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Use of linezolid in hepatic impairment patients
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[ABSTRACT] Linezolid is an oxazolidninone, which is indicated to the infection of resistant Gram - positive
bacteria. Due to its nonrenal and nonenzymatic clearance pathways, the label of linezolid suggests that no dose
adjustment is recommended to patients with mild - to- moderate hepatic impairment and its use in severe hepatic
impairment has not been evaluated. This paper analyzed and summarized the use of linezolid in hepatic

impairment patients.

(linezolid)
(FDA) (24 2012 6 25
) N 7 (Child-Pugh
, A B) ,
R o 50% ~ 70% s
. P450 s 35% o
7 , .
[ 1 2013-11-12 [ 1 2014-04-28
[ ] s , s , , E-mail: caowei2007@163.com

[ ] , E-mail: 13606089717@126.com


https://core.ac.uk/display/41459281?utm_source=pdf&utm_medium=banner&utm_campaign=pdf-decoration-v1

+560 - (Chin J New Drugs Clin Rem),2014 8 , 33 8

o

2006 , PEA
(5] 59 ’
4d
(0.5g, g6 h) (0.6 g, q12h),
8d R
, 1.5 mmol - L
6 mmol-L7!, 10 ,

, Coax 43.22 mg L7 |
Coin 26.99 mg L™ AUCy , 412.55 mg-h L™ ¢
16.57 h, "
0.625 g, ql2 h, cn (1340 = 1.73) mg L™,
AUCy_, (79.20 + 27.80) mg-h- L', t, (4.40 +
2.36) h,

12 48 h
26.99 mg-1 0 mg-L7",
12 8.4 mmol - L™!
2.0 mmol - L™, o

[6-8]
b

48 h ,

gp) , P-gp

, 2010 SWOBODA [
60% ,
(MIC) (T > MIC) (74.5%
30.4% vs. 28.9% =+ 13.0% ) . AUC, 5 [ (196.6
109.9) mg-h-L™" vs. (75.2 = 30.4) mg-h-L™]
AUC/MIC [(49.1 £27.5) hvs. (18.8 £7.6) h]

H+

H+

(P=0.01),
, 10 5
, 5, 1
(7.9 ~ 22.0 mg-
L, 14.1 mg-L™", 4.9 mg-L™" vs.
7.5 ~ 249 mg L™, 11.8 mg-L™",
59 mg-L7) (0.1 ~ 8.8 mg-L.7",
1.0 mg-L™, 27 mg-L"' vs. 0.1 ~ 9.5 mg-L",
0.5 mg-L™", 3.6 mg-L™") ,
6 (12.0 ~
24.9 mg- L7, 18.8 mg-L7", 3.9 mg-
L) (0.5 ~9.5 mg L7,
2.7 mg L™, 3.7 mg-L7"), ,
P 0.008, 0.016,
- RADUNZ ™M
46
0.6 g, ql2h,
0.6 g, ql2 h,
(11 +£7) d, 38 d, 43
3, °
g5 i ’

(0.6 g, ql2 h, ivett) 44 |
(0.5¢g, q8 h, iv gtt) 40

(110 £46) d (6 ~35d). (147 £9.6) d
(7~374d), 2.3%.
2.5%, ,

2011
TAKAHASHI 1
, (
N ) 5
) (OR) 1.63,
95% 092 ~ 286, P 0.092,



(Chin J New Drugs Clin Rem),2014 8 , 33 8 . 561 -«

4 14 d,
50 mL-min™", .
° 331 , 221
110, (58.0 £20.2)
0.6 g, ql2h,
(10.5 £ 8.7) d, 128 (38.7%)
o IKUTA
(MRSA)
43 , 11 (8
’ 3 ) ’
0.6 g, ql2 h, 9.6 d,
21 , 10
[15]0
/ (PPK/PD)
o 110 50
( 135 ) )
(NONMEM) ,
(CL, L-h™") =2.85x (CLw&/
60.9)""% x 0.472" (CLx ; CIR:
1, 0).
(V, L) =33.6 x (BW/579) (BW , kg),
50%, SWOBODA P
60% o 4

(Child- Pugh ),
, 325, 36.4, 408, 454 mg-
L, . ,
PPK/PD
(1) (Child- Pugh C).
0.6 2, ql2h 14d
60%,

0.3 g, ql2 h,
50%; (2) , Child-Pugh
c 1 000 0.6 g,
ql2 h , 99.9%
AUC/MIC > 100 h, 03¢, ql2h
90.9%, ,
(Child-Pugh C)
0.6 g-d, ,
, 2004
[1510
, 49, ;
, 82 +min, 120/70 mmHg,

103.4 pmol -7, 195.8 pwmol - L7,
112.9 pmol - L', -
1810 U-L*, 574 U-1.",
103 U-L*, 442 UL, X
o 0.6 g,
ql2 h 2¢g, ql2h
b 2 b
170/90 mmHg, 37 ~40  +min™,
lg, q8h
o 2 ) )
11
TAKAHASHI™!  TKUTAM™!
[17]\
AUC SN

[19]



©562 . (Chin J New Drugs Clin Rem),2014 8 , 33 8

linezolid cause lactic acidosis by inhibiting mitochondrial protein

synthesis?[J]. Clin Infect Dis, 2005, 40(12): el13-ell6.

’ 9] , P
’ ’ [J]. , 2012, 2(6): 456-460.
> ’ [10] SWOBODA S, OBER MC, LICHTENSTERN C, et dl.
0.6 g, ql2 h s Pharmacokinetics of linezolid in septic patients with and without
. s extended dialysis[J]. Eur J Clin Pharmacol, 2010, 66(3): 291-
03¢, ql2h ; 298.
[11] RADUNZ S, JUNTERMANNS B, KAISER GM, et al. Efficacy
X ’ and safety of linezolid in liver transplant patients [J]. Transpl
03¢, ql2h ’ Infect Dis, 2011, 13(4): 353-358.
) ° [12] , ; ;
s [J]- ( ), 2011, 5(1): 7-11.
[13] TAKAHASHI Y, TAKESUE Y, NAKAJIMA K, et al. Risk
’ factors associated with the development of thrombocytopenia in
’ ’ patients who received linezolid therapy[J]. J Infect Chemother,
2011, 17(3): 382-387.

[ ] [14] IKUTA S, TANIMURA K, YASUI C, et al. Chronic liver
disease increases the risk of linezolid - related thrombocytopenia

[1] MOELLERING RC. Linezolid: the first oxazolidinone antimi - in methicillin - resistant Staphylococcus aureus - infected patients
crobial[J]. Ann Intern Med, 2003, 138(2). 135-142. after digestive surgery[J]. J Infect Chemother, 2011, 17(3): 388-

[2] s s s 391.

[J]. , 2010, 29(3): [15] SASAKI T, TAKANE H, OGAWA K, et al. Population
170-174. pharmacokinetic and pharmacodynamic analysis of linezolid and

[3] MCGOWAN AP. Pharmacokinetic and pharmacodynamic profile a hematologic side effect, thrombocytopenia, in Japanese
of linezolid in healthy volunteers and patients with Gram positive patients[J]. Atimicrob Agents Chemother, 2011, 55(5): 1867-
infections[J]. J Antimicrob Chemother, 2003, 51 Suppl 2: iil7- 1873.
ii25 [16] TARTARONE A, GALLUCCI G, IODICE G, et al. Linezolid -

[4] STALKER DJ, JUNGBLUTH GL, HOPKINS NK, et dal. induced bradycardia: a case report [J]. Intern ] Antimicrob
Pharmacokinetics and tolerance of single and multiple dose oral Agents, 2004, 23(4): 412-413.
or intravenous linezolid, and oxazolidinone antibiotic, in healthy [17] MATSUMOTO K, TAKEDA Y, TAKESHITA A, et al. Renal
colunteers[J]. J Antimicrob Chemother, 2003, 51 (5): 1239- function as a predictor of linezolid induced thrombocytopenialJ].
1246. Int J Antimicrob Agents, 2009, 33(1): 98-99.

[5] PEAF, SCUDELLER L, LUGANO M, et al. Hyperlactacidemia [18] FORREST A, RAYNER CR, MEAGER AK, et al. Pharmaco -
potentially due to linezolid overexposure in a liver transplant statistical modelling of hematologic effects of linezolid in
recipient[J]. Clin Infect Dis, 2006, 42(3): 433-434. seriously -1ll patients [EB/OL]. [2014-03-31]. http ://www.icpd.

[6] APODACA AA, RAKITA RM. Linezolid-induced lactic acidosis com/Search/index.php?id=355.

[J]. N Engl ] Med, 2003, 348(1): 86-87. [19] PEA F, VIALE P, COJUTTI P, et al. Therapeutic drug

[7] KOPTERIDES P, PAPADOMICHELAKIS E, ARMAGANIDIS monitoring may improve safety outcomes of long - term treatment

A. Linezolid use associated with lactic acidosis[J]. Scand J Infect
Dis, 2005, 37(2): 153-154.
PALENZUELA L, HAHN NM, NELSON RP Jr, et al. Does

with linezolid in adult patients [J]. J Antimicrob Chemother,

2012, 67(8): 2034-2042.



