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Ban noi vé "carbapenems" ?

_________________

penicillin G

o) COOH
Penam
HN—\
\NH2+
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_‘/ \{ Nhém base
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/ COOH
imipenem
Carbapenem

> Hoat tinh diét khuan manh hon do vong B-lactam bén virng
hon nhe lién két déi C1-C2 va hiéu wng hat dién té caa
huyén t& Nito linh déng

> Khong can thiét c6 mat nhom thé cong kénh phia bén trai
nhw cac khang sinh khac trong ho---
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Tuy nhién imipenem bi thuy phan b&i dehydropeptidase
cua Ong than

HN——
/_/ \NHZ
! imipene_m
O/t >\ g/lgeiargk&Nlppon-Merck-Banyu

Imipenem (t,, 1 h) bi bat hoat do
chuyén héa b&i enzyme
dehydropeptidase-1 cta than
D-Ala-D-dehydro-Ala (bng lwon gan, tao ra dan chat
chuyén hoa khoéng cé hoat tinh,
tham chi gay déc véi than

° f
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Do vay luén can phodi hop vai chat e ché (cilastatin)

imipenem
OH
o
R/HN Chs Bé dy phong ddc tinh trén than
va toi wu hoat tinh di,ét khuan,
N imipnenem duoc phoi hop voi
o) D-Ala-D-dehydro-Ala cilastatin, mét chat (rc ché
t dehydropeptidase-1
OH
o
NH,
HsC
NN S\/""o,,,/ ’/O cilastatin
HsC

H Merck & Banyu,
o t HO 1983
OH
@)
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Imipenem ludn dwoc bao ché kém theo cilastatin

500
One Vial

For Intravenous Use
Only

€9 MsD
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§u (IMIPENEM-CILASTATIN
: S0DIUM, MSD)  ©
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NDC 0006-3516-59

4 3
|1 MIT

500
PRIMAXIN®LV.

£ (IMIPENEM AND CILASTATIN FOR INJECTION)

IMIPENEM 500 mg* “(Anhydrous Equivalent)
CILASTATIN EQUIVALENT 500 mg

> CAUTION: SINGLE DOSE VIAL / FOR 1.V. USE ONLY

NOT FOR DIRECT INFUSION

Rx only 500 mg | No. 3516

Merck Sharp & Dohme Corp., a subsidiary of
MERCK & CO, INC,, Whitehouse Station, NJ (8863, USA

9960900

Lot

Exp.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied
PRIMAXIN is supplied as a sterile powder mixture in single dose containers including vials containing
imipenem (anhydrous equivalent) and cilastatin sodium as follows:

Each PRIMAXIN Package

National Drug

Contains: Code (NDC)
Number

A tray of 25 vials containing 500 mg | (NDC 0006-

imipenem equivalent and 500 mg 3516-59)

cilastatin equivalent and 20 mg
sodium bicarbonate as a buffer.

https://www.merck.com/product/usa/pi_circulars/p/primaxin/primaxin_iv_pi.pdf - Last update: 2017 — Last visited: 13 Mar 2018
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https://www.merck.com/product/usa/pi_circulars/p/primaxin/primaxin_iv_pi.pdf

Meropenem va doripenem ...

1B-methyl group

T
T

HsC
//J S H3q\
4 N—cH,
OH N
0] H O

o

——NH;

oO—w

meropenem
Sumimoto,
1984

doripenem
Shionogi,
1993
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Meropenem (va doripenem) ban than khéng chiu tac dung cua
enzym dehydropeptidase tlr nguwdi do c6 nhém thé 1B8-methyl...

OH - Z 1B-methyl group meropenem

r

S HsC

TABLE 1. Kinetic parameters of meropenem hydrolysis by renal
DHP-Is from various animals

OH
o H Meropenem” Imipenem”
DHP-1 source
Kn Vo moln gy, VmedKn

ratio ratio
Mouse 50 5.0 1.0 3.0 1.6 0.53
Rat 32 28 0.88 83 83 1.0
Guinea pig 8.3 0.91 0.11 13 14 1.1
Rabbit 1.9 5.7 3.0 28 25 0.89
Swine 8.3 1.0 0.12 11 11 1.0
Beagle dog 14 2.0 0.14 17 14 0.82
Rhe monke 1 f 4_8 , ). 4

0.090  0.045 6.3 1.0 0.16

¢ K,,, and V., are expressed as millimolar and micromoles per minute per
enzyme unit, respectively.

Fukasawa et al. Stability of meropenem and effect of 1 beta-methyl substitution on its stability in the
presence of renal dehydropeptidase I. Antimicrob Agents Chemother. 1992 Jul;36(7):1577-9 - PMID:
1510457
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Ertapenem

2 1B-methyl group

0 g Chure acid carboxylic

H
N
OH
N
0 o)
\
Nhom thé ky nwéc cong kénh
ertapen em
Zeneca, L J
1993

» Mat hoat tinh trén P. aeruginosa (do
bom téng thudc)

> Ty lé lién két va&i protein huyét twong
cao
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Phé duyét chi dinh tai My \(é chau Au cho carbapenems?; sy
twong déng va khac biét

Khang sinh Pho tac dung Thé&i gian ban
thai
imipenem © _ - carbapenamases ®
Hau hét VK Gram (+) « Mat kénh porin (OprD)
» Ngoai trtr ching
khang
oxacillin(PBP2a) ~1h : b e
meropenem T (ty 1& lien két protein 2- carbapenamases
 Hoat tinh thap trén 20 %) - Bom day (MexAB-OprM) f
Enterococci
doripenem AEUnEt v Gl . carbapenemases ©
Hau hét VK ky khi . Bom déy (MeXAB-OprM) f
ertapenem Twong tw trir P. ~4h ] - carbapenemases ©¢
aeruginosa (MIC > 8) d (ty 1€ lién két protein « Bomadayf
90%)

& panipenem, biapenem va tebipenem dwgc phé duyét tai Nhat

b Jubn phdi hop véi cilastatin

¢ Stenotrophomonas maltophilia va Elizabethkingia meningoseptica dé khang tw nhién véi carbapenems (class B B-lactamase)

d do bom day ndi sinh

e thwong la nhom B (metallo-enzyme; khdng cé chat e ché co hiéu qua chdc chan trén Iam sang), dai khi la nhém A (KPC) va nhém D
(Acinetobascter)

f Pseudomonas aeruginosa

9 &i e cao (co thé bao vé cac carbapenem khéc)
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bac tinh dwgc ddng hoc

Khéng bén v@&i acid dich vi = ding dwdng toan than

Thoi gian ban thai: 1 h véi meropenem va imipenem; 4.5 h voi
el’tapenem (dung 1 lan/ngay)

Lién két protein: ~10%
Lién két protein ctia chat trc ché DHP-I, cilastatine: 35%

Phan b(/j tét ca cac mo va diCh, ndng dd thap trong dich nao tay
Thai trie: than (7.%)

Khéng bén virng trong dung méi & nhiét dd phong
— Phan hay it nhat 10-20% sau 3h v&i imipenem

Suy gan: khéng hiéu chinh liéu; suy than: dung liéu thap

11-04-2017
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Cac co ché dé khang chinh v&i carbapenem

Pathogens Mechanisms of resistance

Enterobacteriaceae Cephalosporinase/ESBL + porin loss
Carbapenemase
P. aeruginosa Porin loss

Up-regulated efflux
Carbapenemase
Acinetobacter spp. Cephalosporinase + porin loss

Carbapenemase

11-04-2017 Optimizing carbapenems use
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Pé khang mac phai do
carbapenemases

Class Carbapenemase Enterobacteriaceae Non-fermenters
A (non-metallo) KPC ek w2
IMI, NMC, SME - -
B (metallo) IMP*, VIM* e +++
NDM e ++
AIM, DIM, SIM, SPM, TMB - -
D (non-metallo) OXA-48-like ot -
OXA-23, -40, -58, -143 +/- +++

From Y. Glupczynski
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Phat trién nhanh chong khang thuéc & cac VK ho
Enterobacteriaceae

Carbapenemases
(VIM, NDM, OXA-48, ..)

ESBLs
(CTX-M, TEM, SHYV, .

Penicillinase
(TEM-1, SHV-1)

Wild type

1940 1970 1990 2000
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Thay déi gia tri MIC cla cac VK Enterobacteriaceae sinh

Carbapenemases

Table 1. MIC range of carbapenems for Enterobacteriaceae that
produce several types of carbapenemases”

MIC, mg/L
Carbapenemase Imipenem  Meropenem  Ertapenem
KPC 0.5—>64 1->64 0.5—>64
Metallo B-lactamasest 0.5—>64 0.25->64 0.5—>64
OXA-48 type 1->64 0.5—>64 0.25—>64

*KPC, Klebsiella pneumoniae carbapenemase; OXA-48, oxacillinase-48.
TIncluding New Delhi metallo-3-lactamase-1.

Nordmann P et al. EID 2011; 17:1791
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PK-PD cua khang sinh B-lactams ...mot

val tr quan trong...

Tat ca cac khang sinh déu phu thuéc
nong do
(hguyén tac dwoc Iy co ban) ...

Tuy nhién, v@i B-lactams, hoat tinh sé
dat t6i ru néu néng dd vuot qua 3-4
XMIC, diéu nay sé dé dat dwoc bang
phac dd truyén cb dién cla thubc... va
v&i vi khuan cé MIC thap

Pong th&i, do khdng co tac dung hau
khang sinh, ndng dd p-lactams can ludn
dwoc duy tri trén gia tri MIC (wu tién 1
tham chi 4 lan gia tri MIC...) trong
khoang thdi gian cang dai cang tot. ..

Tranh luan Y khoa
by H. Daumier (1808-1879)

11-04-2017
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Moi qua hé gitra MIC va hiéu qua?

o4 - .
= oxacillin
- > Emin
ol O\  beaaaaso:
o g
w
g '2' :
g - Emax
o & 5
o O e
5 o 2 -1 0 1 2
© o
v £
D) .
S 7 i
> :
o) Emin
0 T
< :
_2.
guan sat,
4 . tat ca cac
: > | E khang sinh deu
—— max phu thudéc nong
2 -1 0 1 2

do...
log extracellular
concentration (X MIC)

Data from Barcia-Macay et al. Antimicrob. Agents Chemother. (2006) 50:841-851
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Nhwng day la dworc dong hoc...

cacillin

It phy thudc vao nong do
(tac dung diét khuan toi da)
trong khoang C_,,,—C,. ..

2 THO!I GIAN la yéu to
chinh quyet dinh hiéu qua

o

()]

=

5

s 4 khang sinh
% § n n n n n
- 5 C.. —C
s E min~_“~max

D)

LL

@)

O

° . .

< Rat phu thuéc nong doé

trong khoang C_,..-C,...
- = th&i gian it quan trong
5 hon so v&i néong ddé khang
n n .l n n Si n h
-2 -1 0 1 2
log extracellular
concentration (X M |C) « data from Barcia-Macay et al. Antimicrob. Agents Chemother. (2006) 50:841-851
* C,i,-Cmax: Principles and Practice of Infectious Diseases, 7th Ed. Mandell et al. eds.,Elsevier
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Hé qua la...

> Thoi gian trén MIC tré thanh théng s6 quan trong nhat
quyét dinh hiéu qua khang sinh ...

> B-lactams can dwoc si dung nhiéu lan hon Ia 1 1an trong
ngay

Nong doé

Thei gian (h)

11-04-2017 Optimizing carbapenems use 18



Vi du the hai: B-lactam : T > MIC ...

Ban da biét vé "time above MIC", tuy nhién...

Trén bao nhiéu/ So lan nhw thé nao?
(Liéu Kim khuan vs tac dung diét khuan toi da ?)

Liéu co twong tw véi tat ca cac beta-lactam
khong?

(Ty lé thubc & dang tw do (Fu) ?)

 Liéu co twong tw gitra cac loai VK khac nhau
Khong?

* Liéu co twong tw voi cac loai NK khong?

- Liéu tdi co6 thé ap dung dwoc trén BN khdng?

11-04-2017 Optimizing carbapenems use 19



Log1o CFU per Lung or Thigh

Time Above MIC (percent)

Fig. 7. Relationship between the change in log,, CFU per thigh or
lung for various pathogens following 24 h of therapy with different

doses of Ipenicillins (;1\.1,

cephalosporins (O)

and|carbapenems (O )}

Liéu co twong tw
v&i tét ca céac
khang sinh ho

B-lactam?

Andes & Craig Int.
J. Antimicrob. Agents
2002, 19: 261-268

11-04-2017

Optimizing carbapenems use

20



Tinh toan diém gay (breakpoint) theo PK/PD

imipenem 500 mg x 4 Iv
100 ==

95% percentile

%0 99% percentile
60 == |\lean
40
20
0

1
0125025 05 1 2 4 8 16 32
MIC mg/L
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Tinh toan diém gay (breakpoint) theo PK/PD

imipenem 500 mg x 4 Iv
100 ==

95% percentile

99% percentile

= |\lean

1
0125025 05 1 2 4 8 16 32
MIC mg/L

11-04-2017
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Cau haéi lién quan dén breakpoint

CLSI 2018 EUCAST 2018

Organism
N I

imipenem 0.5g Q6h high dose:1g Q6h

meropenem <2 4 =28 | 1gQ8h <2 >8 | 1-2g g8h
0.5g Q6h

doripenem <2 4 28 | 059Q8h | =1 > 2 | high dose:1g Q8h 4h infus.

imipenem <1 2 24 (059Q6h | =2 | >8* | 0.5-1g Q6h
1g Q8h

meropenem <1 2 =24 |19 Q8h <2 | >8* [ 1gQ8h

doripenem <1 2 =24 1059Q8h | <1 [ >2*|0.59gQ8h

Enterobactriaceae | P. aeruginosa

ertapenem <0.5 1 22 |1g0Q24h | <05 (| >1* | 1gQ24h

* Breakpoint xac dinh b&i EUCAST cho carbapenem véi VK ho Enterobacteriaceae phét hién dwoc tat ca cac co ché dé
khang quan trong trén 1am sang (bao gdbm da sb cac carbapenemase). Mét sé chiing sinh carbapenemase sé dwoc xép la
nhay cdm theo diém gay nay va can dwoc ghi nhan va bao céo. Sy c6 mat hay khdng c6 mét carbapenemase khong anh
hwdng dén phan loai nhay cdm/dé khang. Viéc phat hién va phan loai carbapenemase chii yéu dwoc khuyén cap cho giam
séat y té cdng cong va kiém soat nhiém khuan.
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TOi wu hiéu qué cua carbapenem

« Lieucao
— CA&c quan thé bénh nhan d&c biét c6 thay déi vé dwoc déngh
hoc (sepsis nang) hoac NK do VK c6 MIC cao

« Meropenem : dung nap tét trén than kinh, nguy co nén/budn nén thap
« Tang so6 lan dung thuoc
— CO6 thé dung liéu nhd hon nhwng dung nhiéu lan trong ngay hon

 Truyén dai
_ Truyén dai (dén 3h)

Norrby et al. Scand J Infect Dis 1999;31:3-10.
Kotapati et al. Am J health Syst Pharm 2004,61:1264-70.
Roberts et al. Int J antimicrob Agents 2007;30:11-8.

11-04-2017 Optimizing carbapenems use
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Van dé:

Khang sinh B-lactams 1a cac phan tir khéng bén virng

Khong bén virng vé héa hoc

11-04-2017 Optimizing carbapenems use
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Bang chirng vé khong 6n dinh héa hoc cla carbapenem?

« Can nhac dwa trén cong thirc hoa hoc
- Két qua thwec nghiém

VoL. 46, 2002 STABILITY OF B-LACTAMS FOR CONTINUOUS INFUSION 2329
S
ﬁ ! faropenem
< oofﬁ 1
®
g 75- - - 75
8 aztreonam —
T 50 - piperacillin - ceftzidime 5o
£ azlocillin cefepime
= locillin imipenem
5 251 A | mez {1 B C - 25
w meropenem
;E 0 L L] L U

(=
-
o
—_—
L]
—
(=2}

20 240 4 8 12 16 20 24 0 4 8 12 18 20 24
time (h)

FIG. 1. Stability of the B-lactams in water at 37°C over time at the maximum concentration tested. (A) Symbols: A, 10% aztreonam; [, 12.8%
piperacillin; W, 12.8% piperacillin plus tazobactam (since the slope for 12.8% azocillin was almost identical to that for piperacillin-tazobactam, it
was omitted for the sake of clarity); ¥ 12.8% mezlocillin. (B) Symbols: B, 12% ceftazidime; [, 5% cefepime; A, 3.2% cefpirome. (C) Symbols:
O, 0.8% imipenem plus cilastatin; A, 6.4% meropenem; V, 6.4% faropenem. All values are the means of three independent determinations = the
standard deviation (SD; symbols without bars indicate values for which the SD is smaller than the symbol size).

Viaene et al. Antimicrob. Agents Chemother. 2002; 46:2327-2332
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Truyén dai nhw thé nao?

Thei gian truyén tir 3-4 h hon 14 truyén lién tuc

Nguyén tac nay dau tién dwgc ap dung véi carbapenem do phéan turwr
thuoc rat khong bén khi truyén lién tuc kéo dai nhiéu gi®

DPwoc ap dung rong rai véi meropenem (tuy nhién van 1" off label®) va
véi doripenem do dé xuat cua John§on & Johnson(va dwoc chap
thuan & chau Au) vé&i théi gian truyén kéo dai 4 h...

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

Extending the infusion time of Doribax to 4 hours maximizes the % T>MIC for a given dose and is the
basis for the option to administer 4-hour infusions in patients with nosocomial pneumonia including
ventilator-associated pneumonia. In seriously ill patients or those with an impaired immune response,
a 4-hour infusion time may be more suitable when the MIC of doripenem for the known or suspected
pathogen(s) has been shown or is expected to be > 0.5 mg/l. in order to reach a target attainment of
50% T>MIC in at least 95% of the patients (see section 4.2). Monte Carlo simulations supported the
use of 500 mg 4-hour infusions every 8 hours in subjects with normal renal function for target
pathogens with doripenem MICs < 4 mg/1.

11-04-2017
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16

Concentration (ng/mL)
[y

0.5

0.25

Doripenem: cai thién f T > MIC
thong qua truyén dai

.

Duration of Infusion

menes 3 hrg
w4 hrs

6 hrs

r‘v\{. N
6

Time (hrs)

8 10 12

Bhavnani et al., AAC (2005) 49:3944-47

- 0.2LLQ

11-04-2017
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Doripenem: truyén dai cho phép bao pht ca ca VK ed'MIC.cao
hon dé dat dwoc muc tieu f T > MIC = 35 %

Duration of Infusion
1 hr
e 3 hrg
w4 hrs
6 hrs

Concentration (ng/mL)
[y

g . s,
%
O 5 = R RIITHILIE o LITCIICRIRITCEITIICIPOPETTEETr: TETEIE ErErrH Hgy e v s e vom el mna e e B P TR TR TR SR TR TR O
- 3 %
%, E :

0.25 A

=l dosing interval et B 0.2 LLQ

10 12

35 % Time (hrs) Bhavnani et al., AAC (2005) 49:3944-47
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Doripenem: xac suat dat muc tiéu PK/PD qua md phéng
Monte-Carlo

Truyén 0.5 h:
MICq, = 2
100 g—B—8—8—B—— Lﬁ‘gil“ e
90 e s o g -, e A o . . e . e e s e
80 -
70 4
60 -
50 4
40 -
30 -
01 .05 g Q8H (0.5 h infusion)
101 m: 0.5 gQ8H (4 hinfusion)
0 T T T T
0,063 0125 025 05 1 2 4 8 16 32 o4

MIC (mg/L)

PTA (%) of 40% T > MIC in PF

Ikawa et al., Diagn Microbiol Infect Dis. (2008) 62:292-7
Japanese patients after IA surgery...

Patients from clinical trials ...

Van Wart et al., Diagn Microbiol Infect Dis. (2009) 63:409-414

100 w w5 =7 r 100
Truyén 4 h:
MIC%0 =4
80- ‘ .
’é Truyén 1h:
" MICgq, =1 -]
g 60- 60
R o
L
g °
g 404 - " 40 g
-}
g z
(7]
® 204 20
0 I l 0
0.016 003 006 012 0.25 0.5 1.0 2.0 40 8.0 16.0 MIC mgiL
S Select Enterobacleriaceae 500 mg 1hr g8 hr 500 mq 4hr g8 br
_—— E ol
I P osenginoss Qi) Notmal Renal Function (] Normal Renel Function
BN S sweus
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Meropenem: mo hinh hoa PK/PD

Liéu dwa trén PK/PD: T > MIC ~ 35 %

50 -

19;98h

T 40 -
E
o

‘ E 30-
Truyén 3 h: 15

MIC = 18 £ .0
) o
Truyén 0.5 h: §

MIC = 8 o 101

Time (h)
40 % 65 %

Li et al. J Clin Pharmacol. (2006) 46:1171-8
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Meropenem: mo hinh hoa PK/PD

Xac suat dat muc tieu PK/PD dwa trén md phéng Monte Carlo

Probability

11-04-2017

1.0 -

0.8

0.6 1

0.4 -

8 S

Truyén 0.5 h:
1g;98h MIC =1.5

U_U_‘D‘EEE':‘;"&'\“'V\_' Truyén 3 h:
Y MIC =4

i

—®—— 0.5-h infusign
eesenQeenese 11 INUSION
——-9—— 2-h infusion
—--=g-—-- 3-h Infusion

0.0

1 2 4 8 16 32 64 128

0.064 -
0.128 -
0.256 -

Li et al., J. Clin. Pharmacol (2006) 46:1171-1178
MIC (mg/L)
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Uu diém va han ché cla truyén lién tuc/kéo dai so véi tiém bolus

Céch truyén Wu diém Han ché
Truyén dai Dwoc dong hoc dw doan Can hwéng dan
dwoc
Tong liéu trong ngay Can bom dién
thap hon cé thé hiéu
qua
Ton it thoi gian hon cho  Van dé ve do on dinh
diéu duwdng
Bolus Pon gian Duwoc déng hoc khéng
dw doan duoc
Nguy co sai sét khi Bac tinh trén than kinh
truyén thap hon c6 thé xuat hién nhiéu
hon

Modified from Abdul-Aziz MH Ann Intensive care 2012;2:37
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ndng dd thudc trong mau
(Therapeutic drug monitoring, TDM)

Theo doi diéu tri thdng qua giam sat @A.
<

* Dinh nghta: dinh lwong sau dé bién giai
két qua néng do thudc trong dich sinh hoc
 Muc dich:
— T6i wu hiéu qua, gidm thiéu doc tinh
— Tang xac xuat thanh cong va dw phong dét
bién khang thuoc o
—> dung dung liéu va s6 lan dung khang sinh

Optimizing carbapenems use



Giam sat nong dd p-lactams & bénh nhan ICU

BQver-dosage  Adequate “ Under-dosage
¥ Qver-dosage Adequate Under-dosage

30 fg

9 25 0 16
€ 20 g

® g 12
w

§ 15 - 10

- i
g 10 o)

o 5 6

5 o 4

B 2

0 0

CEF TZP MEM RRT (n=28:15-120 <50 ml/min 50-100 mi/min > 100 ml/min

mi/min)

Theo ddi thudng quy nong d6 cdc khdng sinh B-lactam pho rong
123 két qua dinh luong nong do
Nong do dat yéu cau: trong khoang 4-8 lan MIC véi P. aeuginosa tiy theo thoi gian
khuyén cdo (70% véi CEF, 50% vé&i TZP, 40% voi MEM)

Hites ICAAC 2012
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Van dé thir 2: ’
B-lactams co the twong ky véi CG:iC thuoc
khac khi cung dwong truyéen

B-lactam
(néng do thwdng
la 8 g %)

Thudc X

e i e s i

L AR 4
h +%
E 2 24

Lan gap dau tién & nong do
cao (10 phut)

Lan gép thi hai & 37°C
+<—— ve&i nong do thap (1h)
)

Quan sat cam quan,
DPinh lwong bang HPLC hoac
cac phép dinh lwong sinh hoc khac
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Liéu c6 the truyéen kéo dai carbapenem
chung vé&i cac thuoc khac?

Moi thuoc 1a 1 trwérng
hop rieng biéet

Tham khao y van...

« Dir lieu (h6a hoc va vat ly) dwoc cong bd voi ceftazidime (AAC 2001;45:2643-7), cefepime (JAC
2003;51:651-8) va temocillin (JAC 2008;61:382-8); cling c6 di liéu cho vancomycine (JAC 2013;68:1179-
82)

« Colistin dwoc ghi nhan bang cdm quan la twong hop (twong hop vat Iy) véi cefoperazone-sulbactam,
ceftazidime, ertapenem, fosfomycin, imipenem-cilastatin, linezolid, meropenem, piperacillin-tazobactam,
va vancomycin (AJHP 2017;74:1099-1102)
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Bé&nh nhan nang: t6i wu phac dd khang sinh

« Bénh nhan ICU
— Tang thé tich phan bb
— Thay dbi thanh thai khang sinh (CA giam va tang)
— Thay déi lién két v&i protein do gidam albumin mau
— Thay dbi kha nang xam nhap ctia khang sinh vao mé

L Ap dung cho hiéu qua |1am sang va hiéu chinh liéu khang sinh
- Tiém an thiéu liéu> nguy co phat trién khang thudc va/hoac that bai diéu tri

o Tanglieu
(dé dat it nhat 40% T > 4 x MIC hodc 100% T> 1 x MIC)
o Kéo dai thi gian truyén

TDM (Giam sat néng d6 thuéc trong mau)
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Carbapenem: tac dung khdng mong mudn

Phat ban, budn nén, tiéu chay, viém tinh mach

— Imipenem: ty I& nén va buén ndn cao hon (dac biét sau khi truyén
nhanh)

Phan &rng qua man
— Than trong trén BN ¢ tién s di ng penicillin (di ’ng chéo ~50%)

. Nguy co xuat hién viém dai trang gid mac, dac biét khi thdi gian
diéu tri kéo dai

 Cogiat-> v&i imipenem
> Néu c6 tén thwong than kinh sén c6 hodc khi chirc nang than suy giam

- Twong tac véi acid valproic: giam néng dd thudc chdng déng kinh!!
> Bénh nhan c6 thé xuat hién dong kinh ma khong duoc diéu tri ... va
xuat hién co giat...
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Imipenem chi dinh dwoc phé duyét va han ché

Chi dinh dwoc phé duyét (My) Han ché (My)

v NK hé hap duwoi 0 Viém mang ndo (dd an toan va
NK tiét niéu hiéu qua chwa dwoc xzilc lap).
NK & bung O Bénh nhi c6 bénh ly than kinh

(nguy co’ co giat).

NK san phu khoa 0 Bénh nhi < 30 kg kém theo suy

NK huyét giam chlrc nang than
NK xwong khép

NK da va ciu tric da

NN N N NN

Viém ndi tam mac NK

11-04-2017
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Meropenem chi dinh dwoc phé duyét tai My va chau Au

Chi dinh dwoc phé duyét (My)

v" NK da va cau trac da (nguoi Ion
va bénh nhi > 3 thang)

v NK 6 bung phurc tap (ngudi 1on
va bénh nhi)

v Viém mang ndo do VK (chi danh
cho bénh nhi tir 3 thang tudi tré
|én)

Chi dinh dwoc phé duyét (chau Au)

v Viém phéi nang bao gébm HAP va
VAP

v NK phé quan-phdi & bénh nhan xo
nang

NK tiét niéu phire tap
NK 6 bung phtrc tap
NK trong va sau sinh

NK da va mé mém phurc tap

SN N NN

Viém mang ndo cap do VK
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Chi dinh dwoc phé duyét cho doripenem &
My va chau Au
Chi dinh dwoc phé duyét (My) Chi dinh dwoc phé duyét (chau Au)

v NK 6 bung phtrc tap v Viém phoi bénh vién (bao gom viém
v NK tiét niéu phurc tap bao gém pho"thd may)
viém dai bé than v NK 6 bung phtrc tap

v' NK tiét niéu phirc tap

Lwu y: Viéc lwu hanh doripenem
(DORIBAX®) & chau Au d& dirng tir nam
2014 theo dé nghi cua cbng ty Dwoc.

Ref.:
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/0
00891/human_med_000744.jsp&mid=WC0b01ac058001d124
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Chi dinh duwoc phé duyét cho ertapenem &
MV va chau Au

Chi dinh dwoc phé duyét (My) Chi dinh dwoc phé duyét (chau Au)
v NK 6 bung phtrc tap ,
v" NK da va cau tric da phirc tap 7 NKO burjg ‘
(bao gbm NK ban chan BbTD) v Viém phdi cong dong
v Viém phdi cdng déng v" NK sén phu khoa
v" NK tiét niéu phirc tap bao gém v NK ban chan & BN BT

viem dai be than v" Dy phong sau mé phién dai truwc
v" NK cép vung chau héng cap trang

(bao gém viém ndi mac tor

cung, NK huyét sau nao thai va

NK sau phau thuat)

v" Dy phong sau mé phién dai
triee trang

11-04-2017
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Carbapenem: ap dung lam sang chinh hién nay
chung toi dung

 NK do VK da khang

— Puworc coi la lwa chon dau tay trong NK ndng do VK sinh
ESBL
— Nguy co
« M&i nhap vién hoéc diéu tri KS trwdce do
« Mang mam VK da khang
* NK bénh vién mubén(> 5 ngay sau khi nhap vién)
« Tai cac khoa 1am sang c6 lwu hanh dich té VK khang thubc

+ NK c6 thé do nhiéu VK (vi du hdn hop hiéu khi/ky khi)
c6 chi dinh phoi hop khang sinh
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Ap dung lam sang: canh béo

« Diéu tri kinh nghiém NK bénh vién nang

can bat dau phac dé s&m nhat co thé voi
khang sinh c6 pho du réng
« TUY NHIEN, ludn danh gia lai phac do

sau 48-72 h
— Theo két qua vi sinh



http://www.google.be/url?url=http://www.olonnasurfclub.fr/attention-pas-de-cours-samedi-31-mai-2014/&rct=j&frm=1&q=&esrc=s&sa=U&ei=tz9fVPKzNYXPmwWto4E4&ved=0CB0Q9QEwBA&usg=AFQjCNG77O0kHCaoLqc7sURfDRnsEMtFpg

Huwéng téi sir dung hop ly carbapenem...

e Quy trinh gi#i han str dung roéng rai va khéng hop ly khang
sinh carbapenem
— 1. Chi dinh carbapenem c6 phu hop?
— 2. CO giai phéap thay thé khong?
« Phé hep hon hodc c6 tac ddng it hon dén vi hé
— 3. Thoi gian diéu tri liéu c6 phi hop?
— 4. Liéu dung carbapenem liéu da phu hop?

F. Jary at al. Médecine et maladies infectieuses 42(2012) 510-516
— Phan tich 99 bénh an ké don carbapenem

- 66.7% dwoc danh gia chi dinh chwa phu hop

> 16% c6 cac khang sinh khéac thay thé

- Can hwéng dan va thye hanh chuén tai bénh vién cho carbapenem
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Piéu tri VK da khang

Phoi hop khang sinh
 Dontriliéu cd ty Ié t&r vong cao hon

1,00+

075

0.50

0.25

Curnulative prabability of survival

0.0

a 2 4 & & 10 12 14 16 118 20 22 24 26 28
Timea since BS| onsat (days)
FIG 1 Kaplan-Meier survival estimates of patients with carbapenemase-pro-
ducing K. preumonioe bloodstream infections according to treatment regi-

men: combination therapy (continuous line) versus monotherapy (dotted
line). P= 0.003 (log rank test).

Daikos et al Antimicrob. Agents Chemother 2014, 58 (4):2322
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Phdi hop khang sinh

Aminoglycosid, ampicillin/sulbactam, carbapenem, colistin, rifampicin
- Acinetobacter spp

Aminoglycosid, ampicillin/sulbactam, carbapenem, colistin, rifampicin,
tigecyclin, fosfomycin - Enterobacteriacae

Phdi hop véi carbapenem néu MIC clia VK véi carbapenem < 8 mg/L
» Phoi hop chira carbapenem c6 ty 1€ tir vong thap hon (18.8%) sp VGi
cac phac dé phoi hop khang sinh khac khong co6 carbapenem (30,7%)
Colistin: tdng tinh tham clta cac khang sinh khac qua I&p 4o ngoai
theo co ché tay

Tangden T. Journal of Medical Sciences 2014;119:149-153
Tzouvelekis et al. Clin Microbiol Infect 2014:20:862-872
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Két luan (dé thao luan)

« Nguyén tac dac thu dé str dung dung:

— Chi ké don cho NK do VK Gram am da khang trong
bénh vién

— Khi khdng c6 giai phap thay thé

— S dung murc liu pht hop (hiéu chinh theo gié tri
MIC néu c6 két qua nay) va néu can thiét thi truyén
kéo dali...

— Trong diéu tri kinh nghiém, ludn danh gia sau 48 h dé
tim kiém kha nang diéu tri thay thé

Slide trinh bay c6 thé tai dwoc sau Hoi thao tai dia chi http://www.facm.ucl.ac.be > Muc Lectures
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T6i chi co thé dwa cho ban mét birc
tranh tong the

http://lukhach.com.vn/travel#!prettyPhoto

Nhwng, xin hay dat cau hoi..

Slide trinh bay c6 thé tai dwoc sau Hoi thao tai dia chi http://www.facm.ucl.ac.be > Muc Lectures
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