé chitc nang than binh thuomg. Tiép tuc ding thudc (tinh mach) trong it nhét 4
ngdy va it nhat 48 gio sau khi tinh trang bénh da cai thién. Tiép tuc bang clindamycin
hydrochloride uéng 450 mg ctr 6 gi> mdt 1an, dung hang ngay dé hoan tit tong sb 10-14
ngay diéu tri.

(c) Viém cé tie cung do Chlamydia trachomatis:
Clindamycin hydrochloride uéng 450 mg, 4 1an mot ngay trong 10-14 ngay.

(d) Viém ndo do toxoplasma trén bénh nhan AIDS:

Clindamycin hydrochloride ubng 600 mg, ctr 6 gio mot lé"m, trong hai tudn, tiép theo bing
300-600 mg uodng cur 6 gi mot lan. Tong thoi gian dicu tri la 8 dén 10 tuan. Licu cla
pyrimethamine 1a 25 dén 75 mg udng hang ngay trong 8 dén 10 tuén. Nén dung Folinic
acid 10-20 mg/ngay khi dung liéu pyrimethamine cao hon.

(e) Viem phoi do Pneumocystis carinii trén bénh nhdan AIDS:

Clindamycin hydrochloride 300-450 mg, uong, clr 6 gid mot lan, trong 21 ngay va
primaquine 15 d&n 30 mg, ubng mét 1an mdi ngay trong 21 ngay.

() Piéu tri viem a-mi-dan/ viem hong cdp do lién cdu:

Liéu clindamycin hydrochloride vién nang 300 mg, udng hai 1an mot ngay trong 10 ngay.
(¢) Diéu tri sot rét:

Vién nang Clindamycin hydrochloride (duong ubng)

Nguoi 16n: 10-20 mg/kg/ngay va tré em 10 mg/kglngay chia th@W@/g nhau
ubng 12 gid mét 1an trong 7 ngay két hop véi quinine (12 mg/kg 1 0t lan), hodc

chloroquine (15-25 mg 24 gid mdt 1an), trong 3-5 ngay.

(h) Dy phong viém ndi tdm mac o bénh nhan nhay cam voi Penicillin:
Clindamycin hydrochloride vién nang (duéng udng)

Nguoi 16m: 600 mg 1 gid trude khi phau thuat; tré em: 20 mg/kg 1 gidr trude trude khi
phau thuat.

43. Chéng chi dinh

Chéng chi dinh Clindamycin & bénh nhén trude day co tién sir di ung voi clindamycin
hoéc lincomycin hodc bat ky thanh phan nao trong cong thurc.

4.4. Canh bdo va thin trong dic biét khi sir dung
Viém dai trang gia mac dugc bao cédo véi hau hét cac thude khang sinh bao gém
clindamycin véimic d¢ tr nhe dén de doa tinh mang. Do vay, diéu quan trong la cén
nhic chan doan trén cic bénh nhén c6 cac dau hiéu cua tiéu chay sau khi dung khang
sinh.
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Diéu tri bang thudc khang sinh 1am thay di hé sinh vit cua dai trang va ¢ th W&%é@/
cho clostridia tang truéng qud nhanh. Cac nghién ctu cho thidy doc t& tao ra
Clostridium difficile 1a nguyén nhén dau tién giy ra viém dai trang do khang sinh. Sau

chan doan ban dau vé viém dai trang gia mac duge xac dinh, can tién hanh cac bién phép

diéu tri.

Cac truong hop viém dai trang gia mac nhe thuong dap img khi ngung thudc . Trong cic
treong hop vira dén nang, cin can nhic viée quan 1y bi nude va chét dién giai, bd sung

protein, va diéu tri véi mot khang sinh cé hiéu qua lam sang voi Clostridium difficile
colitis.

Do clindamycin khong khuyéch tan nhiéu vao dich ndo tuy, khéng nén ding thubc dé
diéu tri viém mang néo.

Néu diéu tri kéo dai, nén 1am cac xét nghiém chirc ndng gan va than.

Tiéu chay do Clostridium difficile (Clostridium difficile associated diarrhea — CDAD) da
duoc bao cdo khi sir dung doi voi hau hét cac thube khang  sinh, bao gom clindamycin,
va muc do co thé tir tiéu chay nhe den viém ruét két dan dén tu vong. Piéu trj bang céc

thudc khéng sinh s& lam thay dbi quén thé vi sinh ty nhién cua rudt dn toi su phét trién
qua muc cua C. difficile.

Clostridium difficile sinh ra doc t6 A va B gop phan lam phat trién CDAC. Céc chung
C.dijficile sinh nhiéu doc té 1a nguyén nhén lam ting ty 16 mic bénh va tir vong, vi cac
nhiém khuén nay c6 thé khé chira khi dung céc liéu phap khang sinh va c¢6 thé can phai
cat bo rudt két. Can phai nghi dén bénh CDAD & tit ca cac bénh nhan xuét hién tiéu chay
sau khi dung cac chit khéang khudn. Can ghi bénh 4n cin thén vi d& c6 bao cdo CDAD
xay ra sau diéu tri bang khang sinh t6i hon 2 thang.

4.5. Twong tic véi cac thube khéc va cdc dang twong tac khac

Tac dung dbi khang dé& dugc thiy gifra clindamycin va erythromycin trong invifro. Do c6
¥ nghia dang ké vé 1am sang, khong nén dung 2 thudc nay ddng thoi.

Clindamycin dugc thay c6 dac tinh chen than kinh co nén c6 thé 1am tin dufig cua
cac thude chen than kinh co. Do viy, can than trong trén céc bénh nhéan dan dung cac
thude nay.

4.6.  Sir dung cho phu nir ¢é thai va thoi ky cho con bi
St dung trén phu nit co thai

Céc nghién ciru doc tinh 1én kha ning sinh san qua duong udng va tiém dudi da & chudt
va tho khong phat hién bang ching nao vé suy giam kha ning sinh sén hodc gy hai dén
thai do clindamycin, ngoai trir & cac liéu luong gy doc cho me. Nghién ciru trén kha
ndng sinh san cta dong vat khong phai lic nao ciing du dodn dugce dap tng trén nguoi.
Clindamycin qua dugc nhau thai nguoi. Sau khi ding da liéu, ndng d6 clindamycin trong
dich &i dat khoang 30% néng dd trong mau cuia me.

Trong céc thir nghiém lam sang voi phu nir dang mang thai, viéc dung clindamycin theo
dudng mau trong sudt ba thang thir hai va ba thang cu6i cua thai ky khong lién quan dén
viéc ting tan sudt xuét hién di tit bdm sinh. Chua c6 cdc nghién ctru pht hop va duoc
kiém soat tot trén phu nit mang thai trong sudt ba thang dau tién cua thai ky.

Chi nén dung clindamycin cho phu nit ¢6 thai khi thuc su can thiét.
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Str dung trén phu nit cho con bu ) @ 4
Clindamycin dugc bdo cdo la cé mat trong sita me vaoi nong dd trong khoang@fm'&‘@

pg/mL.

4.7  Anh hwing trén kha ning 14i xe va vin hanh may méc
Anh hudng cua clindamycin trén kha néng 1ai xe va vin hanh méy chua dugc danh gia
mét cach c6 hé thong.

4.8  Tic dung khéng mong mudn
Tét ca céc tac dung khong mong muén liét ké trén nhan 1a do MedDRA SOC (Medical
Dictionary for Regulatory Activities System Organ Class) dua ra. Trong m5i muc tan

suat, cac tac dung khong mong mubn dugc trinh bay theo thir tu tin suét xuat hién* rdi
sau d6 dén tAm quan trong vé 14m sang.

Bang cic tic dung khong mong mudn

Loai hé Thuong gip it gap >1/1000 | Hiém gap Rf}f Chua xdc dinh
thong/co quan | >1/100 téi <1/10 | t&i <1/100 >1/10000 | hicm dugc tin suat
téi . — (khéng wée tinh
<1/1000 dwoc bang dir
liéu sdn ¢6)
Nhiém triing va Viém dai trang gia
nhiém ky sinh mac
tring
R6i loan mau va Tang bach cau wa Mit bach cau hat,
hé bach huyét eosin Giam bach céu,
Giam bach ciu
trung-tinh, Giam
f\ R | tiéh cau
R&i loan hé mién \UJ[_ Phan tmg dang
dich phan vé
Roi loan hé than Ro6i loan vi gidc
kinh
R&i logan hé tiéu Tiéu chay, Pau Buén nén, Viém thuc quang,
héa bung Noén Loét thue quani
Réi loan gan mit | Xétnghiém chic Vang da
nang gan bt
thu‘(‘mg
Réi loan da va md | Ban san May day Hong ban Hoai tir biéu bi
dudi da da dang, gdy dgc, Hoi
Negtra chirng Steven
Johnson, Viém da
troc vay, Viém da
bong nudc, Ban
dang séi, Nhiém
khuén 4m dao,
Ngoai ban mun
mu toan thin cip
tinh (AGEP)
* Phan loai CIOMS III vé tin suat: Rét thuong gap >1/10 (210%); Thuong gip >1/100 t6i <1/10 (21% va
<10%); it gip =1/1000 t6i <1/100 (=0,1% va <1%); Hiém gap =1/10.000 t&i <1/1000 (=0,01% va <0,1%); Rét
hiém gap <1/10.000 (<0,01%)

i Téc dung khong mong muon chi dp dung cho céc dang thude uong
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4.9

32

Vietnam

Qus lidu
Tham phan mau va dich mang bung khong c6 hi¢u qua trong viéc loai bo clindamycin
trong huyét thanh.

Cac dic tinh dwoc Iy hoc:

Pac tinh dwge lue hoc:

Vi sinh: Clindamycin duge théy 13 ¢6 tac dung chéng cac chung phan lép cuia céac vi sinh
vat sau trong 6ng nghiém:

Céc ciu khuan gram duong ai khi, gdm:

Tu cau vang (Staphylococcus aureus)

Tu céu da (Staphylococcus epidermidis) (cac chung sinh men penicillinase va khong sinh
penicillinase). Khi thir nghiém trong éng nghiém, mét sé ching tu cdu khang véi
erythromycin ban d4u da nhanh chéng khang véi clindamyein.

Lién cdu (Streptococci, ngoai trir Streptococcus. faecalis)
Phé ciu (Pneumococei)
Céc tryc khan gram am ky khi, gom:
Loai Bacteroide (gébm nhém Bacteroides fragilis va nhém Bacteroides
melaninogenicus)
Loai Fusobacterium
Céc truc khuan gram duong ky khi khong tao nha bao, gdm:
Propionibacterium
Eubacterium
Loai Actinomyces
Céc cau khuan gram dwong ky khi vi 4i khi, gdm:
Loai Peptococcus
Loai Peptostreptococcus

Lién cdu vi 4i khi
Clostridia: Clostridia khang véi clindamycin nhiéu hon hau hét ca
hét cac Clostridium perfringens nhay cam nhung céac loai khac nhu
tertium thi thuong khang véi clindamyecin.

uan ky khi. Hau
. sporogenes va C.

Cén lam xét nghiém vé kha nang nhay cam.

Khang chéo gifra lincomycin va clindamycin dd dugc chimg minh.
Péi khang nhau gitta clindamycin va erythromycin dugc chimg minh.

Cac dic tinh dwgc dong hoc:

Céc nghién ctru ndng db thude trong huyét thanh véi 24 ngudi truong thanh binh thudmg
tinh nguyén khi ubng lidu clindamycin hydrochloride 150 mg cho thdy clindamycin
nhanh chéng hép thu sau khi uéng. Nong dé dinh trung binh trong huyét thanh 14 2,50
meg/mL dat duoc trong 45 phit; cac mirc ndng do trong huyét thanh dat trung binh 12
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33

5

1.51 meg/mL vao 3 gid va 0,70 meg/mL vao 6 gio. Hap thu ciia mot lidu

nhu hoan toan (90%), va chi dinh thudc déng thoi khi an khéng lam thay déi déng ke cac

ndng do thude trong huyét thanh; cac mic ndng dé thude trong huyét thanh khéng thay
d6i va ¢6 thé du doén theo bénh nhan va liéu ding. Céc nghién ciru vé nong do thude
trong huyét thanh khi ding da liéu clindamycin hydrochloride cho t6i 14 ngay cho thiy
khong c6 bing ching vé tich lily hay bién di chuyén hoa thube. Thoi gian ban thai cua
clindamycin tang nhe & nhig bénh nhan suy chirc ning thén rd rét. Thim phan mau va
mang bung khong cé tic dung dé loai bo clindamycin ra khoi huyét thanh. Nong do
clindamyein trong huyét thanh ting tuyén tinh khi ting liéu. Céc ndng dd trong huyét
thanh vuot qua nong do tc ché tbi thiéu (MIC) céc vi sinh vét trong it nhét 6 gio sau khi
chi dinh liéu thong thuong. Clindamycin phan bd khap trong dich va cdc mé cia co thé
(trong ca xuong). Thoi gian ban thai sinh hoc trung binh 1a 2,4 gid. Khoang 10% chat
chuyén héa co hoat tinh sinh hoc dugc thai trir qua nude tiéu va 3,6% qua phan, phe“m con
lai dugc thai trir dudi dang chédt chuyén héa khéng hoat tinh. Céc lidu 1én toi 2 g
clindamycin mdi ngay trong 14 ngay duoc dung nap tét & nhitng ngudi tinh nguyén khoe
manh, ngoai trir ti 1& tic dung phu trén 6ng tiéu héa ting khi tang liéu. Nong do
clindamyein vao trong dich ndo tiy khong dang ké, tham chi k& ca khi xudt hién viém
mang nio. Sau chi dinh clindamycin hydrochloride dudmg udng, thoi gian ban thai ting
1én khoang 4 gid (trong khoang 3,4-5,1 gid) & ngudi cao tudi so véi 3,2 gidr (trong
khoang 2,1-4,2 gid) & ngudi trudng thanh tré tudi. Muc do hap thu, tuy nhién, khong
khac nhau gitra cdc nhém tudi va khong can thay dbi lidu cho ngudi cao tudi voi chic
ning gan binh thudng va chiic nang than (didu chinh theo tudi) binh thuong.

Dir liéu an toan tién lam sang

Poc tinh gdv ung thu:

Cac nghién ctu dai han & dong vat chua dugce tién hanh véi clin dé déanh gia
kha nang giy ung thu tiém tang.

Poc tinh giy quai thai:

Céc thir nghiém ddc tinh v6i hé gen duoc tién hanh bao gdm thir nghiém nhan nhé &
chudt cdng va thir nghiém Ames Salmonella dao nguoc. Ca 2 thir nghiém déu cho két
qua am tinh.

Suy giam kha néng sinh san:

Céc nghién ciru vé kha ning san & chudt cong cho udng t6i lidu 300mg/kg/ngay (khoang
1,1 14n lidu khuyén cdo 16n nhit & nguoi trudng thanh dua trén mg/mz) cho thdy khéng cé
anh huong 1€n kha ndng sinh san hoic giao phéi.

Trong céc nghién ciru vé phat trién phoi thai qua duomg ubng ¢ chudt va phat trié:n phoi
thai qua dudng ti€ém dudi da ¢ chudt va tho, khong quan sat thay doc tinh tién trién nao,
ngoai trlr & cac liéu luong gay doc cho me.
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X
6. Cac dac tinh dwgc hoe % )
4, %J

&
6.1 Danh muc ta duge %,&

Clindamycin hydrochloride vién nang chua cac ta dugc sau: lactose monohydrate, ﬁ%\ bot
ngd, talc, magnesi stearate thuc vat.

6.2  Thoi han sit dung
24 thang ké tir ngdy san xuét.
6.3  Than trong dac biét khi bao quan
Khéng bao quén & nhiét do trén 30°C.
6.4  Quy cach dong géi

Dalacin C vién nang 300 mg: Hop 2 vi x 8 vién, Hop 10 vi x 10 vién

Tiéu chuén thudc thanh phim: Nha san xuét

Nha san xuat:
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BOY TE CONG HOA XA HOQI CHU NGHIA VIET NAM
CUC QUAN LY DUQC Poc 1ap - Tw do - Hanh phiic

569459 /QLD-PK Ha Ngi, ngay ¢y, thanglo  nam 2016
V/v cép nhat to huéng dan st dung

Kinh gtri: Pfizer (Thailand) Ltd..
Pia chi: Floor 36, 37, 38 United Center Building, 323 Silom
Road, Silom, Bangrak, Bangkok 10500, Thailand.

Tiép theo cong van s6 8496/QLD-PK ngay 14.5.15 ctia Cuc Quan ly
Duoc, xét don dé nghi ndp ngay 28.1.2016 va cdc tai liéu bd sung c6 lién quan
cua cong ty (sb tiép nhan 65/BSTDNN) vé viéc cip nhét to huéng dan sir dung
d6i v6i thube nudc ngoai da dugc cép s6 dang ky luu hanh,

Can cr Thong tu sd 44/2014/TT-BYT ngay 25/11/2014 cia Bo Y té Quy
dinh viéc dang ky thudc, Thong tur sb 04/2008/TT-BYT ngay 12/05/2008 ctia Bo
Y té vé Hudng dan ghi nhan thudc,

Can cir bién ban thim dinh hd so thay d6i/ bd sung, Cuc Quan ly Dugc co
y kién nhu sau:

Pong ¥ dé cong ty dugc cap nhét to huéng din str dung dbi voi thude
Dalacin C, so dang ky: VN-18404-14.

Bang so séanh ndi dung thay ddi ctia t& hudng din sir dung duge déng dau
xac nhan cua Cuc Quan ly Duoc.

Ngoai ni dung dugce thay ddi trén, tit ca cac ndi dung khéc giit nguyén
nhu hd so ding ky thube luu tai Cuc Quan ly Dugec.

'Cong ty déng ky, nha san xuit phai chiu trach nhiém vé chit lugng d6i
v6i 6 thuoc dang Iuu hanh trén thi truong, ndi dung ghi trén nhdn thude, quy
dinh v& s& hitu tri tué lién quan dén nhin hidu hang hoa cta thude va cé trach
nhiém thong bao su thay d6i nay dén cac co quan lién quan va khach hang.

Sau 03 thang ké tir ngay ky cOng van nay, cong ty khong dugc nhap khéu
thudc trén vdi ndi dung cii da thay doi cia to huéng dén sir dung.

Cuc Quan ly Dugce thong bao dé cong ty biét va thuc hién ding cac quy
dinh ctia Viét Nam vé luu hanh thude./.

KI/CLC RUONG

Noi nhin:
- Nhur trén;
- Luu: VT, BKT (T).

Nguyén Viét Hing
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TOM TAT CAC THAY POI TRONG TO HUONG DAN SU DUNG

(

CUA THUOC DALACIN C (SPK: VN-18404-14)

\\w HO CHI MINH

»\
/ f\ VAN PHONG
{F/o: DAl DIEN
| TA! THANH PHO

O\
AN
e

TO HUONG DAN SU DUNG CU

(phan loai bo duoc gach-ngang)
LPD date: Jul 02, 2013; Reference CDS Date : Jun 2013

—

(Phan thém vao/ thay dbi dugc danh ddu vang)
LPD date: Dec 29, 2015; Reference CDS Date: Dec 29, 2015

TO HUONG DAN SU DUNG MOI

DALACIN C® BOY TE
Rx CUC QUAN LY pugg
DA PHE DUYET

CANH BAO BAC BIET:

Haythmld}ae—y—leen—kmesaﬂ&ee thém thong tin.

Hay thong bao cho bac si biét-néu—xiayrabitky tic dung
ngogy-hio.

bé thubengoni tam véi-eua tré em.

=

*

DALACIN C*

ANH BAO PAC BIET:
hudc nay chi ding theo don ciia bac si.

héng diing qua liéu chi dinh.

Néu can thém théng tin xin héi ¥ kién béc si.

Théong bao cho bac si nhirng tic dung khéng mong mudn

gip phai khi sir dung thudc.

Dé xa tam tay tré em.

Stra cach dién
dat

2.  THANH PHAN PINH LUQONG VA PINH TINH
Hoat chat: Clindamycin hydrochloride.
.. 1(S)-ehlero...
Clindamycin hydrochloride 13 mudi hydrochloride hydrat
hoa cua clindamycin.
Mbi vién nang chiia clindamycin hydrechloride twong
rng voi +50-mg-hede 300 mg clindamycin.

2

THANH PHAN PINH LUQNG VA PINH TINH

Hoat chét: Clindamycin hydroclorid.
.. 71(S)-cloro...

Clindamycin hydroclorid 14 mudi hydroclorid hydrat

hoéa cua clindamycin.

Mdi vién nang chira clindamycin hydroclorid twong

g v6i 300 mg clindamycin.

Viét hoa tén
hoat chat
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3, DANG BAO CHE 3. DANG BAO CHE Stra 18i dich
Vién nang Vién nang clmg.
4. PAC TINH LAM SANG 4. PAC TINH LAM SANG
4.1.  Chi dinh diéu tri 4.1.  Chi dinh diéu tri
a) Céc nhiém khudn duong hé hip trén gdm viém a-mi-dan, a) Cac nhiém khuén duong ho hip trén bao gdbm viém a- | Sira cach didn
viém hong, viém xoang, viém tai gifta va bénh tinh hong mi-dan, viém hong, viém xoang, viém tai gifta va bénh dat
nhiét. tinh hong nhiét. '
¢) Cac nhiém khuin da va mé6 mém gdm trimg c4, nhot, ¢) Céc nhiém khuan da va mé mém bao gém trimg ca,
viém mo té bao, choc 16, cac gip-xe va nhiém khuan tai nhot, viém mo té bao, chdc 16, cac ap-xe va nhiém
vet thuong. Vai cac nhiém khuan da va mé meém déc hiéu khuén tai vet thuong. V6i cac truong hop nhiém khuan
nhu viém quang va viém mé moéng (panaritium)i—ede da va mdé mém dac hiéu nhu viém quang va viém mé
trrong-hop-nay dap ung tot khi tri liéu véi clindamyecin. méng (panaritium) c6 dap (mg tot khi tri liéu vdi
clindamycin.
gy Cée nhiém khl.léﬂ phu khoa bao gém viém ndi mac tir e) Cac nhiém khuan phu khoa bao gém viém noi mac tu
cung, viém mo té bao, nhiém khuan am dao, ap-xe voi- cung, viém mo té bao, nhiém khuan am dao, ap-xe voi-
budng trimg, viém voi trimg va—wem—wng—eh&u khi két buong trimg va viém voi trig khi két hgp véi mot
hop v6i mét thude khang sinh phd vi khuan gram am éi thuoc khang sinh phd vi khuan gram am &i khi thich
khi thich hop. Trong truong hop viém cd tr cung do hop. Trong truong hop viém ¢d tir cung do Chlamydia
Chlamydia trachomatis, di€u tri clindamycin don thuén trachomatis, diéu tri clindamycin don thun dugc nhan
dugce thay 1a cd hi¢u qua loai sach duge vi khuén nay. thdy 1a c6 hiéu qua loai sach dugc vi khuén nay.
) Nhiém trung huyét va viém ndi tim mac. Hiéu qua cia ) Nhi€m tring huyét va viém ndi tim mac. Hiéu qua cia
clindamycin da dugc ghi nhan trong dicu tri ede truong clindamycin da dugc ghi nhédn trong dicu tri mot so
hop viém ndi tdm mac duege-ehontoe khi clindamycin ¢6 trueong hop viém ndi tim mac cu thé, khi clindamycin &
tac dung diét khuan %Feng—en-g—n-ghqem—ve{—neng—ée—mwet nong do thich hop c6 thé dat duogc trong huyét thanh co
thanh-dat-duoe-mire-thieh-hop dbi v6i vi khuan dang b tac dung diét khuan in vitro d6i véi vi khuan dang bi
nhiém. nhiém.
P
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Bo chi dinh
trong diéu tri
viém ndo do
tinh tham kém

j) ... O bénh nhan khéng dung nap véi hodc khong dap ing i) .0 bénh nhan khong dung nap véi hoge khong dap | . < o
day du véi diéu tri thong thudng, clindamycin ¢ thé str ung day du vdi dicu tri théng thudng, clindamycinco | ~ = = "
dung phm hop véi primaquine. thé sir dung phdi hop véi primaquin. Uk T .

k) SOt rét—baoedm dakhang véi Plasmedium faleiparium, | J) SOt rét: DGi véi chi dinh ndy, xin tham khdo hudng dan
ké{—hef-p—veq—q—aﬂmhe{}eeh-le{:eqﬁme chdn doan va diéu tri bénh sot rét do Bo Y té ban hanh.

) B
:[:Feng—éﬂ-g—ng-h.i-ém7 nhfrng vi khuf;in nhay cam Vvoi Trén in vitrq, l'lhfl'llg vi khl.lél’l nhay cam voi
clindamycin gébm: B. melaninogenicus, B. disiens, B. clindamycin goém: B. melaninogenicus, B. disiens, B.
bivius, Peptostreptococcus spp., G. vaginalis, M. bivius, Peplostreptococcus spp., G. vaginalis, M.
mulieris, M. curtisii va Mycoplasma hominis. mulieris, M. curtisii va Mycoplasma hominis.

4.2. Liéu diung va cach ding 4.2. Liéu ding va cach ding
Liéu ding & nguwoi lon Liéu dung cho ngudi 16n Sta lai liéu
Clindamycin hydreehloride vién nang (dudng udng): Clindamycin hydroclorid vién nang (dudng udng): dung cho pht
150450/l 6 gl ubseL Tin. DA nadh Khinsng kidh 300 mg/lén m3i 6, 8, 12 givr hotic 600 mg/lan mdi 8, 12 | NP Vol dang
thich thuc quan nén uong vién Clindamycin gio. Pé tranh kha nang kich thich thuc quan nén uong bao ch¢ vién
hydreehloride voi mot coc nudce day. vién Clindamycin hydroclorid véi mot coe nuée day. nang 300 mg,
dua trén UK

Li¢u diing & nguoi cao tudi
Li¢u dung & bénh nhén suy thin

Liéu ding & bénh nhan suy gan

Diéu chinh liéu ding & bénh nhén suy gan ning.

Liéu ding cho nhiing chi dinh dic biét
(a) Nhiém lién cdu bé-ta tan huyét:
Theo céc lidu chi dinh & trén. Bidu-tri-nén tiép tuc it nhat

Liéu dung cho ngudi cao tudi
Liéu diing cho bénh nhén suy thin

Liéu dung cho bénh nhin suy gan

C6 thé phai xem xét diéu chinh liéu ding & bénh nhan
suy gan nang.

Liéu dung cho nhirng chi dinh dic biét
(a) Nhiém lién cdu bé-ta tan huyét:

Tuén theo céc lidu chi dinh & trén trong phan Liéu diing

SmPC va cac
dir liéu nghién
ctru [am sang.
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(c) Viém cé tie cung do Chlamydia trachomatis:

Clindamycin hydrochloride uéng 450 mg, 4 1an mot ngay
trong 10-14 ngay.

(e) Viéem phoi do Pneumocystis carinii trén bénh nhan
AIDS:

Ghﬂdamyenﬂfhydreelﬂeﬁde 300—459—mg,—uéng, clr 6 gio
méttan; trong 21 ngay va primaquine 15 dén 30 meg,
g#org mot 1an moi ngay trong 21 ngay.

() Diéu tri viem a-mi-dan/ viém hong cap do lién cau:

Liéu‘clindamycin hydroechloride vién nang 300 mg, udng
hai lan mot ngay trong 10 ngay.

() Diéu tri sét rét:

r
/34 g]. I . ] I ]I -I Ei o ~ }

cho nguoi I6n. Nén tiép tuc didu tri trong it nhat 10
ngay.

(c) Viem o ti cung do Chlamydia trachomatis:

Clindamycin hydroclorid uéng 600 mg, 3 1an mdt ngay
trong 10-14 ngay.

(e) Viém phoi do Preumocystis carinii trén bénh nhdn
AIDS:

Uéng 300 mg clindamycin hydroclorid mdi 6 gio hogc
600 mg moi 8 gio trong 21 ngay va primaquin 15 den
30 mg, mét lan moi ngay trong 21 ngay.

(f) Piéu tri viem a-mi-dan/ viém hong cap do lién cau:

Liéu clindamycin hydroclorid vién nang 300 mg, udng
hai 1an mot ngay trong 10 ngay.

(g) Diéu tri sot rét:

Véi chi dinh nay, xin tham khao hwong déan chan dodn

Bo hudng din
nay do khong
ap dung cho
dang bao ché
vién nang

Sira lai lidu
dung cho phu
hgp véi dang
bao ché vién
nang 300 mg,
dua trén UK
SmPC va cac
dit liéu nghién
clru 1am sang.

Page 4 of 13




(

(h) Dw phong viéem ngi tdm mac o bénh nhdn nhay cam
voi Penicillin:

Clindamycin hydrochloride vién nang (duong udng)

va diéu tri bénh sot rét moi nhdt do Bé Y té ban hanh.

(h) Du phong viém ngi tam mac ¢ bénh nhdan nhay cam
vai Penicillin:

Clindamycin hydroclorid vién nang (dudng udng)

4.4.

Canh bao va thin trong dic biét khi sir dung

Diéu tri bang thudc khang sinh 1am thay déi hé sinh vat
ctia dai trang va c6 thé tao co hoi cho clostridia ting
trudng gud-nhanh. Cac nghién clru cho the‘iy doc to tao ra
do Clostridium difficile 1 nguyén nhan dau tién gay ra
viém dai trang do khang sinh. Sau chan doan ban-dau-vé
viém dai trang gia mac duee-xae-dinh, can tién hanh cac
bién phap diéu tri.

Cac truong hop viém dai trang gia mac nhe thuong dap
#ng khi ngung thude. Trong cac truomg hop vira dén
niang, can can nhic viéc quan ly bu nuge va chat dién
giai, bo sung protein, va diéu tri voi mdt khang sinh c6

4.4.

Canh bao va thin trong dic biét khi sir dung thube

Phan Gng qua min nghiém trong, bao gém ca nhiing
phén tng da nghiém trong nhu phan tmg do thube kém
tang bach cAu ua eosin va nhiing triéu ching toan than
(DRESS), hdi ching Stevens-Johnson (SJS), hoai tir
biéu bi do nhim ddc (TEN), va ngoai ban mun mu
toan than cép tinh (AGEP) di duoc bao cdo & bénh
nhan dugc diu tri bang clindamycin. Néu bi phan (mg
qua man hogc phan ung da nghiém trong, nén ngirng
ding clindamycin va tién hanh diéu trj bang liéu phap
thich hop (xem muc 4.3 Chéng chi dinh va muc 4.8
Tac dung khéng mong mudn).

Piéu tri bang thudc khang sinh lam thay ddi hé sinh vit
cta dai trang va c6 thé tao co hdi cho clostridia ting
truong vuot mirc. Cac nghién ctru cho thdy doc t6 tao
ra do Clostridium difficile 12 nguyén nhan dau tién gay
ra viém dai trang do khang sinh. Sau khi xac dinh chan
doan viém dai trang gia mac ban déu, can tién hanh cac
bién phap diéu tri.

Cac trudong hop viém dai trang gia mac nhe thuong 13
khi ngung thudc. Trong cac trudng hop vira dén nang,

cin can nhic viée quan ly bu nude va chat dién giai, bd
sung protein, va diéu tri véi mot khang sinh c¢é higu

Cép nhat thong
tin canh bao
thube

Stra cach dién
dat

o
/7
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" hiéu qua lam sang v6i Clostridium difficile eolitis.

Néu dicu tri kéo dai, nén lem-edexétnghiém chiic ning
gan va than-

Tiéu chay do Clostridium difficile (Clostridium difficile
associated diarrhea — CDAD) da duogc bao cao khi sir
dung ddi véi hdu hét cac thubc khang sinh, bao gdm
clindamycin, va miic dd c6 thé tir tiéu chay nhe dén viém
rudt-két-dan dén tir vong. Diéu tri bing céc thude khang
sinh s€ lam thay d01 quan thé vi sinh tu nhién cua rudt
dan t6i sy phét trién qué mirc cua C. difficile.

., vi cdc nhiém khuan nay cé thé kho chita khi dung cac
liéu phap khéng sinh va c6 thé can phai cat bo rudtkét.
Can phai nghi dén bénh CDAD & tit ca céc bénh nhan
xudt hién tiéu chay sau khi dung cac chit khang khudn.
Can ghi bénh an can than vi da ¢ bao cdo CDAD xay ra

sau diéu tri bing khang sinh t&i-hen2 things.

qua lam sang véi viém rudt két do Clostridium difficile.

Néu diéu tri kéo dai, nén theo ddi chiic ning gan, thin
va giam sat cong thirc mau. St dung clindamycin cé
thé din dén tinh trang ting sinh quéa mic céc sinh vét
khong nhay cam déc biét |a nam.

Tiéu chay do Clostridium difficile (Clostridium difficile
associated diarrhea — CDAD) da dugc bao cdo khi sir
dung d6i voi hau hét cac thude khang sinh, bao gom
clindamycin, va muac do co thé tir tidu chay nhe dén
viém dai trang din dén tir vong. Didu tri bang cac
thudc khang sinh s& lam thay dbi quéan thé vi sinh tu
nhién cia rudt dan t6i su phat trién qua muic cia C.

difficile.

., Vi céc nhim khudn nay c6 thé khé chira khi ding
cac liéu phap khang sinh va c6 thé cin phai cit bo dai
trang. Cén phai nghi dén bénh CDAD & tit ca céc bénh
nhan xuét hién tiéu chay sau khi ding cac chét khang
khuan. Can ghi bénh 4n can than vi di c6 bdo céo
CDAD xay ra sau hon 2 thang ké tir khi diéu tri bing
khang sinh.

Bé sung thong
tin canh béao
khi str dung
thude kéo dai

Sira cach dién
dat

4.5.

Twong tic véi cac thude khac va cac dang twong tac
khac

Tac dung dbi khing da-duoethay giita clindamycin va
erythromycin trong ##wvitre. Do ¢6 y nghia dang ké vé lam
sang, khong nén dung 2 thudc nay dong thoi.

4.5. Twong tac vadi cac thudc khac va cac dang twong tac
khac

Tac dung doi khang gitra clindamycin va erythromycin
da dugc nhén thay trong nghién ciru in vitro. Do ¢6 y
nghia dang ké vé 1am sang, khong nén dung 2 thudc
nay dong thoi.

Thudc chdng dong khang vitamin K

D3 c6 bao cdo vé ting céc chi sO xét nghiém vé dong
mau (PT/INR) va/hodc xuat huyét & nhitng bénh nhéan
duge diéu tri bang clindamycin két hop véi mot thuoc
chong dong khang vitamin K (vi du nhu warfarin,

Stra cach dién
dat

B6 sung thong
tin phan twong
tac thube dua

trén UK SmPC
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acenocoumarol va fluindione). Vi véy, can thuong
xuyén theo dai cac két qua xét nghiém dong mau &
nhitng bénh nhan dugc didu tri bing thubc khang
vitamin K.

4.6.

4.8.

S dung ehe phu nir c6 thai va ¢théidsy cho con bi

Str dung trén phu nir ¢ thai

Trong cac thir nghiém lam sang véi phu nir dang mang
thai, viéc dung clindamycin theo dudng méu trong subt
ba thang thir hai va ba thang cum cta thai ky khong lién
quan dén viéc tang tin sudt xudt hién di tat bam sinh..

St dung trén phu nir cho con bt

Clindamycin dugc bdo cdo 1a c6 mattreng sira me voi
nong do trong khoang 0,7 - 3,8 png/mL.

Tac dung khéng mong mudn

Tat ca cac tac dung khong mong mudn liét ké trén-nhan
lade MedDRA SOC (Medical Dictionary for Regulatory
Activities System Organ Class) dwa-ra. Trong moi muc
tan sudt, cac tic dung khong mong mudn duoc trinh bay

theo thir tu tan-sudtxudthidnt +di-sau-d6-déntam-quan
trong vé-lam-sang:

4.6.

4.8.

Tac dung trén kha ning sinh sén, phu nir c¢6 thai va
cho con bu

Str dung trén phu nit ¢co thai

Trong cac thir nghiém 1am sang trén phu nir dang mang
thai, viéc dung clindamycin theo dudng toan than trong
sudt ba thang thr hai va ba thang cudi cua thai ky
khong lién quan dén viéc tang tan sudt xudt hién di tat
bam sinh...

St dung trén phu nir cho con bu

Clindamycin dugc bao cao la cé bai tiét qua sira me voi
nong do trong khoang 0,7 - 3,8 pg/mL. Khéng nén
dung clindamycin cho phu nir dang cho con bt do ¢6
thé gy ra cac phan tng bét loi nghiém trong trén tré so
sinh.

Tac dung khéng mong mudn

Tat ca cac tac dung khong mong mudn duoc liét ké
theo phén loai cia MedDRA SOC (Medical Dictionary
for Regulatory Activities System Organ Class). Trong
mdi muc tan sudt, cic tic dung khong mong mudn
dugc trinh bay véi tan suat duoc liét ké theo thir ty mirc
do nghiém trong y té giam dan.

Stra cach dién
dat

Cép nhat thong
tin str dung
thude cho phu
nit co thai va
cho con ba

r
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Bing cic tac dung khong mong mudn Bang cac tac dung khéng mong mudn
Loai Thwong | It gap Hiém Rit Clhara Phan Thuwong It gip Hiém gap | Tan sudt Stra 16i dich
hé gip >1/1000 | gip hiém | xde logi theo | gip >1/1000 | >1/10000 | chua biét
théng/ | >1/100 | t&i >1/10000 | gip dinh hé co >1/100 | dén dén (khéng
co t6i <1/100 | t&i <1/1000 | duee quan | @én <1/100 | <1/1000 | wéc tinh
quan | <1/10 <1/1000 |0 tan <1/10 dwgc bang
suat dit lidu sin
(khong cd)
woc
tinh
dwoc
bﬁng
dir licu
sin ¢6)
Nhiém | Viém Nhiém | viém dai viém dai
trung | dai trang tring va | trang gia trang do o
va | giamac nhiém mac clostridium Cép nht
nhiém k}’/ sinh difﬁci{e, TDMKK cua
ky tring nhiém thude
sinh khuan am
trl:mg i dao
Roi tang Mt Réi loan | tang bach mat bach
loan bach-céu bach mau va | cau ua cau hat ,
mau te-eosi cdu hat, ||| hé bach | eosin giam bach
va hé Giam huyét cdu trung
bach bach tinh, gidm
huyét cau, tiéu cau,
Giam giam bach
bach ciu
cau
trung
tinh,
Giam
tiéu cau
il
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Roi Phan Rdi loan soc phan
loan ang hé mién vé, phan
hé dang dich g dang
mién phan vé phan vé,
dich phan tng
phan ve,
qui man

Roi R6i loan RO IQ@“ roi loan vi
loan vi gidc h¢ than giac
hé kinh
thin
kinh

R&i loan ngung

tim tim-ho

hap®

Rbi loan | viém tic | gidm

mach tinh mach | huyét ap°

mau !
Roi Tiéu Buon Viém Réi loan | tiéu chay | dau bung, viém thuc
loan | chay, non, thuc hé tiéu budn non, quan®, loét
hé Dau Noén quani, hoa non mura thuc quan
tiéu bung Loét
hoa thuc

] quani
Roi X6t Vang Roi loan vang da
loan | aghiém da gan mat
gan chitre
mat RAAE
can-bat
thaonre
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Roi

loan
da va
mo
dwdi

Ban san

May-day

Hong ban
da dang,
Ngira

RO loan
dava
mo dudi
da

ban sén

mé day

hf‘mg ban
da dang,
nga

hoai tir
biéu bi do
nhiém doc
(TEN), hoi
chiing
Stevens-
Johnson
(SJS), phan
ing do
thude kém
tang bach
cu ua
eosin va
nhirng tri¢u
chirng toan
than
(DRESS),
ngoai ban
mun mu
toan than
cép tinh
(AGEP),
phu mach,
viém da
tréc vay,
viém da
bong nudc,
ban dang
soi

Céc roi
loan
chung
va tai
noi dung
thude

v

Tz
dau’, ap
xe tai cho
tiém '

khoé chiu &
chd tiem'
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Két qua | xét

kiém nghiém

tra/xét chtrc

nghiém | ning gan
bat
thudng

*ADR dugc xéc dinh sau khi thudc luu hanh
YADR chi 4p dung cho céc dang thude tiém
tADR chi 4p dung cho cac dang thubc ubng

3Céc trudong hop hiém gdp da duoc bao cdo sau khi tiém qua
tinh mach qua nhanh (xem muc 4.2 Liéu ding va cach
dung).

5.  CACDAC TiNH DUQC LY HQC 5.  CACPAC TINH DUQC LY HQC
5.1 Dic tinh dwore lwe hoc - | Die tinh dwge lue hoe
Vi sinh: Clindamycin duoc thiy 1a ¢6 tac dung chéng cac Vi sinh: Clindamycin dugc thay la c6 tac dung chéng
chung phan lap cua céc vi sinh vat sau ueﬁg—eng—ngh-rem cac chung phan Idp cta céc vi sinh vt sau trén in vitro: L o
Stra cach dién
dat
Tu cau da (Staphylococcus epidermidis) (cidc chung sinh Tu cau da (Staphylococcus epidermidis) (céc chiing
men penicillinase va khong sinh penicillinase). Khi thu sinh men penicillinase va khéng sinh penicillinase).
nghiém tmn-g—engﬂgh-rem mét sb chiing tu ciu khang véi Khi thir nghiém in vitro, mot s6 chung tu cau khang voi
erythromycin ban ddu dd nhanh chéng khang vai erythromycin ban dau da nhanh chong khang vdi
clindamycin. clindamycin.
Déi khang nhau gitra clindamycin va erythromycin duoe Déi khang nhau giira clindamycin va erythromycin da
chirng minh. dugc chimg minh.
5.2 Dic tinh dwgc djng hoc 5.2. Dic tinh duwgc dong hoc

Cac nghién clru ndng do thube trong huyét thanh véi 24
ngudi truong thanh binh thuong Hrh—neuyén khi udng

lidu clindamycin hydrochloride 150 mg cho thiy_

Céc nghién ciru nong do thude trong huyét thanh trén
24 nguoi tinh nguyén truong thanh binh thuong khi
udng liéu clindamycin hydroclorid 150 mg cho thdy

Stra cach dién
dat

Page 11 of 13




b

y.

{

" clindamycin nhanh chéng hép thu sau khi udng. Nong do

dinh trung binh trong huyét thanh 13 2,50 mes/mL dat
dugc trong 45 phut; cac mic ndng dé trong huyét thanh
dat trung binh 12 1,51 meg/mL vao 3 gio va 0,70 meg/mL
vao 6 gio. Hap thu ctia mot lidu khi udng gn nhu hoan
toan (90%), va chi dinh thudc dong thoi khi an khong
lam thay doi dang ké cic ndng dd thudc trong huyét
thanh; cac mirc ndng do thude trong huyét thanh khéne
thay-déi va co thé du doan theo bénh nhan va lidu dung.
Céc nghién ctru vé nong do thude trong huyét thanh khi
dung da liéu clindamycin hydreehloride cho toi 14 ngay
cho thdy khéng c6 bang ching vé tich liiy hay bién ddi
chuyén héa thube... Cae ndng do trong huyét thanh vuot
qué ndng do e ché tdi thiéu (MIC) céc vi sinh vat trong
it nhat 6 gi> sau khi ehi—dinh liéu thong thuong.
Clindamycin phan b khép trong dich va cac mé cia co
thé (trong ca xuong).. Sau ehi—dinh clindamycin
hydroehloride duong udng, thoi gian ban thai tang 1én
khoang 4 gio (trong khoang 3,4-5,1 gid) & ngudi cao tudi
so vdi 3,2 gio (trong khoang 2,1-4,2 gid) ¢ ngudi trudong
thanh tré tubi...

clindamycin nhanh chéng dugc hip thu sau khi udng.
Néng do dinh trung binh trong huyét thanh 1a 2,50
pg/mL dat duoc trong 45 phit; cac mirc ndng d trong
huyét thanh dat trung binh 13 1,51 pg/mL vao 3 gid va
0,70 pg/mL vao 6 gio. Hap thu ciia mot liéu ubng gan
nhu hoan toan (90%), va chi dinh thudc dong thoi khi
an khong 1am thay d6i dang ké cac nong do thude trong
huyét thanh; cac mirc ndng dd thude trong huyét thanh
14 ddng nhét va co thé du doan duoc theo bénh nhan va
liéu ding. Cac nghién ctru vé ndng do thubc trong
huyét thanh khi dung da liéu clindamycin hydroclorid
cho t6i 14 ngay cho thdy khéng c6 bing chimg vé tich
liiy hay thay d6i chuyén héa thudc... Nong do trong
huyét thanh vuot qua ndng dé e ché tdi thiéu (MIC)
cac vi sinh vat trong it nhat 6 gio sau khi sir dung lidu
khuyén céo thong thuong. Clindamycin phan bd rong
khép trong dich va cic mé coa co thé (trong ca
xuong)... Sau khi st dung clindamycin hydroclorid
dudng ubng, thoi gian ban thai tang 1én khoang 4 gid
(trong khoang 3,4-5,1 gi®) & ngudi cao tudi so véi 3,2
gi0 (trong khoang 2,1-4,2 gid) ¢ nguoi trudng thanh tré
tudi...

5.3 Dir liéu an toan tién 1Am sang 5.3.  Dir liéu an toan tién 1Am sang
Déc tinh gay qui thai Déc tinh gdy qudi thai
Céc thir nghiém ddc tinh véi hé gen dugce tién hanh bao Cae ﬂ}}f ngh}@m d(.‘),c tinh véi h@m gen da ftuq:: tién ‘hantl Stra céch dién
gém thur nghiém nhan nho & chuot céng va thtr nghiém bao‘gom thir nghigm nhén nhé & chubt cong: va thir dat
Ames Salmonella dio ngugc nghiém Ames Salmonella dao nguoc...
Suy gidm kha néng sinh san: Suy gidm kha néing sinh san:
o
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Trong cac nghién ciru ve phat trién phdi thai gua-dudns
uéne-& chudt va phat trién phoi thai qa-duong-tiém-dudi

da & chudt va tho, khong quan sét thay doc tinh tién trién
nao, ngoai trir & cac lieu lugng gy doc cho me.

“Trong

&mghién ctru vé phét trién phéi thai trén chudt
sau khi st dung thudc theo dudng udng va phat trién
phoi thai & chudt va tho sau khi sir dung thude theo
dudng tiém dudi da, khong quan sat thay doc tinh tién
trién nao, ngoai trir & cac liéu luong gdy doc cho me.

6. CAC PAC TINH DUQC HOC 6. CAC PAC TINH DUQC HQC

6.1. Danh muc ta dwgc 6.1. Danh muc ta dugc
Clindamycin hydrechloride vién nang ehwd cac ta duoc Clindamycin hydroclorid vién nang chita cic ta dugc | Stra cach dién
sau: lactose menehydrate, tinh bt ngd, talc, magnesi sau: lactose monohydrat, tinh bdt ngd, talc, magnesi | dat va 16i dich
slestsbetheeal, stearat.

6.4.  Quy cach dong géi 6.4. Quy cach déng géi
Balaein-C-vién-nang-300-mg:-Hop 2 vi x 8 vién, Hop 10 vi Hop 2 vi x 8 vién nang cting, Hop 10 vi x 10 vién nang
x 10 vién cling.

Tiéu chuiin thube-thanh-pham: Nha san xudt Tiéu chuin: Nha san xut

Nha san xuat:

Pfizer PGM — Zone Industrielle — 29 route des Industries —
37530 Pocé Sur Cisse, Phap

Nha san xuat:

Fareva Amboise — Zone Industrielle — 29 route des
Industries — 37530 Pocé Sur Cisse, Phap

® Nhan hiéu da dang ky
LPD date: Dec 29, 2015
J Reference CDS date: Dec 29, 2015

Céap nhat tén
nha san xut
theo cong vin
phé duyét s6
12194/QLD-
DK ngay
07/07/2015

A
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BO Y TE CONG HOA XA HOI CHU NGHIA VIET NAM

CUC QUAN LY DUQC Péc 1ap - Tu do - Hanh phic
sé: Y444 /QLD-BK Ha Néi, ngay [ thang 5 ndm 2018
V/v cap nhét ndi dung t& huéng dan i
stt dung

Kinh gui: Pfizer (Thailand) Ltd..
Dia chi: Floor 36, 37 United Center Building, 323 Silom Road, Silom,
Bangrak, Bangkok 10500, Thailand.

Tiép theo cong van s& 10928/QLD-DK ngay 28/7/2017 cua Cuc Quan ly
Dugc, xét don dé& nghi ndp ngay 11/ 10/2017 va céc tai liéu bd sung co lién quan
cua cong ty (sb tiép nhéan 504/BSTDNN) vé viéc cép nhat ndi dung to hudng
din str dung ddi voi thude nude ngoai da dugce cap s6 dang ky luu hanh,

Cin ot Thong tu sb 44/2014/TT-BYT ngdy 25/1 1/2014 cta Bd Y té Quy
dinh vidc dang ky thudc, Thong tu <6 06/2016/TT-BYT ngay 08/03/2016 cua Bo
Y t& vé& Quy dinh ghi nhén thubc,

Can cu bién ban thdm dinh ho so thay 461/ bd sung, Cuc Quan ly Duoc co
¥ kién nhu sau: :

Pong y d8 cong ty duge cap nhat ndi dung to hudng dAn st dung ddi voi
thudc Dalacin C, s6 dang ky: VN-13404-14.

Béng so sanh ndi dung thay dbi to hudng dan sir dung duge dong dau xac
nhén cta Cuc Quan ly Duoc va dinh kém theo cong van nay.

Ngoai ndi dung dugc thay dbi trén, tit ca cac ndi dung khac gilt nguyén
nhu hd so ding ky thudc luu tai Cuc Quan ly Duoc.

Cong ty ding ky, nha san xuét phai chiu trach nhiém vé chét lugng d6i véi
thubc luu hanh trén thi truong, ndi dung ghi trén nhén thube, quy dinh vé s6 hitu
tri tué lién quan dén nhan hiéu hang hoa cua thudc va co trach nhiém thong bao
su thay d61 nay dén cac co quan lién quan va khach hang.

Sau 06 thang ké tir ngay ky cong van nay cong ty khong dugc nhap khéu
thudc trén véi ndi dung cii da thay i cua to hudng dan s dung.

Cuc Quan ly Dugc thong bao dé cong ty biét va thuc hién dung cac quy
dinh cua Viét Nam v& lyy hanh thude./.

Noi nhin: KT.CUC TRUONG

- Nhu trén; PHO CUC TRUONG

_Luu: VT, PKT (V).
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TO HUONG DAN SU DUNG CU
(phén loai bo dugc gach-neans)

LPD date: Dec 29, 2015
Reference CDS date: Dec 29, 2015

TO HUGNG DAN SU DUNG MOT
(Phan thém vao/ thay d6i duoc ddnh ddu vang)

LPD date: Sep 05, 2017
Reference CDS date: Jul 14, 2017
Reference USPI date: May 2017

DALACIN C®

DALACIN C®

Théng tin vé san phém danh cho cén bd y té

4.1.  Chi dinh diéu tri

Clindamycin c6 tac dung diéu tri nhitng nhiém khuan duéi
day do céc vi khudn ky khi nhay cam véi thudc hoic cic
chung vi khuén 4i khi gram duong nhay cam v6i1 thuoc nhu
lién cau (streptococm) tu cau (staphylococci), phé cau
(pneumococci) va cac ching Chlamydia trachomatis nhay
cam v6i thudc.

¢) Céc nhiém khuin da va md mém bao gém tring

4.1. Chi dinh diéu tri

Clindamycin c6 tac dung didu tri nhitng nhiém khuan duéi
day do céc vi khuan ky khi nhay cam véi thudc hoic céc
chung vi khuan 4i khi Gram duong nhay cam voi thuoc
nhu lién cAu (streptococci), tu cau (staphylococci), phé cau
(pneumococci) va cac chung Chlamydia trachomatis nhay
cam véi thude.

¢) Cac nhiém khuén da va md mém bao gbm trimg




d)
e) Cae

g)

i)

TGO HUONG DAN SU DUNG CU TO HUGNG DAN SU DUNG MOT Ly do
(phan loai bé duoc gachngane) (Phan thém vao/ thay i duoc dénh déu vang) thay doi
LPD date: Dec 29, 2015 LPD date: Sep 05, 2017
Reference CDS date: Dec 29, 2015 Reference CDS date: Jul 14, 2017
Reference USPI date: May 2017
ca, nhot, viém mb té bio, chéc 16, cac ap-xe va c4, nhot, viém md t€ bao, choc 18, cac _ap-xe va
nhiém khuin tai vét thuong. Véi cac traonghop nhiém khuan tai vét thwong. Véi cac nhlem khuén
nhlem khuin da va mé6 mém dic hiéu nhu viém da va mb6 mém dic hiéu nhu viém quing va viém
q}lang va viém mé moéng (panaritiumj-e6 dap ung mé moéng (panaritium); cac truong hop nay dap ing | Sia 15i
tot khi tri liéu véi clindamycin. tot khi tri liéu véi clindamycin. dich thuat

Cée nhiém khuén phu khoa bao gom viém ndi mac
tr cung, viém mo té bao, nhifm khudn 4m dao, 4p-
xe VOl buong trung va Vlem V01 trung khi—ke{—heja

Hﬂ—t—h—f&h—h@p Trong trudng hop viém co tr cung
do Chlamydza frachomatis, diéu tri clindamycin
don thudn duoc nhan thiy 14 c6 hiéu qua leaisach
duoc vi khuan nay.

Céc nhiém khuan trong 6 bung gdm viém phtic mac
va ap-xe trong b bung khi ehe-eung v6i mot thude
khang sinh phé vi khuén ai khi erans 4m thich hop.

...tac dung diét khuén in vitro dbi v6i vi khudn
dang bi nhiém.

Sbt rét: Poi vdi chi dinh nay, xin tham khao huéng
dén chén dodn va diéu tri bénh sot rét do B6 Y 1é
ban hanh.

d) .
e)

g -

i)

Ket hop v61 mot thudc khang sinh phd vi khuén
Gram am &i khi thich hop dé diéu tri cac nhiém
khudn phu khoa bao_gom viém ndi mac tir cung,
viém mb té bao, nhifm khudn 4m dao, ap-xe voi-
buong trlmg va viém voi tring. Trong truorng hop
viém c0 tir cung do Chlamydia trachomatis, diéu tri
clindamycin don thudn duoc nhan thiy 14 c6 hidu
qua diét duoc vi sinh vt nay.
Céc nhiém khuan trong & bung gdm viém phtic mac
va dp-xe trong b bung khi két hop v6i mot thudc
khang sinh phd vi khuén 4i khi Gram a4m thich hop.
..tac dung diét khudn in vitro @i v6i vi khuén
dang gy nhiém khuén.

Sét rét: Doi vdi chi dinh nay, xin tham khao hwong
dan chan dodn va diéu tri bénh 56t rét méi nhat do
BoY té ban hanh.
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LPD date: Dec 29, 2015 LPD date: Sep 05, 2017
Reference CDS date: Dec 29, 2015 Reference CDS date: Jul 14, 2017
Reference USPI date: May 2017
4.2.Liéu ding va cich dung 4.2.Liéu dung va cach diung
Liéu dung cho ngwdi l6n Liéu ding cho ngudi l6n
Clindamycin hydroclorid vién nang (dudng ubng): Clindamycin hydroclorid vién nang (duong ubng):
300 mg/ldn mdi 6, 8, 12 gid hodic 600 mg/lan mdi 8, 12 300 mgy/lan moi 6, 8, 12 gi6 hoge 600 mg/lan m01 8,12
gitr. Dé tranh kha ning kich thich thuc quan nén uong git. Dé tranh kha nang kich thich thuc quan, nén udng
vién Clindamyein hydroclorid véi mét cde nuée day. vién nang clindamycin hydroclorid v6i mot cdc nuge
day.
Vién nang clindamycin hydroclorid (cho 1ré em ¢d thé | p& SullE
nuﬂot thudc dang vién nang) , thém thong
Pé tranh kha ndng bi kich ung thuc quan, nén udng | tin lidu cho
vién nang clindamycin hydroclorid véi mét coc nude | tré em.

Liéu diung cho ngwdi cao tudi

Céc nghién ctru duge dong hoc cta clindamycin cho
thay khong c6 su khac biét coy nghia vé 1am sang gitta
ngudi tré va nguodl cao tudi & chirc ning gan binh
thuone va chic nang thin (diéu chinh theo tudi) binh

day.

Liéu ding tir 8 dén 25 mg/kg/ngay chia thanh 3 hoac 4
lidu bang nhau. Dang vién nang co thé khong phan heu
mg/kg chinh xéc; vi vay, co thé can dung dang bao ché
khéc trong mot s6 truong hop.

Vién nang clindamycin khong pht hop cho tré em
chua c6 kha ning nubt tron vién thudc.

Liéu dung cho nguoi cao tudi

Céc nghién ctu duge dong hoc cua clindamycein cho
thay khong c6 su khac biét co y nghia vé mat lam sang
gifta nguoi tré tudi va ngudi cao tudi 6 chirc ning gan
va chic nang thin (didu chinh theo tudi) binh thudong

1
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Ly do
thay doi

thuong sau khi uong hogc tiém. Vi véy khong can thiét
phai didu chinh liéu & ngudi cao tudi ma& chirc ning gan
binh-thuone va chic nang thin (diéu chinh theo tudi)
binh thudng (xem mue 5.2 Cac ddc tinh dwge dong
hoc).

Lleu dung cho bénh nhin suy gan

Cé-thé-phai-xemxet didu chinh liéu ding & bénh nhan
suy gan raneg.

Liéu dung cho nhiing chi dinh dic biét

(a) Nhiém lién cdu bé-ta tan huyét:

Tuén theo céc lidu chi dinh & trén trong—phan Lidu
dung cho nguoi 16n. Nén tiép tuc didu tri trong it nhét
10 ngay.

(c) Viem phéi do Pneumocystis jiroveci trén bénh nhdn
AIDS:

(d) Diéu tri viém a-mi-dan/ viém hong cdp do lién cau:
Lidu clindamycin hydroclorid viéa-nang 300 mg, ubng
hai 1an mdt ngay trong 10 ngay.

sau khi uong hogc tiém. Vi véy khong can thiét phai
diéu chinh lidu & nguol cao tudi ¢ chirc ning gan va
chirc néng than (diéu chinh theo tudi) binh thuong
(xem Muc 5.2 Cac dic tinh dwgc dong hoc).

Liéu dung cho bénh nhan suy gan
Khong can didu chinh liu duing & bénh nhan suy gan.

Lidu ding cho nhiing chi dinh dic biét
iéu dung nhirng chi dinh dac bié ) \,&
Tuén theo cac lidu chi dinh & trén & muc Liéu dung cho

nguoi lom, Lleu dung cho tré em va Lidu dung cho tré
so sinh. Nén tiép tuc didu tri trong it nhét 10 ngay.

(a) Nhiém lién cau bé-ta tan huyét:

(c) Viem phéi do Pneumocystis carinii trén bénh nhdn
AIDS:

(d) Piéu tri viém a-mi-dan/ viém hong cdp do lién cdu:

Vién nang clindamycin hydroclorid liéu 300 mg, udng
hai 1an mdt ngay trong 10 ngay.
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4.4.Cinh bio va than trong dic biét khi sit dung thubc | 4.4.Canh biova thin trong dic biét khi sit dung thudc
Phan Gng qua mén nghiém trong, bao gdm ca nhiing phan Phan tmg qué méan nghiém trong, bao gom cé nhiing phin
tmg da nghiém trong nhw phan tng do thubc keém ting | Ung da nghiém trong nhu phan tmg do thudc kém ting
bach ciu wa eosin...(xem #e 4.3 Chéng chi dinh va mue bach cdu wa eosin...(xem Muc 4.3 Chéng chi dinh va
4.8 Tac dung khong mong mudn)... Muc 4.8 Tac dung khong mong muén)...
Do—clindamyetn—thong ’! Bty éu} tan—nhieu—vao—dich-nie Thay @6i
tuykchongnén-dung thuse-dé-dicu-tr-viémmang nao thix tu
A b e Ldodai_néntheo-ddichite-nine—esan—than—va thong tin
TYOTavT™r Ll} K COoO—Car T v o uvul CITaYv llLlllc c(.lll. LllL.LlI ol
i okt cAng thite mau_Siedunc—clindamvein-ecd-thé-dan
Dlulll oot CUTTE o TTIacaTT oo™ \.l\,lllc uuuuulu)\,lu AAV RS Si-pp eIy
AAn timlh tranc t3nc cinh-aui-rre—cac—sinh-vat khénenhay
T aaanar LlL.lll.c Lullc [ejouERl \.lLl(-l IO T—CacT—oIaar V(:LL l\ll\Jll: llll(;t)
AR

Tiéu chay do Clostridium difficile (Clostridium difficile
associated diarrhea — CDAD) da duoc béo céo khi st dung
d6i v6i hiu hét céc thudc khéng sinh, bao gom
clindamycin, va mic d6 c6 thé tir tiéu chay nhe dén viém
dai trang dén dén tr vong. Diéu tri bing cac thudc khang
sinh s€ lam thay d6i quan thé vi sinh tu nhién ca ruét dan
t61 su phat trién qua muc cua C. difficile.

Clostridium difficile sinh ra doc td A va B gép phén lam
phat trién CDAE. Céc chung C. difficile sinh rhicu-doc tb
la nguyen nhén lam tang ty 1é mac bénh va tir vong, Vi cac
nhiém khuén nay c6 the khé chita khi dung ede liéu phép
khang sinh va cé th can phai cét bo dai trang. Cén phai

Tiéu chay do Clostridium difficile (Clostridium difficile
associated diarrhea — CDAD) da dugc béo céo khi st dung
d6i véi hau hét cac thube khang khuin, bao gom ca
clindamycin, va mizc do c6 thé tir tiéu chay nhe dén viém
dai trang dan dén ti vong. Didu tri bing cac thudc khang
khuan s& lam thay ddi quan thé vi sinh tw nhién coa dai
trang dan t&i su phat trién qua mirc cua C. difficile.

Clostridium difficile sinh ra doc td A va B gép phan lam
phét trién CDAD. Céc chung C. difficile sinh d6c t6 manh
hon 1a nguyén nhén lam téng ty 1& mac bénh va tir vong, vi
céc tinh trang nhiém khuén nay c6 thé kho chita khi ding
liéu phéap khang sinh va cé thé can phai cit bo dai trang.
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Ly do
thay d6i

nghi dén bénh CDAD & tat ca cac bénh nhén xuat hién tiéu
chay sau khi ding eée-chét khéng khudn. Can ghi bénh 4n
cAn than vi d3 c6 bao cdo CDAD xay ra sau hon 2 thang ké
tir khi diu tri bang khéng sinh.

Can phai nghi dén bénh CDAD & tat ca cac bénh nhan xudt
hién tiéu chay sau khi dung khang sinh. Can ghi bénh 4n
cén than vi d3 c6 bao cdo CDAD xay ra sau hon 2 thang ké
tir khi diéu tri bang thube khang sinh.

Do clindamycin khong khuyech tan nhiéu vao dich ndo
tuy, khong nén dung thudc dé diéu tri viém mang nfo.

Néu diéu tri kéo dai, nén theo doi chuc nang gan, than va
giam sat cong thirc mau. St dung clindamycin ¢6 thé dan
dén tinh trang tang sinh qua muc céac sinh vat khong nhay
cam, dac biét la nam men.

Bénh nhan c6 c4c van dé di truyén hiém gap vé dung nap

galactose, thiéu Lapp lactase hodc kém hép thu glucose —
galactose khong duoc dung thudc nay.

1%

B sung
canh bao ta
duoc chira
lactose

4.5.Twong tac vdi cac thudc khac va cdc dang twong tic
khac

4.5.Twong tac véi cac thudc khic va cac dang twong tac
khac

Clindamycin duogc chuyén héa chu yéu boi CYP3A4 va
mdt phan boi CYP3AS tao ra chit chuyen héa chinh la
clindamycin sulfoxid va mot phan nho chat chuyen héa
N-desmethylclindamycin. Vi vdy, céc chdt wc ché
CYP3A4 va CYP3A5 c6 thé lam gidm d¢ thanh thai
clindamycin va cac chit cam ung c4c isoenzym nay c6 thé

B sung
thong tin
tuong tac
véi céc
thube
chuyén hoa
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lam tang d¢ thanh théi clindamycin. Can theo doi su giam | béi céc
hiéu luc thube khi c6 mit céc chét cam tmg CYP3A4 manh | enzyme
nhu la rifampicin. CYP.

Thube chéng ddng khang vitamin K

Dieé-bao-edo-vé ting cac ehi-sé xét nghiém vé dong méu
(PT/INR) va/hodc xubt huyét—&-nhitag bénh nhin duoc
didu tri bang clindamycin két hop vo6i mot thubc chéng
dong khang vitamin K (vi du nhu warfann acenocoumarol
va fluindiene). Vi viy, cin thuongx ' i cac két
qaa xét nghiém dong mau & nhung benh nhan duoc didu tri
bang thudc khang vitamin K.

Céc nghién ctru trén in vitro dé chi ra clindamycin khong
ttc ché CYP1A2, CYP2C9, CYP2C19, CYP2El hay
CYP2D6 va chi ttc ché CYP3A4 & mic do vira phai. Vi
vay, khong chéc chén 1a c6 tuong tac quan trong trén lam
sang gitta clindamycin va cac thudc duoc chuyén héa boi
c4c enzym nay khi dung dong thoi.

Céc thube chdng d6ng khang vitamin K:

Thoi gian dong mdu ting trong cac xét nghiém doéng mau
(PT/INR) va/hogc chay mau da dugc bao cao ¢ cac bénh
nhan duoc didu tri bang clindamycin két hop v6i mot thudc
chéng dong khang vitamin K (vi du nhu warfarin,
acenocoumarol va fluindion). Vi viy, can tién hanh dinh
ky céac xét nghiém dong mau & nhitng bénh nhén dugc didu
tri bang céc thudc chéng dong khéng vitamin K.

4.8.T4ac dung khong mong mudn

4.8.T4c dung khong mong mudn

Bang cic tic dung khong mong mudn

Bing cac tac dung khong mong mudn

Phdn Thwong It gap Hiém Tan su(‘f{ Phan Thwong | It gip Hiém gip Tan sut‘i{
loai 2ap >1/1000 | gap chwa biet loai gdp >1/1000 | >1/10000 chwa biet
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theo h¢ | 21/100 dén >1/10000 | (khéng woc theo | 21/100 | dén dén (khong worc
co dén <1/10 | <1/100 | dén tinh dwoc tir héco | dén<1/10 | <1/100 <1/1000 tinh dwgc tir
quan <1/1000 | di# liéu san quan dir lidu san
co) co)
R&i s6c phan vé; R&i s6c phan
loap hé phan Ung loa~n hé vé* phan
mién dang phan V¢, mién {ing dang
dich phéan ung dich phan vé*,
phxér’: vé qua phan Uing ;
Toan phan vé¥, (‘é/
qua man*
Ro61 tiéu chay | dau viém thuc R&i tiéu chdy | dau bung, viém thuc
loan hé bung, quan®, loét loan hé budn ndn, quan**, loét
tiéu hoa bEl@n thuc quan’ ti?u ndn mra thuc quan*t
non, hoa
nén
mua
4. Qui lidu 49  Qualiéu )
Tham-phan-méu—va-dich-mang bung khong c6 hiéu qua | Du kién 1a néu xay ra qué liéu, s& quan sat thdy cac tac %OA Sung
trong viéc loai bd clindamycin trong huyét thanh. dung phu trén dudng tiéu hoéa, bao gém dau bung, budn t;ongAtln
noén, ndn va tiéu chay. Tham tach méau va tham phéan phuc Vﬁ ,tl’l@l;(h.
mac khong cé hiéu qué trong viéc loai bd clindamycin chung X
ding qua

trong huyét thanh.
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lidu
5.1 Pac tinh dwgc lwe hoc: 5.1 Pac tinh dwgc luc hoc: B6 sung
) thong tin
Co ché tac dung co ché tac
Clindamycin 12 mot khang sinh lincosamid trc che su tdng dung, tac
hop protein vi khudn. Thudc gin két véi tiéu don vi | dung duoc
ribosome 50S va tac dong 1én ca viéc téng hop ribosome | Iyc, khéang
va qué trinh dich m3. Mac du clindamycin phosphat bét | thubc va
hoat trong thir nghiém in vitro, su thuy phén nhanh chong | cép nhét
trén in vivo chuyén dbi hop chét nay thanh clindamycin c6 phan hoat
hoat tinh khang khudn. O céac liéu thuong dung, | tinh khang
clindamycin biéu hién hoat tinh kim khuén trén in vitro. khuén
Téac dung duoc luc ) i
Hiéu luc cua thuoc lién quan dén khoang thoi gian ¢6 ndng 7Z/

d6 thudc cao hon ndng dd tc ché t6i thidu (MIC) dbi véi
tac nhan gay bénh (%T/MIC).

Khang thude
Khéang clindamycin thong thuong nhét 1a do cac dot bién &

vi tri gdn khéang sinh ctia rRNA hodac methyl héa cac
nucleotid cu thé trong RNA 23S cua tiéu don vi ribosome
50S. Nhitng dot bién nay c6 thé x4c dinh su khang thudc
chéo trén in vitro véi cac macrolid va streptogramins B
(kiéu hinh MLSg). D6i khi khang thudc xay ra do cac dot
bién thay thé trong protein ribosome. Khang clindamycin

9
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Ly do
thay doi

c6 thé bi cam tng bdi cac macrolid trong céc ching vi
khudn phan 1ap khang macrolid. Khang thubc cam ung c6
thé duoc chimg minh véi mot xét nghiém céy dia (xét
nghiém D-zone) hoac trong mdi trudng broth. Cac co ché
xudt hién khang thubc it gap hon lién quan dén su bién doi
ctia khang sinh va hé théng bom day thubc chi dong. Co
su khang chéo hoan toan gilra clindamycin va lincomycin.
Cfing nhu v6i nhidu khang sinh khac, ty 18 khang thudc
khac nhau gifta cac ching vi khuan va ving dia ly. Ty 18
khang clindamycin cao hon trong cdc chung
staphylococcus  khang methicillin  va cédc ching
pneumococcus khang penicillin so véi cac vi sinh vat khac
nhay v6i nhiing thudc nay. WL
Hoat tinh khéng khuén

Clindamycin duoc thdy 1a c¢6 tac dung chdng da sd cac
ching phén 14p cua cac vi sinh vat sau trong thur nghiém
in vitro:

Vi khuén hiéu khi
Vi khudn Gram duong

° Staphylococcus aureus (cac chung
phén lap nhay véi methicillin)
° Staphylococci  khdong ¢6 men

coagulase (cac chung phan lap nhay
véi methicillin)
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Ly do
thay d6i

o Chlamydia trachomatis
Vi khudn ky khi

Vi khuén Gram duong 1/(/

o Actinomyces spp.

° Clostridium  spp.  (ngoai  tru
Clostridium difficile)

o Eggerthella (Eubacterium) spp.

o Peptococcus spp.

° Peptostreptococcus spp. (Finegoldia
magna, Micromonas micros)

de-edu-lehudngr ° Propionibacterium acnes
W . — Vi khuén Gram 4m

o Streptococcus ~ pneumoniae  (cac
chung phén 14p nhay véi penicillin)

° Nhom streptococci beta tan huyét A,
B,CvaG

o Streptococci nhom viridian

o Corynebacterium spp.

Vi khuian Gram am
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Ly do
thay dbi

e Bacteroides spp.

o Fusobacterium spp.

o Gardnerella vaginalis
o Prevotella spp.

7
A

Nam
o Prneumocystis jirovecii

Dong vat nguyén sinh
° Toxoplasma gondii u?/
o Plasmodium falciparum

Piém gy

Ty 16 khang thudc méc phai c6 thé khac nhau gilta
cac vung dia ly va theo thoi gian d01 v&1 mot sO
loi nhét dinh va nén c6 théng tin vé tinh hinh
khang thudc tai dia phuong, déc biét 1a khi diéu tri
nhiém tring ning. Néu can, xin tu van cta chuyén
gia khi ty 16 khang thube tai dia phuong chua r6
rang do chwa chéc chan v& viée st dung thude diéu
tri v6i it nhAt mot sb loai nhiém trang. Dic biét 1a &
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Ly do
thay doi

cac nhiém trung nang hoac that bai diéu tri, khuyen
nghi ¢6 chan doan vi sinh véi bang chumg vé tac
nhan giy bénh va d6 nhay cua tac nhan d6 véi
clindamycin.

Khang thubc thuong duoc x4c dinh boi céc tiéu chi
dién giai d6 nhay (céc diém giy) duoc Vién tiéu
chuan lam sang va xét nghiém (CLSI) hodc Ho1
ddng Chau Au veé Xét nghlem d6 nhay khang khuan
(EUCAST) quy dinh dbi voi cac khang sinh st
dung toan than.

Céc diém gdy ctia Vién tiéu chuan 1am sang va xét
nghiém (CLSI) cho céc sinh vat lién quan dugc liét
ké bén dudi.

Bing 1. Tiéu chi dién gidi d6 nhay cia CLSI cho

_Clindamycin
Tdc nhan gy Nong do tre ché Khuéch tan dia
bénh toi thiéu (Puwong kinh vong
(mcg/mL) v6 khuén theo
mm)*

S I R S I R

Staphylococcus <0,5 1- | 24 | 221 | 15— | =14

Spp- 2 20
Streptococcus <025 |05 | =1 | 219 | 16— | =I5
Spp- 18
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Ly do
thay doi

[ Vikhudnkykhi® | <2 [ 4 [ >8 [ NA [ NA [ NA |
NA=not applicable (khong ap dung); S=susceptible (Nhay);
[=intermediate (Trung gian); R=resistant (Khang).

*Pia c6 chira 2 microgram clmdamycm
®Khoang MIC déi véi céc vi khudn ky khi dura vao phuong phép pha
loang trén moi truong thach agar.

Mot bao cao “Nhay” (S) cho thay rang tac nhan gay
bénh c6 kha néng cao bi trc ché néu hop chat khang
khuén trong mau dat dén ndng do thong thuong cé
thé dat duoc. Mot bdo cdo “Trung gian” (I) cho
thdy rang két qua can duogc cho 1 khong rd rang va,
néu vi sinh vat khong nhay hoan toan véi cac thube
thay thé, c6 thé sir dung trén 1am sang can lap lai
xét nghiém. Phan loai nay cho thdy kha niang ding
thudc trén 14m sang & céc vi tri cta co thé ma thude
c6 thé tép trung vé mit sinh 1y hoc trong truong
hop ¢6 the str dung liéu cao. Phan loai nay cling
cung cap mot ving dém ngan ngira nhiing yeu t6 k§
thuat nho, khong thé kiém soét duge dan dén su
khong nhit quan 16n trong dién giai. Bio cdo
“Khang” (R) thé hién rang tac nhan gy bénh it c6
kha nang bi trc ché néu hop chit khang khuén trong
mau dat dén néng do thong thuong ¢ thé dat duoc;
can chon lidu phap khac.

Quy trinh chun hoéa xét nghiém d6 nhay yéu cu
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Ly do
thay dobi

str dung cac bién phap kiém soét xét nghiém dé
theo ddi va dam bao tinh dung va chinh xéc cta
vat tu va thudc thir sir dung trong xét nghiém,
cling nhu k¥ thut cta cac c4 nhéan thuc hién xét
nghiém. Bt clindamycin chuén can cho ra khoang
MIC nhu trong Bang 2. Déi v6i kg thuat khuéch
tan st dung dia 2 mcg clindamycin, can dat dugc
tiéu chi duoc cung cap trong Bang 2.

Bing 2. Khoang Kiém sodt chit lwong (QC)
dwoc chap nhin cia pLSI doi v()'i’
Clindamycin dwoc dung dé xdc minh két qua

xét nghiém dé nhay
Khoéng
) khuéch tin
: =z Khoang nong dia
= m dg tre ché t6i | (Puimg kinh
thiéu (meg/mL) vong vo
khuin theo
mm)
Staphylococcus 0,06-0,25 NA
aureus
ATCC 29213
Staphylococcus NA 24-30
aureus
ATCC 25923
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Ly do
thay doi

Streptococcus 0,03-0,12 19-25
pneumoniae
ATCC 49619

Bacteroides fragilis 0,5-2* NA
ATCED5285

Bacteroides D=8 NA
thetaiotaomicron
ATCC 29741

Eggerthella lenta 0,06-0,25% NA
ATCC 43055

NA=Not applicable (Khong 4p dung). )
AT(;C® 1a mot thuong hiéu da dang ky cua Bao tang giong
chuan vi sinh Hoa Ky .
*Khoang MIC doi vo6i cac vi khuan ky khi dwa vao phuong phép
pha loang trén moi truong thach agar. R .
Cac diém gay theo Hoi dong Chau Au vé Xét
nghiém d6 nhay khang khuan (EUCAST) dugc
trinh bay dudi day.

Bang 3. Tiéu chi dién giai do nhay ciia

EUCAST cho Clindamycin
Piém giy MIC | Piém giy duong
(mg/L) kinh vong vo
khudn(mm)®*
Sinh vat S< | R> | s> R<
Staphylococcus 0.25 0.5 2 19
Spp.
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Ly do
thay doi

Nhom
Streptococcus 0,5 0,5 17 17
A,B,CvaG

Streptococcus

pneumoniae 0,5 0,5 19 19

Nhém Viridans

J 0,5 0,5 19 19
streptococci

Vi khuan Gram

duong ky khi 4 ¢ Ha Na

Vi khuan Gram

am ky khi B £ Ng | Na

Corynebacterium 0.5 0,5 20 20
Spp.

*Pia c6 chira 2 meg clindamycin
NA=not applicable (Khong ap dung); S=susceptible (Nhay);
R=resistant (Khéng)

Khoang EUCAST QC dé xéc dinh MIC va vimng v
khuan trén dia trong bang bén dudi.

Bing 4. Kiém sodt chét lwong (QC) dwoc
chap nhan cia EUCAST déi véi Clindamycin
dwoc dung dé xdc minh két qua xét nghiém

do nhay
Chiing kiém Khoing ndng d Khoang
chirng tre ché t6i thidu | khuéch tan dia
(mcg/mL) (Pwong kinh
vong vo khuin
theo mm)
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Staphylococcus 0,06-0,25 23-29
aureus
ATCC 29213
Streptococcus 0,03-0,125 22-28
pneumoniae
ATCC 49619
ATQCE 1a mot thuong hiéu da dang ky ctia Bao tang gidng
chuan vi sinh Hoa Ky
S.2 Cac dic tinh dwge dong hoc 5.2 Cac dic tinh dwgc dong hoc
Sw hép thu )
Céc nghién ctru ndng d6 thude trong huyét thanh #éa 24 | Cac nghién ctru vé nong dd trong huyét thanh véi lieu BA
: . . . 0 sun
ngudi tinh nguyén trudng thanh binh thudng khi-ubneticn | clindamycin hydrochlorid 150 mg dung qua dudng uong & thém thg()n g
clindamyein—hydroelorid—150-me cho thdy clindamycin | 24 ngudi tinh nguyén truéng thanh binh thudng cho thdy | tin va trinh
nhanh chéng duwgce hdp thu sau khi ubng. Nong d6 dinh rang clindamycin nhanh chéng dugc hép thu sau khi ding bay lai
trung binh trong huyét thanh 14 2,50 #e¢/mL dat dugc trong | qua dudng ubng. Nong d6 dinh trung binh trong huyét phan 5’-2
45 phut; cac s ndng do trong huyét thanh dat trung binh | thanh 13 2,50 meg/mL dat duoc trong 45 pht; cac ndng do thlelcg ;{ic
. muc ha
12 1,51 ge/mL vae 3 glor va 0,70 pe/mL vée 6 gid. Hap thu | trong huyét thanh trung binh 1a 1,51 meg/mL & 3 gid va i ph??n
etia-mbttidu ubng gin nhu hoan toan (90%), va ehi-dink | 0,70 meg/mL & 6 gid. Su hép thu qua duong udng gin b(‘),’chuyén
thubc ddng thoi khi an khong lam thay ddi déng ké ede | nhu 1a hoan toan (90%), va dung thubc ddng thoi cing | héa va thai
trie

ndng do thube trong huyét thanh; cdc mirc ndng do thude
trong huyét thanh !& déng nhét va cé thé du doan duoc
theo bénh nhan va lidu ding. Cac nghién ciru vé ndng do

thire #n khong lam thay dbi dang k& ndng d6 trong huyét
thanh; c4c mic ndng dd trong huyét thanh ddng nhét va co
thé du doan duogc theo bénh nhan va lidu dung. C4c nghién
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Ly do
thay déi

thudc trong huyét thanh khi ding da lidu clindamycin
hydroelorid cho téi 14 ngay cho thay khéng ¢6 bing chimg
vé thh luy hay thay d6i chuyen hoa thubc. Fhoi-gianban

Nong d6 clindamycin trong huyét thanh ting tuyén tinh khi
tang lidu. Nong do trong huyét thanh vuot qua ndng do tc
ché ti thiu AIC) céc vi sinh vat trong it nhit 6 gid sau
khi stdune lidu khuyén céo thénethudne. Clindamycin
phan b one-khip trong dich va-eée-md cla co thé (trene
ca xuong).

ctru vé ndng d6 thudc trong huyét thanh khi dung nhiéu
lidu clindamycin hydrochlorid cho téi 14 ngay cho thy
khong c6 bang chimg vé tich liiy hay thay d6i su chuyén
hoéa thude. Cac lidu tdi da 1én dén 2 gram clindamycin méi
ngay trong 14 ngay duoc dung nap t6t trén cac tinh nguyén
vién khoe manh, trir ty 1€ tac dung phu trén duong ti€u hoa
cao hon & cac lidu cao hon.

Sw phan b

Nong d6 clindamycin trong huyét thanh ting mot cach
tuyén tinh khi tang liéu. Nong o trong huyét thanh vuot
qué ndng do MIC (ndng do tic ché i thidu) dbi véi da sb
céc vi sinh vat ma thube c6 chi dinh trong it nhét sau gid
sau khi dung cac liéu khuyén céo. Clindamycin dwgc phan
bd khip trong céc dich ctia co thé va md (bao gdm ca
xuong). Khong do dugc ndng d6 clindamycin dang ké nao
trong dich ndo tiy, ngay ca khi cé su hién dién cta viém
mang nao.

Sw chuyén héa

Céc nghién ctu in vitro & vi lap thé gan va rudt ngudi cho
thdy clindamycin cht yéu duoc chuyén héa bai Cytochrom
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Ly do
thay doi

Thoi gian ban thai sinh hoc trung binh la 2,4 gid. Khoang
10% chét chuyén hoa c6 hoat tinh sinh hoc dugc thai trir
qua nude tiéu va 3,6% qua phan, phan con lai duoc thai trir
dudi dang chét chuyén héa khong hoat tinh.

o o™/

P450 3A4 (CYP3A4), v6i sw dong gop nho tir CYP3AS5 dé
tao thanh clindamycin sulfoxid va mét chat chuyén hoa
phu, N-desmethylclindamycin.

Sw thai trir

Thoi gian ban thai sinh hoc trung binh 1a 2,4 gio. Khoang
10% chét chuyén hoéa c6 hoat tinh sinh hoc duge thai trir
qua nude tidu va 3,6% qua phén; phan con lai dugc thai trir
duéi dang cac chat chuyén hoa khong hoat tinh.

Cic dbi twong dic biét

Suy than

Thoi gian ban thai cua clindamyein trong huyét thanh ting
nhe & bénh nhan bi giam chic niang than ning. Thim tich
mau va thdm phan phuc mac khong hiéu qua trong viéc
loai b6 clindamycin khoi huyét thanh.

Sir dung & ngudi cao tudi

Céc nghién ciru duoc dong hoc & tinh nguyén vién cao tudi
(61=79 tudi) va ngudi 16n tré tudi (18-39 tudi) cho thiy
rang, chi c6 yéu t6 tubi thi khong lam thay d6i duoc dong
hoc cua clindamycin (d6 thanh thai, thoi gian ban thai, thé
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TO HUONG DAN SU DUNG CU
(phan loai bd duoc sach-nsane)

LPD date: Dec 29, 2015
Reference CDS date: Dec 29, 2015

TO HUONG DAN SU DUNG MOI
(Phén thém vao/ thay dbi dwoc ddnh ddu vang)

LPD date: Sep 05, 2017
Reference CDS date: Jul 14, 2017
Reference USPI date: May 2017

Ly do
thay dbi

khi S—H—éﬁﬂ‘-‘ clindamycin hﬁ—dmc—}eﬁé duong uong, thoi
gian ban thai ting 1én khoang 4 gi¢ (trong khoang 3,4-5,1
gid) & ngudi cao tudi so véi 3,2 gidy (trong khoang 2,1-4,2
gid) & ngudi trudng thanh tré tudi. Mize d6 hip thu—uy
nhién. khong khac nhau gitta cdc nhém tudi va khéng can
thay dbi lifu cho ngudi cao tudi ¥ chiic ning gan binh
thudng va chitc ning than (didu chinh theo tudi) binh

tich phan bd, dién tich dudi dudong cong biéu dién theo
ndng do-thoi gian) sau khi dung clindamycin phosphat qua
tinh mach. Sau khi dung clindamycin hydrochlorid qua
duong udng, thoi gian ban thai ting lén khoang 4,0 gio
(trong khoang 3,4-5,1 gi®) & ngudi cao tudi so voi 3,2 gid
(trong khoang 2,1 — 4,2 gid) & ngudi trudng thanh tré tubi.
Tuy nhién, mitc d6 hdp thu khéng khac nhau giita céc
nhém tudi va khong cin thay doi lidu cho ngudi cao tudi

thuong. ¢6 chirc nang gan binh thudng va chitc niang than (diéu
chinh theo d6 tudi) binh thuong.
53  Dirliéu an toan tién lAm sang 5.3  Dir liéu an toan tién lim sang

Suy giam kha nang sinh san:

Céc nghién ciru vé kha ning san & chudt céng cho ubng t6i
lidu 300me/kg/ngay (khoang 1,1 1an lidu khuyén cdo 16n
nhét & nguoi trudng thanh dua-tén mg/m”) cho thiy khong
¢6 4anh hudng 1én kha nang sinh san hoic giao phdi.

Trong céc nghién ctu vé phat trlen phoi thai trén chudt sau
khi st dung thubc theo dudng udng va phat trién phoi thai

Suy giam kha ning sinh san:

Céc nghién ctru vé kha ning sinh san & chudt cdng cho
ubng t¢i lidu 300 mg/kg/ngay (khoang 1,1 1an lidu khuyén
c4o 16m nhét & ngudi truéng thanh tinh theo mg/mz) cho
thay khéng c6 anh huong 1én kha ning sinh san hoic giao
phéi.

Trong cac nghién ctiu vé phat trién phoi thai trén chudt sau
khi st dung thudce theo dudng udng va phat trién phdi thai

ru?/

Chinh stra
16i dich
thuat.
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TO HUONG DAN SU DUNG CU
(phén loai bd duoc sach-neans)

LPD date: Dec 29, 2015
Reference CDS date: Dec 29, 2015

{

TO HUONG DAN SU DUNG MOT
(Phan thém vao/ thay dbi dugc danh ddu vang)

LPD date: Sep 05, 2017
Reference CDS date: Jul 14, 2017
Reference USPI date: May 2017

Ly do
thay dbi

& chudt va thé sau khi sit dung thudc theo dudng tiém duéi
da, khong quan sét thay doc tinh ti€n trién ndo, ngoai trir &
céc liéu lugng giy doc cho me.

& chudt va thé sau khi sir dung thude theo duong tiém dudi
da, khong quan sét thay ddc tinh tién trién nao, ngoai trir &
céc liéu luong gay ddc cho chudt va tho me.

® Nhén hiéu da dang ky
LPD date: Dee 292015
Reference CDS date: Dee 292015

® Nhan hiéu di dang ky

LPD date: Sep 05, 2017
Reference CDS date: Jul 14, 2017
Reference USPI date: May 2017
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