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LA L, &5, Z#H0E&ER (MDRP) 12 X
B RMIEGEIZ R L C CL D35 %47 o 72 & 2 5,
TR IID U RRBAEREIC D b b, EIT
WL SEE % 5 L 72 B & R BR L 72 72 80 SRR B 52 2 TN
ZTHET %o
l. fEH

B 86, i

.

PEAERE © Gt B BRI 2N £, Wi, #Rd:
HIE, 1BYEEA4% (CKD grade 4), LBEMIBI

7 LIVF—JE : teicoplanin (TEIC) (FJEDEEW),

77— (FEERELER),

BUREE © 20XX 48 10 A W4 125 #8W B B IR I8 il
HTHAMmE SN, B TEREIRER + e —Ms
HAT Y N5 7 Mt T L7ze itk aBHEICRT
LT, 2EoRMEM QIE, i+ iEkrF40r) %
HiAT L 720

My te 7 H BACIML RS %, BIEE % L U Pseudo-
monas aeruginosa HEH S ILFATEAL EGLEE N T
tazobactam/piperacillin (TAZ/PIPC) % 14 H [
5 L7 20, W LY ESBL #4: Klebsiella
oxytoca DSHTHY S AU A LU 5 B8 S il 45 B v C
meropenem (MEPM) % &6 MG L7z Ttk
28 HH 2, IMigks#2 & V) Candida albicans, CV
BT =T WVEDS C. albicans, Stenotrophomonas
maltophilia, W&J%7>5 S. maltophilia 23 i,
717 — 7 VB M G, N 2 B A AL
LWL, liposomal amphotericin B (L-AMB) 3
JM, levofloxacin (LVFX) # 8 M5 L7z, £
D% b JREE#E D 6 ESBL BEE Escherichia  coli, K
oxytoca DI S, #0 R MM B 2SIk
L, MEPM, LVFX %#EH5 L T/,

ARG H, BT L I L T MEPM 0%
G2 BtG L7z RaB ISR S & 18 ) BE KD
), cefmetazole (CMZ) ~Z®H L 9 H T ¥ T
H L7275 10 A ERICHE, BaBrzh) i
HYo EE2BDHN T —TIVIEE#EL Y A &0 B-
J 7 %< —¥YEE MDRP (PCR-direct sequence |
L0 IMP-7 AR EHB]) S hTnizZ L
ne, BEVERES, S CL & aztreonam (AZT) %
Beh53 508t o7z,

GG R BUE © & & 155 cm, AE 44 kg, &
it 380C, I & 120790 mmHg, Mk #0 70/%5, SpO:

97%

EHRBAGAIERATAT L 0 (IMmER 17,380/u L, GFHER
69%, AST 59 U/L, ALT 50U/L, Mo L7
= ¥ fE 190 mg/dL, eGFR 19.8 mL/min/1.73 m’,
CRP 1.04 mg/dL.

G BHIAREOE A E © REEH % 2 75 g/day, B
Few 3 g/day, ¥ b)) A 2g/day, TEF R
I UHEERIG 20 mg/day, d-Z7 @V T 2 =53 U7
LA VRS 2 mg/day, 7 TF T ¥ 7 < IVEENE 75
mg/day, 7 AT 4 ¥ 8mg/day, 77 EF T 10
mg/day, 777V ¥ 705 mg/days

MIC %% (mg/L) : MicroScan Walkaway Sys-
tem (Beckman Coulter Japan, Tokyo, Japan) :
PIPC >64 ; R, ceftazidime >16; R, cefepime
>16 ; R, imipenem >8 ; R, MEPM >8R,
doripenem >8 ; R, AZT >16:; R, TAZ/PIPC
>64/4 ; R, gentamicin >8 ; R, tobramycin >8 ;
R, amikacin >32: R, arbekacin >8, LVFX >4
R, ciprofloxacin >2: R, colistin <1 : So

B, BIITHEM L 72 Etest O HRIE, AZT 32,

rifampicin >32, CL : 3, polymyxin B:2 Th o
720

BB TR IR IR R O & Fig. 112
TR o PRERE S T — T IV OSSR, PRSI
MZEF— 2 ADb &, CLB I WAZT D35
e o720 =L, W27 LTF=0 20
7 7 ¥ A 149 mL/min (Cockcroft-Gault 3\ & 1) %
H) X v, CL1M66mg (15mg/kg) % 36 EF [
&, AZT 1M 2g % 12KM & & L7,

BG-BMhR, IR, EFREBITLEL Tw
7oy, GHREMEY, DL OWRERB3HED 21
Bf, 3, 7 WFIC 5~10 O I & SpO, DL T A

AHND L DOHENDH o7z, FrEIIFLE L 723EH1T,

CLEAZT DATHAZ L, CLOESERY) A7 E
PRI Tk, MEEFEESEE R SN A
LEINTWBEZE, ERMICCLESGHIXAZT =
FEHLCBYREEZOETIIL T nI ns
CLOBERER Y 5o 70 IMIICETIE [H#ERE
E L LTI g, EIFE S bbb 2 EH b
DT, BELTHIT, BREPROSNIEEC
3G EHRIEL, @RLEZIT) 2 L] L DR
Wb, L2LERLLETIINV—F > TF oy
H—R—FOMRIILTBE T, KW HRTE
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WBC: white blood cell count; BT: body temperature; RR: respiratory rate; CRP: serum C-reactive protein; Scr: serum creatinine; CL: colistin;

MDRP: multidrug-resistant Pseudomonas aeruginosa

Fig. 1.
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Clinical course following administration of colistin.
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Table 1. Summary of reported case of colistin-induced apnea
Dura- Blood Hypo- Concomitant
Report Age Gender Renal function Dose tionof concentra- Medical history calce- neurotoxic
onset tion mia drugs
Fernandez 75  Male CLer: 3.5mg/kg/day 36 hr N/A Colorectal cancer, arterial ~ Yes N/A
etal. (2013) 90 mL/min hypertension,  dyslipid-
emia
Honoreetal. 51  Male CLer: 3.75mg/kg/day 17 days 8.06 ug/mL Insulin-dependent diabe- N/A Anesthetic
(2013) 41.3 mL/min tes mellitus, crush trau- agent
Spapen et al. ma of the right foot
(2011)
Shrestha 31 Female Scr: 400 mg/day 3 days N/A Spina bifida, paraplegia, N/A No
etal. (2014) 0.9 — 2.2 mg/dL hydrocephalus status
post ventriculoperitoneal
shunt, osteomyelitis of
the left hip status post
left leg amputation,
chronic sacral decubitus
ulcer
Wadiaetal. 51  Male Scr: 550 mg/day 8 days N/A Diabetes, paraplegia N/A N/A
(2014) 0.7 = 1.73 mg/dL
Myintetal. 57 Male CLer: 3mg/kg/day 6 weeks N/A Diabetes mellitus, atrial No  Tizanidine
(2016) 110 mL/min fibrillation, degenerative
joint disease
Our report 86 Female CLer: 1.5 mg/kg 3 days N/A Rupture of the right com- N/A No
14.9 mL/min q36hr mon iliac artery aneu-

rysm, postresuscitation
encephalopathy, muscle
contracture, renal failure,
atrial fibrillation

CLecr: creatinine clearance; Scr: serum creatinine; CL: colistin; N/A: not applicable

HEIZHRE SN T v,

—T, WM BV THE D D 2 I (apnea)
DOLHRE Table 1 12F & o7225, 2 OFERHE
T, HGHOALGERRBIETR, K7 vy oA
iE, AR E I SE OGS O FEE I D e hS o
oL EBERINTHEYY,

KIEBITIE, A SCEREICED W02 =
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RS 7 0 T 58 2 % W AR VE 3 2 BB oAt 4]
DB S LT oz,

¥ - AIEBNI R X B TR OEBIREEDDH 1
DRI BT B IFEE O RE L ICU A2 & 3kl
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BToORMBEICH72 RSB LICHE, =aF
U ZHARD up-regulation 25 Z AFER, o=
Y ADRZESWETT AL, 2, MREEIEAET

MMV E L WHERH YA Ma 7 4 —DBETI,
BIRMIca 7 0= AOERAPEET 25605 5
CEHHBENTWEY, ZDL) h=aF 2k
@ up-regulation & 5 \\ 1% down-regulation 7% 2
C o 7ofER, CL OMfEm A MBI L 72" etk 2
b EEZHLNT, AFEHITIX CL DM 2 fil e
LTBELHT, 20X ABRIEDHEEZAES TIX
L DEHARERTHEZIT) TS ZEZ L2LEVRH L.
T, FERIFTERZL S SO0 CL 562 Hix &
DIREREESSIHBLL, 8 HM OG-/ T #II3ss
L7 2 R L T 72 T IR A A B R AT 2
5 CLIC & 2R, BICEAE L, G
THREITHH TR 2EEE -85 EE 2 b7,
mz T CLOAEREIZE$ % PK/PD B/ 3T X —
#1%, AUC/MIC B & U Cmax/MIC & i KA1
DIKNTH 5o — 7 CHEEE - MRFEERBIO) 2
77778 =3, #w¥GE KSHE, 1 &S E
PHEELTWE EEZLNTWSY, CLIZK A
Wegg:8, IR EDSRRD S NG 101372 512
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with colistin in 9 Japanese patients with infec-
tion due to multi-drug resistance pathogens.
Jpn J Antibiot 2016; 69: 319-26

A case of apnea after administration of colistin that disappeared by
prolonging the administration interval

Seiko Nakamura’, Yukihiro Hamada’, Fumiya Ebihara’,
Takumi Maruyama’, Toshimi Kimura” and Ken Kikuchi”

U Department of Pharmacy, Tokyo Women’'s Medical University Hospital, 8-1 Kawada, Shinjuku-ku, Tokyo, Japan

? Department of Infectious Diseases, Tokyo Women's Medical University Hospital

The patient was an 86-year-old woman who was receiving colistin (CL) 66 mg (1.5 mg/kg) every 36
hours and aztreonam 2 g every 12 hours for complicated pyelonephritis caused by multidrug-resistant
Pseudomonas aeruginosa. The patient began to exhibit multiple apnea episodes 3 days after the start of
CL administration. Even though the apnea episodes were suspected as a manifestation of CL neurotoxicity
the CL administration was continued, as there was no other therapeutic option, with extension of the dos-
ing interval to 48 hours from 36 hours. Five days after this change in the dosing schedule, the apnea epi-
sodes disappeared. As urine cultures on days 4, 6 and 11 of treatment were negative, the CL administra-
tion was discontinued on day 13.

CL neurotoxicity is considered as being dose-dependent. Few reports of CL neurotoxicity have been
published in recent years, because currently approved doses are lower than those used previously and
have to be adjusted for renal function impairment. In our patient reported here, the dosage was reduced
based on the instructions in the package insert for the drug in Japan. The patient manifested apnea de-
spite showing no evidence of acute kidney injury prior to the start of CL administration. Extension of the
CL dosing interval improved the apnea in our case, without compromising the clinical and bacteriological
effects of the drug.
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