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150 mm
Chidinh, cach dung, chéng chidinh va DE XA TAM TAY TRE EM - DOC KY HUONG
cac théng tin khac: vui long xem to DAN SU DUNG TRUGC KHI DUNG.
huéng dén str dung dinh kém. THUOC BANTHEODON.  Chidung dé truyén tinh mach.

Bao quén dugi 30°C.

Luu y: Dé hoan nguyén, thudc can
duogc pha vé6i 100 mL dung méi thich
hop. Lac cho dén khi dung dich tr&
nén trong suét.

Dung dich hoan nguyén 8n dinh trong
4 gio & nhiét dé phong (25°C) hoac
trong 24 gio khi bao quan lanh (2-8°C).
Bo phéan dung dich khéng sir dung sau
thoi diém trén.

SPK/REG.: XX-XXXX-XX

DNNK:

60 mm

5616 SX/LOT.
NSX/MFG.
HD/EXP.

(imipenem monohydrate/cilastatin sodium, MSD)

TIENAM®

HOP50LO

€9 MsD

Méi lo 20 ml chira bét vé trung imipenem
monohydrate tuong duong 500 mg
imipenem khan va cilastatin natri tuong
duong 500 mg cilastatin.

San xuat tai:

Merck Sharp & Dohme Corp.,

2778 South East Side Highway, Elkton,
Virginia 22827, Hoa Ky.

Dén nhan va déng géi cap 2 tai:

Céng ty C6 phan Dugc pham OPV

S8 27, Budng 3A, Khu Céng nghiép Bién Hoa
Il, Phudng An Binh, Tp. Bién Hoa, Tinh Béng
Nai, theo hgp déng véi Merck Sharp &

Dohme
J
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NHAN LO - HOP 50 LO

'dXE!/GH\

"O4W/XSN

"LOT/XS 01 9S

Chi dinh, cach dung, chéng chi dinh va
céc thong tin khac: vui long xem to hudng
dan st dung dinh kém.

Bdo quan dudi 30°C.

Luu y: D& hoan nguyén, thudc can dugc
pha véi 100 mL dung méi thich hgp. Lac
cho dén khi dung dich trd nén trong
suét.

Dung dich hoan nguyén én dinh trong 4
gio @ nhiét d6 phong (25°C) hoac trong 24
gi& khi bdo quén lanh (2-8°C). B4 phan
dung dich khéng st dung sau thai diém
trén.

SPK/REG.: XX-XXXX-XX

DNNK:

@ THUGC BAN THEO DON.

(imipenem monohydrate/cilastatin sodium, MSD)

TIENAWY®

LO LIEU PON

€ MsD

DEXATAMTAY TRE EM - DOCKY HU’GNG\
DAN SU DUNG TRUGC KHI DUNG.

Chi dung dé truyén tinh mach.

Mai lo 20 ml chira bét vé trung imipenem
monohydrate tuong duong 500 mg
imipenem khan va cilastatin natri tuong
duong 500 mg cilastatin.

San xudt tai:

Merck Sharp & Dohme Corp.,

2778 South East Side Highway, Elkton,
Virginia 22827, Hoa Ky.

Dan nhan va déng géi cap 2 tai:

Céng ty C6 phan Dugc pham OPV

S6 27, Buong 3A, Khu Cong nghiép Bién
Hoa Il, Phudng An Binh, Tp. Bién Hoa, Tinh
Déng Nai, theo hgp déng vai Merck Sharp
& Dohme

Scale 150%
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NHAN LO -HOP1LO

dX3/aH

"D4W/XSN

1O1/XS Q195

Chi dinh, cach dung, chéng chi dinh va
cac thong tin khac: vui long xem to hudng
dan st dung dinh kém.

Bao quén duai 30°C.

Luu y: D& hoan nguyén, thudc can dugc
pha véi 100 mL dung méi thich hop. Lic
cho dén khi dung dich tr& nén trong
suét.

Dung dich hoan nguyén én dinh trong 4
gio & nhiét do phong (25°C) hoac trong 24
gio khi bdo quan lanh (2-8°C). B6 phan
dung dich khéng st dung sau thai diém
trén.

@K THUGC BAN THEO DON.

(imipenem monohydrate/cilastatin sodium, MSD)

TIENAM®

LO LIEU DON

€9 MSD

DE XATAMTAY TRE EM. DOCKY HUGNG\
DAN sU DUNG TRUGC KHI DUNG.

Chi dung dé truyén tinh mach.

Méi lo 20 ml chita bét vé trung imipenem
monohydrate tuong duong 500 mg
imipenem khan va cilastatin natri tuong
duong 500 mg cilastatin.

San xuét tai:

Merck Sharp & Dohme Corp.,

2778 South East Side Highway, Elkton,
Virginia 22827, Hoa Ky.

Dan nhan va déng goi cap 2 tai:

Céng ty C6 phan Dugc pham OPV

S6 27, Buang 3A, Khu Céng nghiép Bién
Hoa ll, Phudng An Binh, Tp. Bién Hoa, Tinh
Déng Nai, theo hop déng véi Merck Sharp
& Dohme

Scale 150%
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dX3/QH
"94N/XSN
101XS9195

SPK/REG.: VN-XXXX- XX

DE xa tam tay tré em

Doc ki huéng dan sif dung truéc
khi dung.

Chi duing @8 truyén tinh mach.
Moi lp 20ml chiia bot vo trung
imipenem monohydrate tuong ducng
500 mg imipenem khan va cilastatin
natri tudng duong 500 mg cilastatin.
Hop 1 lp 20mL.

Chi dinh, cach dung, chéng chi dinh
va céc thdng tin khéc: vui long xem t6
hudng dan sl dung dinh kem.

Bao quan dudi 30°C.

Luu y: Dé hoan nguyén, thudc can
duigc pha véi 100mL dung méi
thich hgp. Lac cho dén khi dung
dich trg nén trong suét.

Dung dich hoan nguyén 8n dinh
trong 4 gid & nhiét do phong (25°C)
hoéc trong 24 gid khi bao quan lanh
(2°C-8°C). B& phan dung dich
khong sif dung sau thdi diém trén.

DNNK:

NHAN HOP1LO

€9 MsD

€9 MSD

Thudc ban
theo don

(Imipenem monohydrate/
cilastatin sodium, MSD)

TIENAM®

Thuéc ban
theo don

(Imipenem monohydrate/
cilastatin sodium, MSD)

TIENAMY

500 mg/500 mg

Powder for solution
for infusion
1 x 20 ml vial.

-
6

500 mg/500 mg

Powder for solution
for infusion

Each vial contains imipenem
monohydrate equivalent to 500 mg
imipenem anhydrous and

cilastatin sodium equivalent to

500 mg cilastatin.

See the leaflet for further
information.

Intravenous Infusion.

Read the package leaflet before
use.

Keep out of the reach and sight of
children.

Store below 30°C.

Sén xuat tai:

Merck Sharp & Dohme Corp.,
2778 South East Side Highway,
Elkton, Virginia 22827, Hoa Ky

Dan nhan va dong goi cp 2 tai:
Cong ty C6 phan Dugc pham OPV,
S 27, Budng 3A, Khu Cong nghiép
Bién Hoa I, Phudng An Binh,

Tp. Bién Hoa, Tinh Bdng Nai, theo hgp
dong véi Merck Sharp & Dohme.
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THUOC BAN THEO PON MKOQ0787B-VNM-2017-015569
S-IPC-MK0787B-IV-IM-102014
HUONG DAN SU’ DUNG
Truyén tinh mach Nhan hiéu da dang ky

TIENAM®

(imipenem monohydrate va cilastatin natri, MSD)
Thudc ban theo don.
DE xa tam tay tré em.
Doc k¥ t& hudng dan si¥ dung trudc khi dung.
Thong béao ngay cho bac sy hodc dugc sy nhitng tac dung khéng mong muén gép phai khi sif dung thudc.
THANH PHAN

TIENAM® (imipenem monohydrate/ cilastatin natri, MSD) la khang sinh beta-lactam phd réng, dudc cung cap
dudi dang bao ché chi dé& truyén tinh mach. TIENAM gém hai thanh phan: (1) imipenem, thudc dau tién cla
mo&t nhém khang sinh beta-lactam mdi, nhém thienamycin va (2) cilastatin natri, mét chat (rc ché enzym dac
hiéu, d& trc ché su chuyén hoa clia imipenem & than va lam tang dang ké nong dd cua imipenem nguyén
dang trong dudng tiét niéu. Imipenem va cilastatin natri cé6 mat trong TIENAM vdi ty I€ 1:1 theo khdi lugng.
Nhém khang sinh thienamycin, trong dé c6 imipenem, dugc dac trung bdi phd diét khuan rong hon bat ky
khang sinh nao da dugc nghién cliu. 7
TIENAM dung dé tiém truyén tinh mach dugc cung Ung dudi dang bdt v khudn trong lo chira mét lugng
twong duong 500 mg imipenem (dudi dang imipenem monohydrate) va 500 mg cilastatin (dudi dang
cilastatin natri).
Ngoai ra, TIENAM con chira natri bicarbonat vé khuan Ia ta dugc khong cé hoat tinh.

CHI BINH
DIEU TRI
TIENAM dudc chi dinh dé digu tri cac nhiém khu&n do cac vi khudn nhay véi thudc trong céc trudng hop

sau:

Nhiém khuan & bung

e Nhiém khudn dudng ho hap dudi
e Nhiém khuan phu khoa

e Nhiém khuan huyét

e Nhiém khudn dudng niéu duc

e Nhiém khuan khdp va xuong

e Nhiém khudn da va mé mém

e Viém ndi tdm mac

® Nhan hiéu da dang ky cta Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Whitehouse

Station, NJ, USA
1/19
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TIENAM dugc chi dinh trong diéu tri cac nhiém khuan hén hdp do cac chiing vi khuan uva khi va ky khi nhay

cam vadi khang sinh. TIENAM c6 thé dugc st dung trong diéu tri bénh nhan giam bach cau trung tinh cé sét

nghi ngd do nhiém khuén.

Diéu tri bénh nhan c6 vi khuan trong mau xay ra lién quan vdi hoac nghi ngd cé lién quan vdi bat ky nhiém

khu&n nao duac liét ké 3 trén.

Can xem xét hudng dan chinh thirc vé viéc st dung thich hop cac thudc khang khuan.

DU PHONG

TIENAM ciing dugc chi dinh d€ diéu tri du phong mét s6 nhiém khu&n hau phau & bénh nhan phai qua cac

phau thuat lay nhiém hay nhiéu kha nang lay nhiém ho&c néu cé nhiém khuan hau phau thi s& rat nang.
LIEU LUONG VA CACH DUNG

Khuyén céo vé liéu luong clia TIENAM trinh bay lugng imipenem phai dung. Mét lugng tuong duong

cilastatin cling sé& di kem.

Téng liéu hang ngay va dudng dung cta TIENAM nén dua trén loai hodc miic dd ndng ctia nhiém khuan va

dugc chia thanh cac liéu bang nhau dua trén viéc danh gia mirc dé nhay cdm cua vi khudn gay bénh, chirc

nang than va thé trong.

DUNG DPE TIEM TRUYEN TINH MACH

PHAC DO DPIEU TRI O NGUOI LON CO CHUC NANG THAN BINH THUONG:

Céc liéu dung dudc dua ra trong Bang 1 dua trén co sd bénh nhan co6 chlrc nang than binh thudng (dé thanh
thai creatinin >70 mL/ phut/ 1,73m2) va thé trong > 70 kg. Can phai giam liéu cho bénh nhan c6 d6 thanh thai
creatinin < 70 mL/ phat/ 1,73m?2 va/ hoadc thé trong < 70 kg (xem bang 2 va bang 3). B3i vdi b&nh nhan c6
thé trong réat thap va/ hodc suy than vira va nang, viéc giam liéu theo thé trong la rat quan trong.

Phan 16n cac nhiém khuan dap ng vdi liéu 1-2g mbi ngay, chia lam 3-4 [an. D& digu tri nhiém khu&n via, c6
thé dung ligu 1g x 2 Ian mbi ngay. V6i cac nhiém khu&n do vi khuan it nhay cdm hon, ligu TIENAM tiém tinh
mach mdi ngay c6 th€ dudc tang 1én t6i da 4g/ngay hoc 50mg/kg/ngay, tuy theo liéu nao th&p hon.

Méi lidu <500mg TIENAM phai duoc truyén finh mach trong 20-30 phut. Méi liéu >500mg phai duoc truyén
trong 40-60 phut. O nhitng bénh nhan bi budn nén khi truyén, thi téc do truyén c6 thé cham hon.

BANG 1

LIEU TIENAM TRUYEN TINH MACH & NGUOI LGN CO CHUC NANG THAN BINH THUONG VA THE
TRONG > 70 KG*

MUC DO NANG LIEU KHOANG CACH TONG LIEU
CUA NHIEM KHUAN (mg ctia imipenem) GIJA CACLIEU | TRONG NGAY
Nhe 250 mg 6 gio 19
Trung binh 500 mg 8 gid 1,59
1000 mg 12 gid 29
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Nang - Vi khudn hoan toan nhay cam 500 mg 6 gio 29
Nang va/ hoac de doa tinh mang - do 1000 mg 8 gio 39
vi khuan it nhay cam hon 1000 mg 6 gio 4g
(chu yéu mot s6 chung P. aeruginosa)

* PGi vGi bénh nhan co thé trong <70 kg can phai giam ligu tuong xrng vadi thé trong.

Do hoat tinh khang khudn cta TIENAM cao, téng liéu t6i da trong ngay khéng nén vuot qua 50mg/kg/ngay
hoac 4g/ngay, tuy theo liéu nao thap hon. Tuy nhién, & bénh nhan bi xo hda nang vdi chirc nang than binh
thuwong, da dudc diéu tri vai TIENAM tdi liéu 90mg/kg/ngay, chia lam nhiéu lan, nhung khong qua 4g/ngay.
TIENAM da dudc dung don tri liéu va cé hiéu qua & nhitng bénh nhan ung thu bi suy gidm mién dich dé diéu
tri cac nhiém khu&n nhu nhiém khudn ndng toan than (sepsis) da duoc xac dinh hay dang nghi ngd.

LIEU LUONG DIEU TRI © BENH NHAN SUY THAN VA/HOAC THE TRONG <70KG

Can giam lidu TIENAM cho bénh nhan cé d6 thanh thai creatinin < 70 mL/ phat/ 1,73m2 va/hoac thé trong
<70kg theo nhu cac bang chi dan dudi day. D6 thanh thai creatinin cé thé dugc tinh theo néng dé creatinin

huyét thanh theo céng thirc sau:

(thé€ trong tinh theo kg) (140 - tudi)

1

D06 thanh thai Creatinine - Clcr (Nam)
(72) (creatinin tinh theo mg/dL)

Do thanh thai Creatine - Cler (N) 0,85 x tri s0 trén
D& tinh toan gidm liéu cho cac bénh nhan suy than va/ hoac thé trong thap:
1. Téng lidu hang ngay dudc Iua chon tir Bang 1 tuy theo céac d&c tinh ciia nhiém khuan.
2. a) Néu téng lidu hang ngay la 1,0g; 1,5g hodc 2,0g thi dGi chi€u cac phan thich hop cta bang 2 va tiép
theo budc 3.

b) Néu t8ng liéu hang ngay la 3,0g hoac 4,09 thi d6i chi€u cac phan thich hop cla bang 3 va tiép theo
budc 3.
3. TwuBang 2 hoac 3:

a) Chon thé trong theo cot ngoai cuing bén trai, gan nhat vdi can nang tinh theo kg cta bénh nhan.

b) Chon c6t mttc loc cau than ctia ngudi bénh.

c) Noi hang va c6t gap nhau chinh la liéu luong da diéu chinh cho ngudi bénh.

BANG 2

DIEU CHINH LIEU TIENAM TRUYEN TINH MACH CHO NGUOI LON Bl SUY THAN VA/HOAC THE
TRONG < 70 KG

v
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N&u téng lieu hang ngay tir bang 1 1a
va 1,0 g/ngay 1,5 g/ngay 2,0 g/ngay
thé X )
i va do thanh thai creatinin va do thanh thai creatinin va do thanh thai creatinin
rong
(ko) (mL/min/1,73 m2) la: (mL/min/1,73 m2) la: (mL/min/1,73 m2) la:
g
la: >71 41-70  21-40 6-20 >71 41-70  21-40 6-20 >71 41-70  21-40 6-20
thi giam liéu (mg) xudng thi giam liéu (mg) xudng thi giam ligu (mg) xudng
250 250 250 250 500 250 250 250 500 500 250 250
mbéi6 mdi8 mbi12 mdi12 | méi8 mdi6 mb6i8 mbi12 | méi6 mb6i8 mbi6 mbil2
gio gio gio gio gio gio gid gio gio gio gid gio
>70
250 125 250 125 250 250 250 250 500 250 250 250
mbéi8 mbi6 mbi12 mbi12 | mbi6 mbdi8 mbéi8 mbi12| méi8 mbi6 mbi8 mbi12
60 gio gio gio gio gio gio gio gio gio gio gio gio
125 125 125 125 250 250 250 250 250 250 250 250
50 méi6 mbi6 mdi8 mbi12| mdi6 mdi8 mdi12 mdi12 | méi6 mbi6 mbi8 mbiil2
gio gio gio gio gio gio gio gio gio gio gio g
40 125 125 125 125 250 125 125 125 250 250 250 250
mdi6 mbi8 mdi12 mdi12 | mdi8 mdi6 mdi8 mbi12| mbi6 mbi8 mbi12 mbi12
gid gio gio gid gio gio gio gio gio gio gio gio
30
125 125 125 125 125 125 125 125 250 125 125 125
m&i8 mbi8 mbi12 mbi12 | mdi6 mbi8 mbi8 mbi12| méi8 mdi6 mbdi8 mbi12
gio gio gio gio gio gio gio gio gio gio gio gio

BANG 3

DIEU CHINH LIEU TIENAM TRUYEN TINH MACH CHO NGUOI LON BI SUY THAN VA/HOAC THE

TRONG < 70 KG

Né&u téng lieu hang ngay tir bang 1 la

va
thé trong
(kg)

3,0 g/ngay

4,0 g/ngay

va do thanh thai creatinin

(mL/min/1,73 m2) la:

va do thanh thai creatinin

(mL/min/1,73 m?) la:
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la: >71 41-70 21-40 6-20 >71 41-70 21-40 6-20
thi giam liéu (mg) xudng: thi giam liéu (mg) xudng
- 1000 500 500 500 1000 750 500 500
>

moi8gid mbi6giv mbi8gid mdi12gid | mdi6giy mEIBgIs mi6gId mbdi12 giv

- 750 500 500 500 1000 750 500 500
méi8gid moiBgid mbi8giy mdi12gid | mEi8giy mBiBgiIs mEIi8GIY mbi12 giv
- 500 500 250 250 750 500 500 500
méi6gid mbi8gid mbi6gis mdi12gid | msi8giy mBi6gIs mEi8gId mbi12 giv
N 500 250 250 250 500 500 250 250
mbi8gid mbi6giv mBiBgId mbi12gid | mEi6gis mbi8gis mBI6gId mbii2 gid
250 250 250 250 500 250 250 250
30

méi6gis  mbi8gid mbi8gid mbi12gid | mbi8giy mBi6gId miBgId mbi12 gid

Nén dung liéu 125 mg hay 250 mg cho méi 12 gid & bénh nhan cé d6 thanh thai creatinin tir 6-20 mL/ phat/
1,73 m2 d6i véi hau hét cac tac nhan gay bénh. Khi dung lieu 500 mg cho méi 12 gié c6 thé lam tang nguy
CO gay co giat cho nhirtng bénh nhan nay.

Khéng dugc cho bénh nhan cé d6 thanh thai creatinin < 5mL/ phut/ 1,73 m2 dung TIENAM, trir khi sé tién
hanh thdm phan mau trong vong 48 gid.

Tham phan mau

DGi vai bénh nhan co d6 thanh thai creatinin < 5mL/ phat/ 1,73 m2 va duoc thdm phan mau, nén theo ligu

khuyén cao dung cho bénh nhan cé dé thanh thai creatinin 6 - 20 mL/ phut/ 1,73 m2 (xin doc phan Liéu
luong didu tri & bénh nhan suy than va/hoac thé trong <70kg).

Cé imipenem va cilastatin déu duoc loc khoi hé tuan hoan khi thdm phan mau. Nén dung TIENAM sau khi
tham phan mau va ct mbi 12 gid tir sau khi thdm phan mau xong. Bénh nhan phai thdm phan mau, d&c biét
Ia khi cé bénh cia hé than kinh trung wong phai dugc theo déi can than; d6i véi bénh nhan dang thdm phan
mau, TIENAM chi duoc khuyén cao khi can nhic Igi ich diéu tri vt han nguy co co giat tiém an (xin doc
phan Than trong).

Hién nay chua c6 du di liéu dé khuyén cao dung TIENAM cho bénh nhan thdm phan mang bung.

Tinh trang than cia bénh nhan I6n tudi cé th€ khong dugc phan anh ding khi do ndng dé nitrogen uré mau
(BUN) hodc creatinin don déc. C6 thé dung dd thanh thai creatinin d€ dua ra hudng dan ligu lugng & nhiing
bénh nhan nay.

DU PHONG: PHAC PO LIEU LUONG O NGUOI LON 1./
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Dé& du phong nhiém khuan hau phau & ngudi I6n, nén truyén tinh mach 1000mg vao lic khdi mé va 1000mg
vao 3 gid sau doé. B6i vai cac phau thuat cé nguy co cao (vi du: ving dai-truc trang), cé thé cho thém 2 ligu
500mg vao gid thi tam va thir mudi sau sau khi dan mé.

Chua cé du dit liéu d€ khuyén cdo liéu dung cho du phong & bénh nhan cé do thanh thai creatinin < 70mL/
phut/ 1,73 m?2

DIEU TRI: PHAC DO LIEU LUONG O TRE EM

DaGi vai tré em va tré nhé can theo lich trinh vé liéu lugng khuyén cao dudi day:
(a) TRE EM can néng > 40kg nén dung liéu ctia ngudi I6n
(b)  TRE EM VA TRE NHO can nang < 40kg:
D6i vdi bénh nhi tir 3 thang tudi trd 1&n, lidu khuyé&n cao cho cac trudng hop nhiém khudn ngoai hé than kinh
trung wong la 15-25 mg/kg/ lieu, 6 gid mét [an. Dua trén cac nghién citu trén ngudi 16N, liéu téi da hang ngay
dé diéu tri cac trudng hop nhiém khué&n nhay hoan toan véi khang sinh 1a 2 g mdi ngay va lidu cho céac
trudng hop nhay cdm trung binh (chii y&u la cac ching cta P. aeruginosa) 1a 4,09 mdi ngay. Liéu cao hon
(cho t6i 90 mg/kg/ ngay & tré 16n) da dudc st dung cho bénh nhan xo nang.
D3i v6i bénh nhi dudi 3 thang tudi (thé trong 21500 g), liéu khuyén céo cho cac trudng hop nhiém khuan
ngoai hé than kinh trung uong nhu sau:

<1 tuan tudi: 25 mg/kg cho méi 12 gid

1-4 tuan tudi: 25 mg/kg cho méi 8 gid

4 tuan-3 thang tudi: 25 mg/kg cho méi 6 gid.
Cac ligu tr 500mg trd xuéng nén dugc truyén tinh mach tir 15 dén 30 phut. Liéu trén 500mg nén dugc truyén
tinh mach tir 40 dén 60 phut.
Khéng dung TIENAM cho bénh nhi cé thé trong dudi 30 kg c6 suy chirc nang than vi chua cé dir liéu lam
sang cho cac trudng hdp nay.
TIENAM khong dudc khuyén céo trong diéu tri viem mang nao. Néu nghi ngd viém mang n&o, nén sl dung
khang sinh thich hop.
TIENAM c6 thé dung & tré em bi nhiém khu&n nang toan than (sepsis) néu khéng c6 nghi ngd viém mang
n&o.

PHA DUNG DICH TRUYEN TINH MACH

TIENAM dé truyén tinh mach dugc cung cép dudi dang bot vo khuén chira lugng tuong duwong 500mg
imipenem va lugng tuong duong 500mg cilastatin.

TIENAM duoc dém béng natri bicarbonat d€ tao ra dung dich ¢6 pH trong khoang 6,5-8,5. Su thay déi cla
pH khong dang ké khi dung dich dugc chudn bi va dung nhu hudng dan. TIENAM chita 37,5 mg Natri (1,6
mEQ).

Bot TIENAM vé khudn phai dudc pha nhu trinh bay & bang 4. Phai l4c lo cho tdi luc tao thanh mot dung dich

trong suét. Su thay d&i mau, tir khdng mau sang mau vang khéng anh hudng tdi hiéu qua cla thudc.
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Bang 4
CACH PHA TIENAM

Liéu cla Thé tich dich pha Nong do trung binh gan duing
TIENAM phai thém cta TIENAM
(mg imipenem) (mL) (mg/mL imipenem)
500 100 5

DO ON PINH CUA TIENAM SAU KHI PHA (HOAN NGUYEN)

Bang 5 trinh bay thai gian 6n dinh ctia TIENAM khi pha vdi cac loai dich truyén dugc chon lua va bao quan &

nhiét d6 phong hoac trong ta lanh.

LUU Y: TIENAM tuong ky hoa hoc vdi lactat va khdng nén dung céac dich truyén co6 chira lactat d€ pha thuéc.

Tuy nhién, cé thé truyén TIENAM vao mot hé thong truyén tinh mach dang truyén lactat.

Khéng nén pha trén hoac thém TIENAM vao cac khang sinh khac.

BANG 5

DO 6N DINH CUA TIENAM DA PHA

Su dé khang vai imipenem c6 thé do nhitng diéu sau:

Thai gian 6n dinh

Dich pha Nhiét dé phong Tu lanh

(25°C) (2-8°C)

Natri chlorid dang truong 4 gio 24 gio
Dung dich Dextrose 5% 4 gid 24 gio
Dung dich Dextrose 10% 4 gio 24 gio
Dextrose 5% & NaCl 0,9% 4 gio 24 gio
Dextrose 5% & NaCl 0,45% 4 gio 24 gio
Dextrose 5% & NaCl 0,225% 4 gid 24 gio
Dextrose 5% & KCI 0,15% 4 gio 24 gio
Mannitol 5% & 10% 4 gio 24 gio

DE KHANG

Giam tinh thd&m ctia mang ngoai cia vi khu&n Gram am (do giam san xuét porin)

Imipenem c6 th& dudc loai bd chi déng khai t&€ bao bang bom ddy thudc ra.

Giam ai luc cta protein gan penicillin (PBP) véi imipenem
Imipenem 6n dinh d6i véi sy thly phan bdi hau hét cac beta-lactamase, bao gom penicillinase va

cephalosporinase dudc san sinh bdi vi khudn gram dudng va vi khu&n gram am, ngoai trir beta-lactamase

thtly phan carbapenem tuong ddi hi€m gap. Cac loai dé khang vdi carbapenem khac thuong bi€u hién dé

khang dong thdi vai imipenem. Khong c6 dé khang chéo dua trén dich gitta imipenem va cac thubc thude

nhom quinolon, aminoglycosid, macrolid va tetracyclin.
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CHONG CHI BINH
e Qua man vdi hoat chat hoac vdi bat ky ta dudc nao cua thudc.
e Qua man vdi bat ky thudc khang khuadn nhém carbapenem khac.
e Qua méan tram trong (vi du phan (ng phan vé, phan (ing da nghiém trong) vai bat ky thudc khang khuan
nhom beta-lactam khac (vi du penicillin hoac cephalosporin).

THAN TRONG
THAN TRONG CHUNG

C6 mot s6 bang chirng trén 1am sang va trong phong thi nghiém vé di iing chéo mét phan gitta TIENAM va
cac khang sinh khac thuéc nhom beta-lactam khac, penicillin va cephalosporin. Cac phan tng nang (k& ca
phan vé) da dudc ghi nhan véi phan I6n cac khang sinh nhém beta-lactam. Trudc khi digu tri bang TIENAM,
nén tim hiéu ky vé cac tién st phan ('ng qua man trudc dé véi cac khang sinh nhém beta-lactam. Néu phan
&ng di ing v6i TIENAM xay ra, phai ngling thubc va tién hanh cac bién phap xu tri thich hop.

Céc trudng hop bao céo trong y van cho thay viéc st dung dong thoi cac carbapenems bao gém imipenem
cho bénh nhan dang dung acid valproic hodc natri divalproex da lam gidm ndng do acid valproic. N6ng d6
acid valproic c6 thé giam dudgi mirc diéu tri do két qua cua sy tuong tac thuée nay, do dé lam ting nguy co
bdc phat con co giat. Tang liéu acid valproic ho&c natri divalproex cé 18 khéng du dé€ khac phuc tinh trang
tuong tac thuc nay. No6i chung, khong khuyén céo st dung imipenem cung lic vdi acid valproic/ natri
divalproex. Nén xem xét st dung cac khang sinh ngoai nhém carbapenem dé diéu tri cac bénh nhiém khuan
& bénh nhan c6 bénh ly co giat dang duoc ki6m soat t6t bang thuSc nhém acid valproic hodc natri
divalproex. Néu can st dung TIENAM, nén xem xét b6 sung thuéc chéng co giat/déng kinh khac (xem
TUONG TAC THUGC).

Viém dai trang gia mac da duoc ghi nhan véi hau hét cac khang sinh va mirc d6 co thé tir nhe t6i de doa tinh
mang. Do do6, khang sinh phai dudc st dung cdn than & bénh nhan cé tién st bénh ly dudng tiéu hoa, dac
biét 1a viém dai trang. Phai nghi tdi chdn doan viém dai trang gid mac & bénh nhan bi tiéu chay khi ding
khang sinh. DU nhiéu céng trinh nghién cttu cho thdy mot doc t6 duoc san xuat bdi Clostridium difficile 1a
nguyén nhan dau tién gay viém dai trang do dung khang sinh, nhung cac nguyén nhan khac ciing phai dugc
ngh tdi.

Gan

Can theo dbi chat ché chirc nang gan trong khi digu tri bang imipenem/cilastatin do nguy co doc tinh dsi véi
gan (nhu tang transaminase, suy gan va viém gan tdi cap).

St dung & bénh nhan bi bénh gan: Can theo ddi chirc nang gan & bénh nhén co réi loan gan tir trudc trong
khi diu tri bang imipenem/cilastatin. Khong can thiét diéu chinh liéu (xem phan Liéu lugng va cach dung).
Huyét hoc

Xét nghiém Coombs truc tip hodc gian ti€p duong tinh c6 th€ phat sinh trong khi diéu tri bang
imipenem/cilastatin.

Suy than
Imipenem-cilastatin tich Ity & nhitng bénh nhan bi gidm chiic nang thén. Cac phan ing bat Igi trén hé than

kinh trung uong (CNS) c6 thé xay ra néu khong digu chinh ligu theo chiic nang than, xem phan Liéu lugng

va cach dung va Than trong - "Hé than kinh trung uong" trong phan nay.
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KHI MANG THAI

Viéc sir dung TIENAM & ngudi mang thai chua duoc nghién ciru day du va ky ludng, do do chi nén dung
TIENAM trong thai ky, néu Igi ich cho me vugt hon nguy co cho bao thai.
CHO CON BU

Imipenem da dugc tim thay trong stta me. Néu viéc st dung TIENAM thuc su can thiét cho me, thi me nén
ngrng cho con bu.
VOI TRE EM
Viéc st dung TIENAM cho tré em, tir so sinh cho dé€n 16 nam tudi dudc hau thuan bang cac chiing clr tir
cac nghién cltu lam sang thich hop va cé d6i chitng day di ctia TIENAM trén ngudi I6n va cac nghién ciru
lam sang ti€p theo va céc tai liéu y van da cong bo trén bénh nhi. Dua trén cac nghién citu da céng bé cla
178 bénh nhi trén 3 thang tudi’ (khdng phai nhiém khudn hé than kinh trung wong), lidu khuyén cao cho
TIENAM la 15-25 mg/kg/ligu, dung mdi 6 gid. Lidu 25mg/kg/lidu cho bénh nhan ti¥ 3 thang dén dudi 3 nam
tusi va liéu 15mg/kg/ liéu cho bénh nhan 3 — 12 nam tudi c6 néng dd day trung binh cla imipenem trong
huyét tuong tuong ting 1a 1,1£0,4 pg/mL va 0,6+0,2 pug/mL sau nhiéu [an truyén kéo dai 60 phut; ndng do
day trong nudc ti€u cta imipenem vugt qua 10 pg/mL cho ca hai liéu. Cac lidu nay cho ndng dd khang sinh
trong huyét tuong va nudc tiéu du dé diéu tri cac nhiém khudn ngoai hé than kinh trung uong. Dua trén cac
nghién cltu trén ngudi I6n, liéu t6i da hang ngay d€ diéu tri cac vi khudn nhay cam hoan toan la 2,0g mbi
ngay va cac trudng hgp nhay cdm trung binh (chu yéu l1a cac ching P. aeruginosa) la 4,0 g/ ngay (Xem bang
1, LIEU LUONG VA CACH DUNG). Ligu cao hon (cho t6i 90 mg/kg/ ngay & tré I6n hon) da dudc st dung
cho bénh nhan bi xo nang (Xem LIEU LUONG VA CACH DUNG).
Dua trén nghién cltu gdém 135 bénh nhi ti¥ 3 thang tudi trd xudng™ (thé trong tir 15009 trd Ién), lidu khuyén
céo cho céac trudng hop nhiém khudn ngoai hé than kinh trung uong la:

<1 tuan tudi: 25 mg/kg cho méi 12 gid.

1-4 tuan tudi: 25 mg/kg cho méi 8 gid.

4 tuan-3 thang tudi: 25 mg/kg cho méi 6 gid.
Trong mét nghién clu phan lidu d& dudc cong bé trén tré sinh non (670-1890g) trong tuan tudi dau tién, voi
lidu 20mg/kg cho méi 12 gid truyén trong 15-30 phit cho nong dd imipenem trong huyét tuong véi dinh 1a 43
pg/mL va day la 1,7 pg/mL sau nhiéu liéu. Tuy nhién c6 su tich ldy trung binh cla cilastatin & tré so sinh sau
nhiéu liéu ca TIENAM. Tinh an toan cua su tich Idly nay la chua rd.
Khong diing TIENAM cho bénh nhi bi nhiém khuan hé than kinh trung uwong vi nguy co co giat. Khéng dung
TIENAM cho nhitng bénh nhi <30 kg bi suy gidm chlrc nang than (creatinine huyét thanh >2mg/dL) vi chua
cé dir liéu lam sang cho d&i tugng nay (Xem thém Phac do liéu luong cho tré em).

HE THAN KINH TRUNG UONG

Ciing nhu vai cac khang sinh beta-lactam khéac, cac tac dung ngoai y trén hé than kinh trung uong nhu

chitng rung giat co, trang thai 10 14n, co giat da dudc ghi nhan, nhat la khi vuot qua liéu khuyén céo dua trén

* Hai bé&nh nhi dudi 3 thang tudi
** M6t bénh nhi trén 3 thang tudi
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chlrc nang than va thé trong. Cac tac dung nay thudng dugc ghi nhan nhiéu nhat & bénh nhan c6 bénh & hé
than kinh trung uwong (vi du: sang thuong ndo hodc tién sit co giat) va/hoac chirc nang than da tén thuong
khi€n thudc co thé tich luy lai. Do do, phai tuan thi chat ché phac do liéu lugng khuyén céo, nhat 1a & nhitng
d6i tugng k€ trén (xem phan Liéu lugng va cach dung). Nén ti€p tuc dung thuGe chéng co giat & cac bénh
nhan bi mét tinh trang co giat da duoc biét trude do.
Néu xay ra run cd cuc bd, rung giat co va co giat, bénh nhan phai dugc kham than kinh va diéu tri co giat
ngay néu chua dudc digu tri tr trude. NEu céac triéu chirng cla hé than kinh trung wong van tiép tuc, phai
giam liéu hoac ngirng TIENAM.
Bénh nhan cd dd thanh thai creatinin <5mL/phut/1,73m2 khong nén dung TIENAM, trir khi sé duoc thadm
phan mau trong vong 48 gid. DBGi voi bénh nhan dang thdm phan méau, TIENAM chi duoc khuyén céo si
dung khi can nhac lgi ich diéu tri vugt hon hdn nguy co co giat tiém &n.

TUONG TAC THUGC
Céc con co giat toan thé da dudgc ghi nhan & bénh nhan dung dong thai ganciclovir va TIENAM. Khong dudc
phéi hop nhitng thudc nay véi nhau trir khi Igi ich diéu tri vuot hon han nguy co.
Xin doc thém phan D6 6n dinh.
Céc trudng hop bao céo trong y van cho thdy viéc st dung cac carbapenem bao gém imipenem cho bénh
nhan dang dung acid valproic hodc divalproex natri da lam gidm ndng dd acid valproic. Nong do acid
valproic c6 thé gidm dudi mirc diéu tri do két qua tuong tac thudc nay, do do6 lam tang nguy co boc phat con
co giat. Mac du chua ré co ché tuong tac thube nay, dir liéu tir cac nghién clru /n vitro va nghién cliu trén
doéng vat goi y cac carbapenem c6 I& (rc ché qua trinh thiy phan chéat chuyén héa glucoronide cua acid
valproic (VPA-g) trd lai thanh acid valproic, do d6 lam giam nong do acid valproic trong huyét thanh (xem
THAN TRONG).
Thudc chéng déng dudng udng:
Dung dong thdi khang sinh véi warfarin c6 thé 1am tang tac dung chéng déng cla warfarin.
D3 c6 nhidu bao cdo vé su tang tac dung chdng dong cla cac thudc chéng dong dudng udng, bao gém
warfarin & nhitng bénh nhan dang diing dong thdi véi thusc khang khudn. Nguy co co thé thay ddi véi nhiém
khuan co tir trudc, tudi va tinh trang chung cia bénh nhan do d6 khé danh gia su gop phan cta khang sinh
vai su tang INR (ty s6 chudn hoa qudc t€). Khuyén céo nén theo doi INR thudng xuyén trong va ngay sau

khi duing dong thdi khang sinh véi mot thude chéng dong dudng uéng.

Dung ddng thdi Tienam va probenecid da dan dén tang rét it vé nong d6 va thdi gian ban hiy cta imipenem
trong huyét twong. Su thu hoi imipenem c6 hoat tinh (khong duoc chuyén héa) gidm xudng con khoang 60%
litu dung khi Tienam dugc dung cung véi probenecid. Dung dong thoi Tienam va probenecid da lam tang
gap doi nbng do va thdi gian ban hly cua cilastatin trong huyét tuong, nhung khéng anh huéng dén su thu
hoi cilastatin trong nudc tiéu.

TAC DONG CUA THUSC KHI LAI XE VA VAN HANH MAY MOC
Khéng cé nghién cltu nao vé tac dong trén kha nang lai xe va van hanh may méc da duodc thyc hién. Tuy

nhién, c6 modt sd tac dung khéng mong mudn (nhu &o giac, choang vang, budn ngl va chong mat) di kém
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vGi thubc nay cé thé anh hudng dén kha nang lai xe hodc van hanh may méc clia mét s6 bénh nhan (xem

Téac dung khéng mong mudn).
TAC DUNG NGOAI Y

Trong cac thi nghiém lam sang bao gém 1.723 bénh nhan dudc diéu tri bang imipenem/cilastatin dudng tinh
mach, céc phan (ing bat Igi toan than thudng gép nhét da dugc bao céo it nhat cé thé lién quan dén didu tri
la budn nén (2,0%), tiéu chay (1,8%), non (1,5%), phat ban (0,9%), s6t (0,5%), ha huyét ap (0,4%), con co
giat (0,4%) (xem phan THAN TRONG), choang vang (0,3%), nglra (0,3%), ndi mé day (0,2%), budn ngl
(0,2%). Tuong tu nhu vay, cac phan (ing bat Igi tai ché thudng gép nhat da dudc bao cao la viém ftinh
mach/viém finh mach huyét khéi (3,1%), dau tai ché tiém (0,7%), ban dé tai chd tiém (0,4%) va clrng tinh
mach (0,2%). Tang transaminase va phosphatase kiém trong huyét thanh ciing dugc bao céo thudng gép.
Céc phan Ung bét loi sau day da dudc bao céo trong cac nghién cttu 1am sang hodc trong kinh nghiém hau
mai.

Té&t ca cac phan (tng bat Igi dugc liét ké theo nhdm hé co quan va tan sudt: R4t thudng gap (21/10), Thudng
gép (21/100 dén <1/10), it g&p (21/1.000 dén <1/100), Hiém g&p (=1/10.000 d&n <1/1.000), R4t hiém gap
(<1/10.000) va Khéng rd (khong thé udc tinh tir cac dit liéu hién cd).

Trong m6i nhom tan suét, cac tac dung khéng mong mudn dugc trinh bay theo thi tv miic dd nghiém trong

giam dan.
Nhém hé co quan Tan suét Téc dung khéng mong muén
Nhiém tring va nhiém ky sinh  |Hiém gap viém dai trang mang gia, bénh nam Candida
trung
Rat hiém gap viém da day-rudt
R&i loan mau va hé bach huyét [Thudng gap tang bach cau ua eosin
it gap giam toan thé huyét cau, giam bach cau trung
tinh, giam bach céau, giam tiéu cau, tang tiéu cau
Hiém gap mat bach cau hat
Rat hiém gap thi€u mau tan mau, suy tly xuong
R&i loan hé mién dich Hiém gap phan &ng phan vé
R&i loan tam than it gap réi loan tdm than bao gom ao giac va tinh trang U
lan
R&i loan hé than kinh it gap caon co giat, hoat ddng giat rung cd, choang vang,
budn ngt
Hiém gap bénh ndo, di cdm, run khu tru, sai vi giac
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Rat hiém gap bénh nhuoc cd nang thém, nhirc dau
Khdéng ro kich dong, loan van déng

R&i loan tai va mé dao Hiém gap mat thinh luc
Rat hiém gap chdéng mat, U tai

R&i loan tim

Rat hiém gap

xanh tim, nhip tim nhanh, danh tréng nguc

R&i loan mach Thudng gap viém tinh mach huyét khéi
it gap ha huyét ap
Rat hiém gap dd burng

R&i loan ho hap, nguc va trung
that

Rat hiém gap

kho thé, thd nhanh va sau, dau hong

R&i loan tiéu hoa

Thudng gap

tiéu chay, nén, budn nén

Budn nén va/hoic nén lién quan dén thudc
dudng nhu xay ra thudng xuyén hon & nhitng
b&nh nhan gidm bach cau hat so véi nhitng bénh
nhan khéng gidm bach cau hat dudc diéu tri bang

Tienam

Hiém gap

nhudm mau rang va/hoac ludi

Rat hiém gap

viém dai trang xuat huyét, dau bung, o néng,

viém ludi, phi dai nhu ludi, tang ti€t nudc bot

lien két

Rai loan gan mat Hiém gap suy gan, viém gan
Rat hiém gap viém gan tGi cap
R&i loan da va mé dudi da Thudng gap phat ban (vi du ngoai ban)
it gap néi mé day, nglra
Hiém gap hoai t&r biu bi nhiém ddc, phu mach, héi chiing
Stevens-Johnson, hong ban da dang, viém da
tréc vay
Rat hiém gap tang ti€t md hoi, thay ddi cau tric cla da
R&i loan hé co xuong va mo R&t hiém gap dau da khdp, dau cot séng nguc
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R&i loan than va tiét niéu Hiém gap suy than cép, thi€u niéu/vo niéu, da niéu, ddi mau
nudc ti€u (vé hai va khéng nén nham lan vai tiéu
ra mau)

Vai trod clia Tienam trong céc thay déi vé chirc
nang than khé danh gia, vi cac yéu té lam dé gay

nito huyét trude than hodc suy than thudng hién

dién.
RGi loan hé sinh san va tuyén [R&t hiém gap ngtra &m hod
vu
R&i loan toan than va tinh trang |it gép s6t, dau tai chd va ciing & ché tiém, ban do tai
tai chd tiém ché tiém
Rat hiém gap kho chiu & nguc, suy nhugc/yéu
Xét nghiém Thudng gap tang transaminase huyét thanh, tang

phosphatase kiém trong huyét thanh

it gap xét nghiém Coomb truc ti€p duong tinh, thai gian
prothrombin kéo dai, gidm hemoglobin, tang

bilirubin huyét thanh, tang creatinin huyét thanh,

tang nito uré mau

Nhom bénh nhan tré em (2 3 thang tudi)
Trong céc nghién cltu & 178 bénh nhan tré em > 3 thang tudi, cac phan (ng bét I0i dudc bao cao phu hop
vdi cac phan ing bat Ioi dugc bao céo ddi véi ngudi 16n.
CAN BAO NGAY CHO BAC ST HAY DUOC ST CUA BAN VE BAT CU TRIEU CHUNG NAO BUQC KE &
TREN HAY CAC TRIEU CHUNG BAT THUONG KHAC.

CAC PAC TINH DUQC LUC HOC
Nhém duac ly tri liéu: Thudc khang khuén dung toan than, carbapenem, ma ATC: JO1D H51

Co ché tac dung

TIENAM gbm hai thanh phan: imipenem va cilastatin natri vdi ty 1& 1:1 theo khéi lugng.

Imipenem, con duoc goi la N-formimidoyl-thienamycin, 1a mot dan xuat ban téng hop clia thienamycin - hgp
chat ban dau duoc san xuét bdi vi khuan dang sdi Streptomyces cattleya.
Imipenem phat huy hoat tinh diét khu&n bang cach ¢ ché su tong hop vach t€ bao vi khuan & cac vi khuan
Gram duong va Gram am qua sy gén két vdi protein gan penicilin (PBP).
Cilastatin natri 1a chat c ché canh tranh, thuan nghich va dac hiéu cta dehydropeptidase-l - mét enzym
than chuyé&n hoa va bat hoat imipenem. N6 khéng ¢ hoat tinh khang khuén ndi tai va khong anh hudng dén

hoat tinh khang khuan cta imipenem.
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M&i quan hé Dugc dong hoc/Dudc luc hoc (PK/PD)

Tuong tu nhu cac thuSc khang khudn nhém beta-lactam khac, thai gian ma ndong do imipenem vugot qua
nong do Urc ché tdi thi€u (MIC) (T > MIC) da cho thdy tuang quan tét nhat véi hiéu qua.
Co ché dé khang

Su dé khang véi imipenem co thé do nhitng diéu sau:

+ Giam tinh thdm cla mang ngoai cta vi khudn Gram am (do gidm san xuat porin)

« Imipenem cé thé dudc loai bd chii ddng khdi té bao bang bom day thudc ra.

« Giam ai luc cla protein gan penicillin (PBP) v3i imipenem

« Imipenem Gn dinh d&i véi su thay phan bdi hau hét cac beta-lactamase, bao géom penicillinase va
cephalosporinase dugc san sinh bai vi khudn gram duong va vi khudn gram @m, ngoai trir beta-lactamase
thiy phan carbapenem tuong d6i hi€ém gap. Cac loai dé khang véi carbapenem khac thudng biéu hién dé
khang dong thdi véi imipenem. Khéng c6 dé khang chéo dua trén dich gilta imipenem va cac thuéc thudc
nhém quinolon, aminoglycosid, macrolid va tetracyclin.

Diém gay (Breakpoint)

Diém gay MIC theo Uy ban chau Au vé Thir nghiém tinh nhay cam khang khudn (EUCAST) d8i véi
imipenem dé€ tach cac tdc nhan gay bénh nhay cam (S) khoi cac tac nhan gay bénh dé khang (R) nhu sau (v
1,1 2010-04-27):

« Enterobacteriaceae ': Nhay cam (S) < 2 mg/l, Dé khang (R) > 8 mg/I
* Pseudomonas spp. 2: Nhay cam (S) < 4 mg/l, Dé khang (R) > 8 mg/I
* Acinetobacter spp.: Nhay cam (S) < 2 mg/l, Dé khang (R) > 8 mg/I

« Staphylococcus spp. 3: Bugc suy ra tu tinh nhay cam véi cefoxitin

« Enterococcus spp.: Nhay cam (S) < 4 mg/l, D& khang (R) > 8 mgl/|

« Streptococcus A, B, C, G: Tinh nhay cam beta-lactam cla streptococcus tan huyét beta nhém A, B, C and

G dudc suy ra tir tinh nhay cadm vdi penicillin.

« Streptococcus pneumoniae *: Nhay cam (S) < 2 mg/l, Bé khang (R) > 2 mg/I
« C4c streptococcus khac 4. Nhay cam (S) < 2 mg/l, Bé khang (R) > 2 mg/|

« Haemophilus influenzae : Nhay cam (S) < 2 mg/l, Bé khang (R) > 2 mg/|

« Moraxalla catarrhalis *: Nhay cam (S) < 2 mg/l, Bé khang (R) > 2 mg/I

« Neisseria gonorrhoeae. Knhdng c6 du bang chiing cho thdy Neisseria gonorrhoeae la dich tot cho diéu tri

b&ng imipenem.

« Vi khuan ky khi Gram duong: Nhay cam (S) < 2 mg/l, D& khang (R) > 8 mg/|

« Vi khuan ky khi Gram am: Nhay cam (S) < 2 mg/l, Bé khang (R) > 8 mg/I

« Biém gay khong lién quan loai 5: Nhay cam (S) < 2 mg/l, Bé khang (R) > 8 mg/l

1 Céc loai Proteus va Morganella duoc xem la cac dich kém déi voi imipenem.
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2Piém gay doi voi Pseudomonas lién quan dén digu tri thudng xuyén lidu cao (1 g mbi 6 gid).
3 Tinh nhay cam cua staphylococcus véi carbapenem dugc suy ra tir tinh nhay cam vai cefoxitin.

4 Cac chang ¢ tri s6 MIC cao hon diém gay nhay cam la rat hiém gap hoac chua dudc bao cao. Cac thir
nghiém nhan dang va thi nghiém tinh nhay cam khang khuan trén bat ky ching phan I1ap nao nhu vay phai
dugc Iap lai va néu két qué dudc xac dinh thi cac chiing phan Iap phai dugc gai dén phong thi nghiém tham
chiéu. Cho dén khi cé bang chiing vé dap (ing 1am sang ddi vai cac chiing phan 1ap da xac dinh c6 MIC cao
hon diém gay dé khang hién tai, chung can duoc bao céo la dé khang.

5Diém gay khong lién quan loai da dugc xac dinh chl yéu trén cd sd dit lidu dudc dong hoc/dugdc luc hoc
(PK/PD) va khéng phu thudc vap su phan phéi MIC ca cac loai d&c trung. Chuing chi st dung cho céc 10ai
khéng dugc dé cap trong phan téng quan vé diém gay lién quan loai hodc chu thich & cudi trang.

Tinh nhay cam:

Ty 1& d& khang mac phai c6 thé thay d6i vé mat dia ly va theo thdi gian ddi vai cac loai dudc chon va théng
tin dia phuong vé su d& khang la diéu mong mudn, dac biét khi digu tri cac nhiém khudn nang. Khi can thiét,
nén tim I6i khuyén cua chuyén gia trong trudng hop ty 1& dé khang & dia phuong 16n dén mitc ma Igi ich cia
thudc trong it nhat mot s6 loai nhiém khu&n van khéng rd rét.

Céc loai nhay cdm thudng gap:

Vi khuén va khi Gram duong:

Enterococcus faecalis

Staphylococcus aureus (nhay cam véi methicillin)*®

Staphylococcus coagulase negative (nhay cam véi methicillin)

Streptococcus agalactiae

Streptococcus pneumoniae

Streptococcus pyogenes

Nhém Streptococcus viridans

Vi khu&n ua khi Gram am:

Citrobacter freundii

Enterobacter aerogenes

Enterobacter cloacae

Escherichia coli

Haemophilus influenzae

Klebsiella oxytoca

Klebsiella pneumoniae

Moraxella catarrhalis

Serratia marcescens

Vi khuén ky khi Gram duong:

Clostridium perfringens™
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Peptostreptococcus spp.”

Vi khu&n ky khi Gram am:

Bacteroides fragilis

Nhém Bacteroides fragilis

Fusobacterium spp.

Porphyromonas asaccharolytica

Prevotella spp.

Veillonella spp.

Céc loai ma su dé khang mac phai c6 thé 14 mot van dé:

Vi khu&n va khi Gram am:

Acinetobacter baumannii

Pseudomonas aeruginosa

Céc loai v6n da dé khang:

Vi khu&n ua khi Gram duong:

Enterococcus faecium

Vi khudn wa khi Gram am:

M6t s6 chiing Burkholderia cepacia (tén cii la Pseudomonas cepacia)

Legionella spp.

Stenotrophomonas maltophilia (tén cii l1a Xanthomonas maltophilia, tén cii la Pseudomonas

maltophilia)

Loai khac:

Chlamydia spp.

Chlamydophila spp.

Mycoplasma spp.

Ureoplasma urealyticum

*Tat ca staphylococcus d& khang voi methicillin déu dé khang véi imipenem/cilastatin

" Pidm gay khong lién quan loai theo Uy ban chau Au vé Thr nghiém tinh nhay cam khang khuén dugc st
dung.

CAC PAC TINH DUOC DONG HOC
Imipenem
Hap thu
& nhitng ngudi tinh nguyén binh thudng, truyén finh mach TIENAM trong 20 phat da dan dén ndng do dinh
trong huyét tuong clia imipenem trong khoang tir 12-20 pg/ml déi véi liéu 250 mg/250 mg, tir 21-58 pg/ml dei
vai lidu 500 mg/500 mg va tir 41-83 pg/ml d6i voi liéu 1000 mg/1000 mg. Nong dé dinh trung binh cua
imipenem trong huyét tuong sau khi dung céac liéu 250 mg/250 mg, 500 mg/500 mg va 1000 mg/1000 mg
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theo thir tu 1a 17, 39 va 66 ug/ml. O nhiing ligu nay, ndng do clia imipenem trong huyét tuong giam xuéng
dudi 1 pg/ml hoac it hon trong 4-6 gio.

Phén b6

Su gén két ctia imipenem vdi protein huyét thanh ngudi khoang 20%.

Bién doi sinh hoc

Khi dudc dung don doc, imipenem dugc chuyén héa & than bdi dehydropeptidase-l. Sy thu hdi trong nudc
ti€u clia tiing chat trong khoang tir 5-40%, vGi su thu hdi trung binh 1a 15-20% trong mét s& nghién ctru.
Cilastatin la mét chat ¢rc ché dac hiéu ctia enzym dehydropeptidase-l va fc ché cé hiéu qua su chuyén hoa
cta imipenem do d6 viéc dung déng thdi imipenem va cilastatin cho phép ndng d khang khuan diéu tri ctia
imipenem dat dudc trong cé nudc tiéu va huyét tuong.

Thai tre

Thai gian ban hiy cta imipenem trong huyét tuong la 1 gid. Khoang 70% liéu khang sinh da dung dudc thu
hoi & dang nguyén ven trong nudc ti€u trong vong 10 gid va khong co su bai tiét nao clia imipenem hon nita
trong nudc ti€u co thé€ phat hién dugc. Nong do cltia imipenem trong nudc ti€u vuot qua 10 pg/ml cho dén 8
gid sau khi dung ligéu TIENAM 500 mg/500. Phan con lai cta liéu dung da dudc thu hdi trong nudc tidu dudi
dang chét chuyén hda khong cé hoat tinh khang khu&n va su thai trir clia imipenem qua phan vé co ban 12
khoéng co.

Khong quan sat thdy su tich iy imipenem trong huyét twong hoac nudc ti€u véi phac d6 TIENAM, dung
thudng xuyén méi 6 gid, & nhitng bénh nhan cé chirc nang than binh thudng.

Cilastatin

Hap thu

N6ng dé dinh cla cilastatin trong huyét tuong sau khi truyén tinh mach TIENAM trong 20 phut trong khoang
tlr 21-26 pg/ml d6i véi lieu 250 mg/250 mg, tir 21-55 pg/mi d6i véi liéu 500 mg/500 mg va tir 56-88 pg/ml d6i
v3i liéu 1000 mg/1000 mg. Néng d6 dinh trung binh cla cilastatin trong huyét twong sau khi ding céac liéu
250 mg/250 mg, 500 mg/500 mg va 1000 mg/1000 mg theo th(r tu la 22, 42 va 72 pg/ml.

Phéan bo

Su gén két cua cilastatin véi protein huyét thanh ngudi khoadng 40%.

Bién déi sinh hoc va thai triv

Thdi gian ban hiy cla cilastatin trong huyét tuong khoang 1 gid. Khoang 70-80% liéu cilastatin da dung
dugc thu hdi dudi dang cilastatin khong ddi trong nudc ti€u trong vong 10 gid sau khi dung TIENAM. Khéng
cé thém cilastatin xuat hién trong nudc ti€u sau d6. Khoang 10% dugc tim thdy dudi dang chat chuyén hoa
N-acetyl, c6 hoat tinh (rc ché& chéng lai dehydropeptidase so vdi cilastatin. Hoat tinh cGa dehydropeptidase-I
& than trd vé muc binh thudng ngay sau khi loai bé cilastatin ra khéi dong mau.

Dugc déng hoc & cac nhom bénh nhén dac biét

Suy than

Sau khi dung duding tinh mach mét liéu don TIENAM 250 mg/250 mg, dién tich dudi dudng cong (AUC) ddi
v&i imipenem tang theo thr tv 1a 1,1 fan, 1,9 [an va 2,7 1an & nhitng ddi twong suy than nhe (d6 thanh thai
creatinin (CrCl) 50-80 ml/phut/1,73 m2), suy than trung binh (CrCl 30- <50 ml/phut/1,73 m?) va suy than nang
(CrCl < 30 ml/phat/1,73 m2) so vdi nhitng ddi twong cé chitc nang than binh thudng (CrCl > 80 ml/phut/1,73
m?2), va AUC déi vdi cilastatin tang theo thi tu 1a 1,6 1an, 2,0 Ian va 6,2 Ian & nhitng déi tuong suy than nhe,
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trung binh va nang so véi nhitng déi tugng cé chirc nang than binh thudng. Sau khi dung dudng finh mach
mot liéu don TIENAM 250 mg/250 mg luc 24 gid sau khi thdm phan mau, AUC déi vdi imipenem va cilastatin
cao hon theo thtr tu a 3,7 1an va 16,4 1an so vdi nhitng doi tuwgng cé chlrc nang than binh thudng. Su thu hoi
trong nudc ti€u, do thanh thai than va do thanh thai trong huyét twong clia imipenem va cilastatin gidm theo
su gidm chirc nang than sau khi dung TIENAM dudng tinh mach. Can thié€t phai diéu chinh liéu d6i v6i bénh
nhan suy than (xem phan Liéu luong va cach dung).

Suy gan

Dugc dong hoc cua imipenem & bénh nhan suy gan chua dugc xac dinh. Do mirc d6 chuyén hoéa cla
imipenem & gan han ché, dugc déng hoc cla imipenem dudc du kién sé khong bi anh hudng bdi suy
gan. Do dé khéng khuyén céo diéu chinh liéu & bénh nhan suy gan (xem phan Liéu luvgng va cach dung).

Nhém bénh nhan tré em

Do thanh thai (CL) va thé tich phan bd (Vdss) trung binh ddi véi imipenem cao hon khoang 45% & bénh
nhan tré em (tr 3 thang tudi dén 14 tudi) so vdi ngudi I6n. AUC dGi vai imipenem sau khi dung ligu
imipenem/cilastatin 15/15 mg/kg thé trong cho bénh nhan tré em cao hon khoang 30% so véi ndng d6 &
ngudi I6n duing lidu 500 mg/500 mg. O liéu cao hon, ndng dd sau khi dung imipenem/cilastatin 25/25 mg/kg
cho bénh nhan tré em cao hon 9% so vaéi nong d6 & ngudi 16n dung lieéu 1000 mg/1000 mg.

Ngudi cao tudi

O nhitng ngudi tinh nguyén cao tudi khde manh (tir 65-75 tudi c6 chiic nang than binh thudng theo do tudi
cta ho), duoc déng hoc cua mét ligu don TIENAM 500 mg/500 mg dung dudng tinh mach trong 20 phit phu
hop vai duge dong hoc dudc du ki€n & nhitng dGi tuong suy than nhe, & nhitng doi tugng nay khéng can
thiét xem xét thay ddi liéu dung. Thoi gian ban huy trung binh cta imipenem va cilastatin trong huyét tuong
theo thr tu 1a 91 + 7,0 phat va 69 + 15 phat. Dung nhiéu liéu khéng anh hudng dén dugc dong hoc cla
imipenem hoac cilastatin va khéng quan sat thdy su tich Iy nao clta imipenem/cilastatin (xem phan Liéu
lwgng va cach dung).

DUOC LY TREN BONG VAT

Nhigu nghién cttu khac nhau da dudc thuc hién trén cac mau déng vat thuc nghiém, bao gdm
viém than bé than va viém phic mac & chubét cng, nhiém trung phéi do Pseudomonas aeruginosa
d chudt lang va viém mang nao va viém ndi tdm mac & thé. Nhirng nghién clru nay da minh chirng
cho mét phd khang khuan cuc ky réng cla imipenem, khang dinh cac s6 liéu nhay cadm in vitro va
cho thay rang imipenem tham th&u vao mé trén cad thé va dich nZo tuy.

O chudt nhat, imipenem cho thdy hiéu qua bao vé chéng lai cac nhiém khu&n thuc nghiém 4 ligu
thdp hon dang k& so vdi liéu can thiét clia cephalosporin va cac penicillin phé réng. Imipenem hiéu
qua hon cac aminocyclitol, nhu gentamicin va amikacin trong diéu tri nhiém khué@n Pseudomonas.

Trong danh gia imipenem nhu mét don chét trong phong thi nghiém, ty 1& phat hién & nudc ti€u
dudc thdy nhin chung thap & mot s6 loai, bao goém tinh tinh va digu nay sau dé ciing dugc khang
dinh trén ngudi. Chuyén hoa duagc thdy xay ra chu yéu & than, anh hudng dén phan suat bai tiét va

loc cua khang sinh sau khi né dugc thanh thai ra khoi mau.
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Con dudng chuyén héa chinh clia imipenem trong than la théng qua viéc thily phan vong beta-

lactam bdi mét dipeptidase than (EC.3.4.13.11). Enzyme nay con dudc biét vai tén goi la

dehydropeptidase-1 (DHP-I) va dinh vi & bé mat (ria ban chai) cia bi€u mé 6ng luon gan. Vi thé,

enzyme nay ti€p can véi khang sinh ca & trong qua trinh loc cau than va bai tiét qua t& bao.

O ngudi, su thu nhan & nudc tiéu trong khoang tir 5-40% ciia lidu st dung, trong khi murc ton tai

t6t trong hé théng va trong mau lai khéng bi anh hudng bdi qué trinh chuyén héa & than.

Dé€ tranh sinh kha dung thap & hé niéu, imipenem dugc st dung ddng thdi vdi cilastatin — mot chat

(rc ché manh DHP-I phan 1ap t&r mot sé loai ddng vat.

Su Uc ché nay c6 tinh canh tranh va cé thé tu do dao nguoc. Cilastatin khong trc ché dang ké hoat

dong cla bdn metalloenzyme peptidases kém khac, bao gdm enzyme chuyén d&i angiotensin.

Cilastatin tw né khong c6 tac dung khang sinh va khong c6 tac dung dang k&€ dén hoat luc khang

sinh clia imipenem.

QUA LIEU

Céc triéu chirng cta qua ligu cb thé xay ra phu hop véi hd so phan (ing bat Ioi; cac triéu chirng nay co thé

bao gém con co giat, 14 1&n, run, budn ndn, ndn, ha huyét &p, nhip tim cham. Hién chua cé théng tin cu thé

vé diéu tri qua liéu Tienam. Imipenem-cilastatin natri c6 thé€ thdm phan mau duoc. Tuy nhién, chua ré su

hitu ich cta thu thuat nay trong bsi canh qua liéu.

DANG TRINH BAY

TIENAM IV 500/500 dang truyén tinh mach, médi lo chita 500mg imipenem (tuong duong dang khan) va

500mg cilastatin dang tuong duong, dudc cung cap dudi dang bt vo trung trong lo ¢6 dung tich 20 mL. Hop

chira 1 lo hoac 50 lo.

BAO QUAN: Bao quan lo bdt khé dudi 30°C.

Han dung: 24 thang k& tir ngay san xuét.

Han dung cda dung dich sau khi pha (sau khi hoan nguyén): TIENAM dudc cung cap dudi dang lo don ligu

va duoc hoan nguyén vdi mét s6 dung mdi sau (xem muc D6 6n dinh ciia TIENAM sau khi pha (hoan

nguyén)), dung dich nay 6n dinh trong 4 gid & nhiét d6 phong (25°C) hodc trong 24 gid khi bdo quan lanh (2°
C-8°C). Dung dich TIENAM d3 pha khong dudc d§ dong da.

San xuét tai: Merck Sharp & Dohme Corp. 2778 South East Side Highway, Elkton, Virginia 22827, USA (Hoa

Ky)

Dan nhan va déng géi cép 2 tai: Céng ty C6 phan Dugc pham OPV, S6 27, Budng 3A, Khu céng nghiép

Bién Hoa II, Phuang An Binh, Tp. E
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ong Nai theo hgp dong vsi Merck Sharp & Dohme.
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