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miREAERS

Metronidazole ;X8RN ELE L BIE
—(ERANRERAE—

Bym ML -l #17 - 2F HF - 287 - BEAREKRE
U 77— R&D BRRHTREBELETRY X M+
VR AAFA R R T BRI A MR

Z{TH 120206 A48 ZIEH 1202098 8H

Metronidazole JE&HR (7 % A b O°SEEER 500 mg, UT, &F) &, 2014 FE7 BICHBSMEER
RRAAE, BRAMEA (BERERBAZIG, LT, BREUEBR) BXU7 X—/RRZEIMES L TR
RENfe, FRARETCHITZ2FHNDREMS LUFMWEZRETT 52BN T, FRMEREZRELT.
PRI REM 107 FlD S5, B (645%) LU 65 UL (626%) DEGHEL >z, BEIAD
MERIE, BERUEBERRARAE 74 6, BREMEREA 23 A, 7 X —/\IRF 7 BB K UK B R AE + BRI
Fa 3 BICTH Tz, BIERIE 7 Bl 10 e 5N, BIERRIREIGIE 6.54% TH o, EEXEIERAIL.,
BOBLUHEE (8187%) Thofc. EEGRMERII 161 HERH5N, HREECH T &
MOBWERIF 2HIC 2 4ROON, BEEBELUCEEGREECHofc, PREREEICHKYT 58
ERIE 1 BT 1 RS ST, ERERIRIE, A% 916l #3446, HIERE12FTHY, BWMRIE
95.8% T ofc., HMIBRADEMEIE, BIJEERBIYET 93.8%, BEMIER, 77 X—/\TRiIdH L UH
SUERRGME + BREMEBA TOITNIE 100.0% ThHholo, MEMFHIRIE, HK 136, #HEHEK 22
Bl HIEAREE72HTHY, HEFIE100.0% THofz. ERMEMBOBENERIE, BIERRRET
I& Bacteroides thetaiotaomicron & XU Fusobacterium spp., BRZMREX Tld Clostridioides (Clostrid-
ium) difficile, 7 *—I\FRFITl& Entamoeba histolytica, EEIEERIAE+RAMIBA Tl C difficile
IZHEWNT, LWINE 100.0% T > Te. RERMBEMRIDEREIE, BRMEREREEED Fusobacterium spp.
T 100.0%, RREMBARD C. difficile T 85.7%, 77—\ E. histolytica T 100.0% T&H>Tz. KL
£, ERARETICBTZEFFNDREES LUEMMEICOVT, FHlchEIEwRaEd 21589 NEEE
IFERBSNED DTz,

Key words: metronidazole, postmarketing surveillance, effectiveness, safety

Metronidazole (MNZ) 1%, HW&E 2135 EAD

AtEITTRIC L o TSN = b vibEle 2D,

TR PEBESET F 7212 E SR L O\ B & 1 R4
JFEHEEZE T 5. 1959 IO THEH SN, H
NIDTTA KT A4 7 & CHER MR ESYEI AT LT
RSN TV BT,

EINTIX, MNZ&ELFIA MY T EF AE % @6
JE & LT 1961 4R ISR S 4, 2007 4R LLRE, BESE
WRGE, Gkl 25, M MEEE, ~Y a7y
F— YO EYE, T A—NFRRBLOT T
HEE HURGSE (2R L CBIRR S /2. 72, MNZ
fESED 1961 4RI M) T F ASE, 2012 4E (ZHIH T
& IE & WIGE & L CRRRE Nz 20Tk, SR
(A ARERHEBEM IS, HARBRRET S, B4

TRRESBRA LA 3-22-7
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(HEREAARE] Metronidazole DEAREAE

BRI B 4 - BORAIEER A PIEHE [HA
BOnihe - A AR HURE (RT3 2 M DB IGIREE & VW 7z
B 2 G X B RIS OREZAIZ B S 5 W 9E ]
B, HARMRZRESY) 55 ENIZ BT 5 MNZ f#HE
RORBEEDNH o720 77 4 -tz 2
MG U CEINERRRER % F2 056 L, o R SR
DR, EINERIRIIZE O, Wyl RIF7E O it
FOWEEDLET, [HAERIRIE ], TG ER 7%
(BEMERGRE &L, DV, BEMR%) ] BIO
[7 A= NFR9] % #I0hE & LT, 20144E7 H 12
MNZ FEHHE (7 4 A b 0P SEi#E R 500 mg, L
T, KA OBIERGEAREZIE L. Lo L,
R B O R RPEBUL,  BEGER EGE O OB
JENIEGSE B & BN EERE DA TH 5727,
W % C, Clostridioides (Clostridium) difficile |2
E BB S 3 L OVT A — NN 3 5 AK] D
BREZOWTIE, ENI ORI %2 FI2EF
fili L THRRE S NT2720, HARANIBI 5 KH DL 4
TEB LOBEMIECET 2 HHIZR S Tz,

Vot EROD &, BRMERBIIELZ T Tk
PN R B LT A — NRfi b RS & LT,
ERGEHOMEHERTICBIF 2 RFOREMB LT
AR MET 5 HIOT, BRABGERAEZ I 720
F 72, ARFIOBEHMY) A 7 FEETHIZ BT 5 &4k
METFIHD, EELFEINIZ) A7 Th LA
TR E O ZEHE AN DWW THRET L 720
. MRERE
1. AERRE LU EIZEIE

KN, SR 4 — 7 A RERAE S L
7oo TR GIL, M MNZ (GEEHD) o
BRs7e <, BERMERIEGYE, BREMER LS 5\ IET
A= NSRRI G- SN BB E Lz, B,
W MNZ GREITA - iE8E) Oz H % 8
T LB TIRAR RIS ED . BEEIL, &
# o EIPI R B CRED b ik b S O\ E
TERZSEI2 L, BEORBEN 3% ORIEH % 95%
DOWEHETHRIHTE 805 L LT 100 Bl & 7€ L7z,
2. AEFEBLURAEIEE

R I B RIS TEML, AHFG-HE
RPIEFELEGE Yy —ICFAXT52 L
Co AHATHAMIE 2015 4F 4 205 2017 45 HE T L
L7z BASHIMIE, AFIGHEH > 5% 54# TH
FTLL, HEVPEIICRAGER, %555 8

H 5HBHEZ1IHHE LTS6HH) $TEL
720

7= & WE TP E OF AT 2 TtV AR
Hix, B [, Fim & KE AR/

kDT, FENFORE REL, FEL),
FREE, AN ROBED TN L 5 " RIEFROY &

DFMIEE], KH| oG8k, PEAEE, A (K
RIRAS, A F ), Ak - #TRCE, A
VERHM (BRRRDR, MAEMFNIE), AEFR
(FEFHLL, PHRMEESICEL T L2H8EHRD
A, ZEHH, WLE, mEEME R AR EORE
BIfR) & L7 2od, EELAEEFRRICHL T,
BREHMIA T %2 28 HE TR HEIIM & L7z

B, KGN TEHESOEREEHROMA K O
AEOERORELEIZHT 2E4] CPR 16412
20 HEA S5 @E 44 171 %) %8 L CHEML 72,
3. RthAE
(1) =&k

VRN A REMIL, BEINTERD ) 5,
AR, AR - A, SEhER, K51
WL, FRIEERRERR L CRECHE, FHRE
L) OFEMHIZ1 D THEYT BRG] % R L 724
& L7

AERZORREMGRE L O EEMSEL, EHEHLE
HWTEFT L 720 AEFRROWGEIRGE L L U3
ARFEA O 5 ¥ ICH B B R 36 G5 4 H KGR
(MedDRA/J) version 2002325 WTITo7z2, &K
& ORRERERIETE ZVWERTAIEHE LT
Ry, FRERHRGEE L OEARGEZ LICRIER
DIFEBUEGIEL L Z DHIE [(%) @ BIVERZEBUE B/
TEEGIE] & ERF L 72 BITERZSHEEIZ DWW T
(&, F—REFN [ —EARGER R E R 58 L 725
A2 [1#] & LTk, coastz &5 L
Too F/2, AFIOESEG) A7 EHFTEICHB VT,
BELRFEEINL) A 70—28 LTERES NI
MR E IR E D FEBURDL 2 5T L 720 HACHIRERE & (2
T HHSRIE, MedDRA EH#FERA OFRE (B
B0, FEREGMENAE/ M OB & ORI B LT
RIPE= 2 — 13 F— (Fdd), FEARFEOEB)JH,

R B G, /N B SR FR, R SRR,

HEMLER RS L Ok REE L Lz &b, A
FHRRICH LTI, BIEIHKR TR HITEE
FHAM & L7z,
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(2) Btk

ARHEE, ERRZDE & AR ROV CRE
i L 720 BRAEMSR9Rh A B 2 & V2 FHI S 7z i
AW AR & R RBEY OHE» HFH L7z, &
SIVERRAT R RER & LT, ERIRRD ST A S H &
A W27 B R SRR o SR [ % B L 72

PR RH BT R RAEENL, 2 VRN R A
SERRAD RS R L E 2 RE RIVREO VW TR
MUICREU T DIEBI & BRI L2 E & L7z BRIRZD R
(&, ARAH L E R ABIG A T REZ BT 5 A HK D
BRI  % AR G- Bfam: & el L, (A%, [
Bl BLO THEREE] O 3 X5 TRAIIZEEM L
Too BRIEIE, TAR]) LS 2R (HRhBl)
DEGE L, THEARR] OREFNTSRED 5BV T
B L7z, SEBICBUTLHEREIDTOLEY
& L7z BESMEREYUIE S & OGR4 12 B L C
(&, RPAMGE R AR F P G- B AG IR RO & A7 kg
FEVAE ) BRRAEIR DS L, BFAfH s ke LR L 2 oD
MREFEIZL DEBEPLELR L LTSNy Ee %
(B3], [H%h] OELG- S hVia % [HER)]
BRIR D R ORISR #E 2 56 % [HEARE] & L7z,
T A= NFRANCBE LU, RREAH S R LA 5 B
BERFIZ RSO & N7 R GHE 2B O BRIRIEIR 273 L,
ST 5E R LABE IS BT 7 A — 23F (paromomycin 74
E) DA OMOPIREEIZ X B ERS T2 L &I
ShE % [AR], [HR] OREEL: S %0
Yt a [E%h ], BRI R OGS EE 2 556 % [
EARE] & L7z,

A I ARG RS SN, LAV 6 B
D O EW AR RIE R U 721380 KA
REDOWT NI YT HIER 2 BRI L 724/ & L
7o WUAEMFRIRN R, AL ERGASES] T & 12
BISHI IR TR BT 2 BHI OBEW AR R % AR
APG-BMGET & i L, ), THEEmK), T—
Wk, THefe) B LU THEARRR] 0 5 X5 TEF
filiL 720 HRERIL, [THZR] 7203 THEEHE] &
R S WEBI oA L L, [HEARE] OfERIX
GRPLBRCTHEB L, HIELEIDTOLEEBY
& L7z HENERI S 2R h & RHI 0P 51412
RIS SN o A% THE] &
PN & o THERRIEIR DS E £ 721 3THR L, BRI
IR DRI E L 72 EE S N o 728
E% [HEEMNA, BYIHRIE Nk & AH
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DG BITEBOFERMAEY O 5 b —EHH il s h
WG [—HEE] BRIEROWED RSN,
EGER LD O B O R KA AL S 7z 6 %
[fife ], DA AR AR (X 20 S L7228, TR IR e
W mEEE 72T E Lo 72 h, &5,
T 2 OFHN X0 AW Ak St S s 0o
T EoE% NHEAR] & Lce —7, ERH
AW O RL, AL ER G- BAEET M S
NI E R AN) & &\ ZH G- DO BUE IR A Ok
RAZHEO EHIM L, W], Tl B LU THE
ARe] @ 3K TEH L 720 W, [WHE] &
i S N R EBAoEE L L, THEATRE] @
JRRBAENE R S B TR L 7z, e Rde i
DTolsh e Lz, 5GBTS 7z R H
WA DTG RIS SN o a8 (HE
[ =] FREMAERICRRROYE) & [HE], &5
FRARIE |2 & 72 IR R A 58 5 b #efR 2 &
B S NG % [, e BHIZ &) &5
BOMAEW FRIRAED F - 72 CERSI N H o 728
Hx [HEARRE] & Lize 2B, FRRMAYA Enta-
moeba histolytica D&%, & G-BHBEICBIT S
T A= NE R OMAERE R G 1ET, GRS
moldgpte [THER) KSRLGHOREE [1F
fel & L7z

BRI E BEEROBMESEZFHIT 272012, &

A (15 Lk 65 ek, 65 Ml tb), s (Hk
ST B <HHE > RBENG 4L, T R — VIR,
BRI TR BAE + R 2%), ATTERSE (BGYIE
BRI (REUEICH T 5
1 HigR#5-m% (10|, 2H, 3
<> 4[H]), HWEOAFE] P ESE M E
TOBRMEOENED ) A7 B L) A7 EE
Bl L7z BIRRIROAFERE, VAZHBLION) A
JEZOWTIE, FRENO 95% EHEXH (CI) %
BH L7

I &R

1. BRMTSRIAES

R DK ARG SN2 HEE D ) B 10 MRk
BWT 107 flAsEsE s, 107 Bl o A2 % [
WL 720 FEATT RERIMC YT 2L 2 Ao 7272
. 107 Blafl % 24, BRAR B L 0L+
AR B 3 2 TR RERT & L7z,
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2. BELR

KEDOBEE 7% Table 1 I27R T,

fiE ARt AR 107 Bl oD 5 B, PRI TIE T4 (64.5%)
DEEDE L, FHHITIE, 15K (N
OERFIEZ <, 65 LLL (62.6%) DEIEDE
720 W OMNFUZ, BESVER EYYE 74 61 (692%>,
RGN 2% 23 11 (21.5%), 7 A — 73\ 7 51 (6.5%)
B &L OBRERMERBEGE + Gkl 95 3 B (28%) T
B ol WEMERBEAED D b, MEHENIRE -5 17
Bl (159%) &b %<, KW THli%ss 14 61 (131%),
BERE S5 780 (65%) Tdh - 7o NHERERE L AT
% FEBIIE 22 191 (206%), EAEREE & % A 2 AE B
X 18 %1 (16.8%) TH -7z,

TR OESERE % Table 2 127" 3

BRI ESE T, RS 2 B < i o
FW BT S EEOIEFTFRD 5z, £ <
THEETH o 720 AR RB L OTT X — /iR
T, ZEIHEEOIESTH o 72,

JEGEIZXT 3 2 HH L LC, AAIF 502 HH] 28
S NJEBIOEI A 1L 449% TH - 72 (Table 1),
FGHEED ) B, kb E EH SN0 hitAWE
BHITH 5 meropenem (MEPM) (112%) TH 1,
T sulbactam/ampicillin (10.3%),
piperacillin (TAZ/PIPC) (75%) Tdh-7z. F72,
JRYHEV RS9 B EHE L LT, ARF L PR L CHEFIA
R S NTHEBI O EA1E 84.1% Td - 72 (Table 1)o
PEHED S B, &b % BRI NIzO T IiAw B
#|TdhSH MEPM (131%) TdH V), kT TAZ/PIPC
(12.1%), ceftriaxone (CTRX) (11.2%) Td -7,
3. AHDEIRR

KRN OFG-KIL % Table 312787,

PG ML, 4 HULE7 HPANAS430% &b %
<, HGMMopREIZ 70 H (B 1~28H) T
Holzo 1 HERFEGEHUE, 3E2°813% L&k b
%<, 4b 65% THLNTZ,

4. B

RENOFe G- 73 1k EN7HEBIOE A1 14.0% (15/
1WW)T&0KO¢EEE(Eﬁ%U)®Wﬁ
HERG S, w%1+‘bi0%h%2ﬁ
%@@7%?%010
5. &e

BIEH D5 BRI % Table 4 12773,

BIVERNZ 76012 10 fRaRo S, BIEHZEBLE &

) ~

tazobactam/

13 654% TH o7z FEHLEWERIE, El, FE
F(F2hl), ERARNKE B SLG, it

7xm7¥y&7;/b7/z7lﬁ~ﬁﬁmﬁi
B75=073/7 b7 A7 25 —E80N1(% 14))
Th o7,

HELEIERE LTRSS 1A 1 HEo s
720 MEEZFEH L 720X B EOBRVET, BEED
BESEREGE () BETH Y, BRI Z
<, HFH¥n EFPRRERE S, BB R,
WagEfle & OB = & 0F L Tz, AH) (118 500
mg) &, 1H1ETLHM, 1H2M8TI1HMES
EN7ze AFFEGHMG 2 H BICARERD RO S,
PGl SN 7ze EIRIEREIETSH O, HYE
&, AEROBEBIHTLARFDANOERE LTH
BRE % i L 72

BIEH ORI BO SN THDH B, KEHES
BfG 3 HLLNCTRBLL 225E61E, 661 (5.61%), 4
HELE 10 HEINB L 010 BB T4 161 (0.93%)
Thotz (EEHY). 3HLUNTEILL 2281

2 [g_ﬁ;i

&, B, FEE (B260), EAEAAIRE, BHE
B L UM (% 161), 4 HECE10 HEAL “ﬁb

CEIERE, TANSFUBRT I NI VAT o
G—BHIBLOT =V T I/ FNT VAT LT —
I (%160, 10 H A2 B2 CTHHE L ZBEEMIZ
G (1) Thotze B, 4 HLLE10 HUA
THROLBNTTANTIF VBT I/ VIV A7 =
F—PHEMBIO TS0 T73I ) N T AT T—
CHIAR —REPICREL TBY U Fl A
e G-BAE 3 H BICE.LB X CHER 2D S 7,
lﬁrﬁ&%Eﬁ%fwﬂﬁﬁm‘ﬁﬂAi 2
] < 20.00% (2/10 B1), 38T 5.75% (5/87 Bl) T
HY, 1H (0/36) B X04mE (0/76) TixaEl
VER OFEBIIFED SN o 72 [HEH EOESE 1H
LPHITE 2 EIER CRAOREIER) &, 26012
2RO BN, EIEHAEBE ST 187% TH - 72,
FEBLUZZEIER X, 0B X OESE (% 16)
Tholze B, FEELFEEIEMTHY, &
BOLOEERAE LT,
EELFESINIY A7 T D PR E
By ZHERFUTLFIC 1RO 5N, FEHER
BIEI413 093% Th o 720 LK 67 DLk

T, WEEOBRRERREETH Y, BAEEE LT,

CHEEFHIM, CHEEL L OIREREEND D
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[FEBR#%FARIRE] Metronidazole DIEFEAUETHZ

Table 1. Patient characteristics

metronidazole
Item (N=107)
n (%) or as indicated
Sex Male 69 (64.5)
Female 38 (35.5)
Age (years) Mean = SD 66.2+17.0
Median (Min.-Max.) 70.0 (16-94)
<15 0 (0.0)
15-64 40 (37.4)
>65 67 (62.6)
10-19 1 (0.9)
20-39 8 (7.5)
40-64 31 (29.0)
65-69 13 (12.1)
70-74 11 (103)
>75 43 (40.2)
Hospitalization status Inpatient 107 (100.0)
Outpatient 0 (0.0)
Body weight (kg) N 98
Mean = SD 53.3+12.8
Median (Min.-Max.) 52.5 (25.5-100.6)
BMI (kg/m?) N 9%
Mean = SD 20.6 +4.4
Median (Min.-Max.) 20.2 (11.8-37.7)
General diagnosis Anaerobic infection 74 (69.2)
Infectious enterocolitis * 23 (21.5)
Amebic dysentery 7 (6.5)
Anaerobic infection + Infectious enterocolitis * 3 (2.8)
Detailed diagnosis of Pneumonia 14 (13.1)
anaerobic infection Lung abscess 5 (4.7)
Pyothorax 4 (3.7)
Peritonitis 7 (6.5)
Intra-abdominal abscess 17 (15.9)
Liver abscess 1 (0.9)
Cholecystitis 0 (0.0)
Purulent meningitis 0 (0.0)
Pelvic inflammatory disease 0 (0.0)
Deep skin infection 1 (0.9)
Secondary infection™ * 4 (3.7)
Brain abscess 0 (0.0)
Osteomyelitis 0 (0.0)
Sepsis 6 (5.6)
Others 10 (9.3)
Peritonitis + Intra-abdominal abscess 1 (0.9)
Intra-abdominal abscess + Others 1 (0.9)
Secondary infection® * + Others 1 (09)
Sepsis + Others 1 (0.9)
Peritonitis + Intra-abdominal abscess + Sepsis 1 (09)
Detailed diagnosis of Amebic colitis 5 (4.7)
amebic dysentery Amebic liver abscess 0 (0.0)
Amebic colitis + Amebic liver abscess 2 (1.9
Detailed diagnosis Peritonitis + Infectious enteritis * 1 (09
of anaerobic infection Osteomyelitis + Infectious enteritis™* 1 (0.9)
with infectious enterocolitis * Sepsis + Infectious enteritis * 1 (09)
(Continued)
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Table 1. (Continued)

metronidazole
Item (N=107)
n (%) or as indicated

Hepatic dysfunction No 85 (79.4)
Yes 22 (20.6)
Renal dysfunction No 89 (83.2)
Yes 18 (16.8)
Medical history other than No 69 (64.5)
hepatic dysfunction or renal dysfunction Yes 38 (35.5)
Complication other than No 27 (25.2)
hepatic dysfunction or renal dysfunction Yes 80 (74.8)
Prior use of drugs to treat infection No 59 (55.1)
Yes 48 (44.9)
Concomitant use of drugs to treat infection No 17 (15.9)
Yes 90 (84.1)

BMI, body mass index

* Infectious enterocolitis, including pseudomembranous colitis.

** Secondary infection, including that complicating traumatic injury, thermal burn, and surgical wounds.

Table 2. Distribution of the severity of diseases within each diagnostic category (N = 107)

Severity
General diagnostic name Detailed diagnosis Mild Moderate Severe Unknown

n (%) n (%) n (%) n (%)

Anaerobic infection Pneumonia 2 (1.9) 8 (7.5) 4 (3.7) 0 (0.0)
Lung abscess 0 (0.0) 4 (3.7) 1 (0.9) 0 (0.0)

Pyothorax 0 (0.0) 3 (2.8) 1 (0.9) 0 (0.0)

Peritonitis 1 (0.9) 6 (5.6) 3 (2.8) 0 (0.0)

Intra-abdominal abscess 1 (0.9) 15 (14.0) 4 (3.7) 0 (0.0)

Liver abscess 0 (0.0) 1 (0.9) 0 (0.0) 0 (0.0)

Deep skin infection 0 (0.0) 0 (0.0) 1 (0.9) 0 (0.0)

Secondary infection™ 0 (0.0) 3 (2.8) 2 (1.9) 0 (0.0)

Osteomyelitis 0 (0.0) 0 (0.0) 1 (0.9) 0 (0.0)

Sepsis 1 (0.9) 7 (6.5) 1 (0.9) 0 (0.0)

Others 2 (1.9) 7 (6.5) 3 (2.8) 1 (0.9)

Infectious enterocolitis * * — 3 (2.8) 20 (18.7) 2 (1.9) 1 (0.9)
Amebic dysentery Amebic colitis 1 (0.9) 5 (4.7) 1 (0.9) 0 (0.0)
Amebic liver abscess 0 (0.0) 2 (1.9) 0 (0.0) 0 (0.0)

Cases with more than one general diagnosis or detailed diagnosis were included.

* Secondary infection, including that complicating traumatic injury, thermal burn, and surgical wounds.

** Infectious enterocolitis, including pseudomembranous colitis.

BPHIEIL % 2o 7o RFIFEG-BAG 3 H B 12 Japan
Coma Scale 300 DEBREFINENZROLN, £D
5 HRI Gk s iz RERIIFERERETH D,
FEHHAPS 11 HHIZHE - B L7z AF DR
FRRIZH ) LRI S NDS, YRGEFIZ DT
HIMOBAEREDH 1), WICEREIREYNH 5 &£ 2
LB s, HYEMIL FEREEILLAE
RPN DOERO—> & LT, TADADWREMEE
H L7

b, BEWISEETGAEEZONLEER
AT E LT, 1 HRRKRGREY, #HE #Ek,
JFFERERE S, i - BRI T A AR E R &Rk
E L7275, BEERKRFHOREIEHFEBIRIIZOW
T, MM RER 107 Bl ) BEIVEH & 5
BLZHEGIBUI THI EVRTH o722 L OGS L
B2,

BARMEFEEFRMEE Vol 68 No. 6

637



638

[FHEREARME] Metronidazole DEARETAE

Table 3. Summary of administration schedule of the study drug (N =107)

n (%)
Duration of treatment (days) Mean + SD 7.9*t4.7
(excluding periods of treatment suspension) Median (Min.-Max.) 7.0 (1-28)
1 day 3 (2.8)
2 days 4 (37)
3 days 7 (6.5)
4 days 8 (7.5)
5 days 17 (15.9)
6 days 10 (9.3)
7 days 11 (10.3)
8 days 12 (11.2)
9 days 3 (2.8)
10 days 6 (5.6)
11 days 9 (84)
12 days 1 (09)
13 days 3 (2.8)
14 days 3 (2.8)
15 days 2 (1.9
16 days 2 (1.9
17 days 1 (09)
18 days 1 (0.9)
19 days 0 (0.0)
20 days 2 (1.9)
21 days 1 (0.9)
>22 days 1 (0.9)
<3days 14 (13.1)
4-7 days 46 (43.0)
8-14 days 37 (34.6)
15-21 days 9 (84)
>22 days 1 (09)
Amount of drug in a single dose (mg) Mean * SD 500.0 0.0
Median (Min-Max.)  500.0 (500-500)
<500 mg 0 (0.0)
500 mg 107 (100.0)
>500 mg 0 (0.0)
Maximum number of daily doses Once 3 (2.8)
Twice 10 (9.3)
Three times 87 (81.3)
Four times 7 (6.5)

6. Btk
(1) ERFRZHR

RRIRZD A, AR 91 B, MEx) 4451, HEAEE 12
BITH Y, AR 95.8%(91/95 B, 95% CI : 89.6~
988) TdH -7

W OERIRF % Table 5 1278

ZW AN OB R, BB E Y T 93.8%,
AN 98, 7 A — NIRRT B & OB T A +
GRS 2 TV 1000% TdH o 720 BELNER
JEAHE CORERZ I A OARHE (A%hB L OEL)
DB LU T O %) &, il 4T 100.0%
(12/12 %1, 95% CI : 735~100.0), il < 100.0%

BAREFEEFRMES Vol 68 No. 6

(5/5 %1, 95% CI : 47.8~100.0), Mk < 100.0% (4/
41, 95% CI:39.8~100.0), MEMEZT 100.0% (6/
6 %1, 95% CI:541~1000), MIEPIEE T 93.3%
(14/15 %1, 95% CI:681~998), #M% - #ib &
OFAMAIEE D ZRkIEGT 75.0% (3/4 1, 95% CI :
19.4~99.4) , Hiifiie € 83.3% (5/6 51, 95% CI : 359~
99.6) B £ N DAl T 85.7% (6/7 B, 95% CI : 42.1~
996) TH -7

1 Hig R 5- MR oA %h=1%, 11T 100.0% (1/
160, 95% CI:25~1000), 2 [T 889% (8/9 fl,
95% CI : 51.8~99.7), 38T 96.2% (76/79 51, 95%
CI:893~992) 3 LU 4 AT 100.0% (6/6 %1, 95%



(HEREAARE] Metronidazole DEAREAE

CI:541~1000) TH-o7s

“ W4 T O R R AW OERIRE) R % Table 6
VRS o R R R O BRIR AR CTH RN & 5l S
72 DL, SR G E T Peptostreptococcus
spp.(1 B1), Bacteroides fragilis (1 %), Bacteroides
thetaiotaomicron (3 #), Bacteroides
Prevotella melaninogenica (1 %1), Prevotella spp.
(1 %), Fusobacterium spp.(3%1), C. difficile (1
%) B X O Clostridium spp.(1 ), JEGMERG7%T
i3 C. difficile (14%]), 7 A=/ FHCId E. histo-
Iytica (7#1), BESERIEAE + EAER % Tld C
difficile (2#1) Td o 720 JEHBAEW R O F R
(BB L R OBEN 1 DTSR H<) 1,
BEAME B Y E T Ud B, thetaiotaomicron B & O
Fusobacterium spp., &4«4H525Tld C. difficile,

Table 4. Incidence of adverse drug reactions (ADRs)

metronidazole
ADR profile (N=107),
n (%) or as indicated
Number of patients with ADRs (%) 7 (6.54)
Number of occurrences of ADRs 10
ADRs
© Nervoussystem disorders 2 (187)
""" Altered state of consciousness 1 (093)
Headache 1 (0.93)
Gastrointestinal disorders 4 (3.74)
Nausea 2 (1.87)
Tongue discoloration 1 (0.93)
Vomiting 1 (0.93)
Hepatobiliary disorders 2 (1.87)
Liver disorder 2 (1.87)
Laboratory test abnormality 1 (0.93)
Aspartate aminotransferase increased 1 (0.93)
Alanine aminotransferase increased 1 (0.93)

Summarized using MedDRA/J20.0.

spp. (1 f51),

T A—/NFRRICIE E. histolytica, BEA B K GRE
+ R 2Tl C difficile 1I2BWT, WLy
100.0% Td - 7=,

(2) MEMFRIINR

1) fERIT EICFHMBE NIMEMFERR

WAED AR R, TS 13 61, HEE T 5% 22 1,
HEARE 7261TH Y, {HIF1E100.0% (35/35 i,
95% CI : 90.0~100.0) Td > 7z,

FZWr BT DRAE F RN R O LB L UHEEH
KOWRRIL, BREUERERGE Tl 6 B3 X O° 14 61,
JEHMERGJETIE A BB L O3B, 7 X = NFRFITCUIE
2008 L4 B, BESUER IR GE + R % T
% 1BITH o7z (Table 7)o BRENEREGHE TOR:
MW 4B OWERIL, Bl THERTHIS 161, BhilRis
TR 16, IR 160, M9 THEE ML 2
B, MR TUH R 1 Bl & O EETH I 5 6, i
I CHEsE i e 1 B, MG - Bl X O FIEIE D
TRIEHCIE S 1 BB X OHEE LR 2 B, HRIE T
HE BB L OHEEN R LB, ZofhTaiklpls
KOS 10, BRI + e AIRSS + BfiiE ©
HemHE 1 BITH - 72,

1 HE RG-SR O A e xh R ¢, HEB
L OMEEH RO F 723wz ildlzoik, 2
| (e 160, HEEdeopl), 3 (H 86, It
SEVH 2L H) B X4l (Hk46), HEEw k]
#Bl) THotze
2) REWMEMRIDEERE

JEHBA RO ET, HERZROIOL, K
PR &G E TR E S L7z B, fragilis (1#), B.
thetaiotaomicron (1#k), Bacteroides
P. melaninogenica (1 %), Fusobacterium spp.(2
), C. difficile (1#%) B L Clostridium spp.(1
B, B TIHE SNz Co difficile (6 4F),

Table 5. Clinical response to metronidazole according to the diagnosis

Clinical

Clinical response, n (%) 95% CI
response
Diagnosis name (n) Effective Ineffective ~ Indeterminate rate™ (%)
Anaerobic infection (74) 60 (81.1) 10 (13.5) 93.8 84.8-98.3
Infectious enterocolitis * * (23) 21(91.3) 2(8.7) 100.0 83.9-100.0
Amebic dysentery (7) 7 (100.0) 0(0.0) 0(0.0) 100.0 59.0-100.0
Anaerobic infection with 3(100.0) 0(0.0) 0(0.0) 100.0 29.2-100.0

infectious enterocolitis * * (3)

*Clinical response rate (%) = (Number effective) / (Numbers effective and ineffective) X 100.

**Infectious enterocolitis, including pseudomembranous colitis.
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Table 6.

Clinical response to metronidazole according to the causative microorganisms within each diagnostic category

Clinical response Clinical
Diagnosis name and causative microorganism (n) Indetermi- response rate™® 95% CI
Effective  Ineffective
nate (%)
Anaerobic infection
Peptostreptococcus anaerobius (1) 0 0 1 — —
Peptostreptococcus spp. (1) 1 0 0 — —
Bacteroides fragilis (1) 1 0 0 — —
Bacteroides thetaiotaomicron (3) 3 0 0 100.0 29.2-100.0
Bacteroides spp. (1) 1 0 0 — —
Prevotella melaninogenica (2) 1 0 1 — —
Prevotella spp. (1) 1 0 0 — —
Fusobacterium spp. (3) 3 0 0 100.0 29.2-100.0
Clostridioides (Clostridium) difficile (1) 1 0 0 — —
Clostridium spp. (1) 1 0 0 — —
Others (22) 14 0 8 100.0 76.8-100.0
Infectious enterocolitis * *
Clostridioides (Clostridium) difficile (16) 14 100.0 76.8-100.0
Others (1) 1 0 0 — —
Amebic dysentery
Entamoeba histolytica (7) 7 0 0 100.0 59.0-100.0
énaerobic infection with infectious enterocolitis*
Clostridioides (Clostridium) difficile (2) 2 0 0 100.0 15.8-100.0
Others (2) 2 0 100.0 15.8-100.0

*Clinical response rate (%) = (Number effective) / (Numbers effective and ineffective) X 100. The value is not shown for cases

where the total number of effective and ineffective was 1 or less.
* *Infectious enterocolitis, including pseudomembranous colitis.

Table 7.

Microbiological response to metronidazole according to the diagnosis

Microbiological response, n (%)

. . Eradication
Diagnosis name (n) o Presumed Partial . Indetermi- N 95% Cl
Eradication L L Persistence rate™ (%)
eradication eradication nate
Anaerobic infection (74) 6(8.1) 14 (18.9) 0(0.0) 0(0.0) 54 (73.0) 100.0 83.2-100.0
Infectious enterocolitis * * (23) 4(17.4) 3(13.0) 0(0.0) 0(0.0) 16 (69.6) 100.0 59.0-100.0
Amebic dysentery (7) 2(28.6) 4(57.1) 0(0.0) 0(0.0) 1(14.3) 100.0 54.1-100.0
Anaerobic infection with 1(33.3) 1(33.3) 0(0.0) 0(0.0) 1(33.3) 100.0 15.8-100.0

infectious enterocolitis * * (3)

*Eradication rate (%) = (Number eradication and presumed eradication) / (Number of all patients excluding indeterminate) X 100.

* *Infectious enterocolitis, including pseudomembranous colitis.

T A — N TR &7z E. histolytica (7 k),
B SR TR R GE + gl TR S 7z Co diff-
cile (1¥) T -7z (Table 8)o K AW H D
HEE (HEB L OFEROBIHD 1 LT 0BG % bk
N, BREUETR B G4E C R %2 & L7z Fusobacterium
spp. T 100.0%, E4etn 2 TRlE &z C. difficile
T 85.7%, 7 A— NI CTHE S N7z E. histolytica
T 1000% TH - 72,

1 Hfe K5 405 < R R A O 2k %GR 72
DX, 2 [MTO E. histolytica (1 ¥&), 3 BITD B. fra-
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gilis (1#%), B. thetaiotaomicron (1#%), Bacteroi-
des spp.(1 #%), Fusobacterium spp.(1 #k), Clostrid-
ium spp.(1 #), E. histolytica (5#%%) B XU C. dif
ficile (6#4%), 4[8I"C» P. melaninogenica (1 ¥F),
Fusobacterium spp.(1 #), C. difficile (2¥k) B
Y OV E. histolytica (1¥k) TH o7z,
(3) BNEICEEBEEZSEEZASNSEEES
HF
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BWT8IS% U ETHD, VAT 2L EF721F
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Table 8. Microbiological response to metronidazole according to the causative microorganisms within each diagnostic category

Microbiological effect

Diagnosis name Causative microorganism Eradica.  Persis.  Indetor- Eradication 95% CI
(number of strains) ] ] rate™® (%)
tion tence minate
Anaerobic Peptostreptococcus anaerobius (1) 0 0 1 - —
infection Peptostreptococcus spp. (1) 0 0 1 — —
Bacteroides fragilis (1) 1 0 0 — —
Bacteroides thetaiotaomicron (3) 1 0 2 — —
Bacteroides spp. (1) 1 0 0 — —
Prevotella melaninogenica (2) 1 0 1 — —
Prevotella spp. (1) 0 0 1 — —
Fusobacterium spp. (3) 2 0 1 100.0 15.8-100.0
Clostridioides (Clostridium) difficile (1) 1 0 0 — —
Clostridium spp. (1) 1 0 0 — —
Others (18) 11 1 6 91.7 61.5-99.8
Infectious Clostridioides (Clostridium) difficile (16) 6 1 9 85.7 42.1-99.6
enterocolitis* * Others (1) 0 0 1 _ _
Amebic dysentery Entamoeba histolytica (8) 7 0 1 100.0 59.0-100.0
Anaerobic infection Clostridioides (Clostridium) difficile (2) 1 0 1 — —
with infectious enterocolitis ** (1016 3) 3 0 0 100.0 29.2-100.0

* Eradication rate (%) = (Number of eradication) / (Numbers of eradication and persistence) X 100. The value is not shown for cases

where the total number of eradication and persistence was 1 or less.
** Infectious enterocolitis, including pseudomembranous colitis.

05 LT OBELYERT I o720 U AT ENH

ERRREREE O D X OHNEERE (RIYEISH S 5
BFE) OFETH o720 RS D & % JE B D
BRERIL, HHEREREEA 2 WIERI & 0 b,
BREEZLICHET2HD) D) A7 EIE, —789%
(95% CI: —2216~-637) Tdh o7z, BEREREESE
W& HIEBIOARRIE, BREEED 2 VEF LD
b, BRBEELZ LT L2H) DY A7 #
X, —997% (95% CI: —2654~-660) T o7z,
HGHRE (BIYEICN T 265 23D BEFOH
ML, BERE (BIYEICT T 2EHE) 2750
FEFIL ) SR, AR (RAE 269 2 RS
ZLICHT2H) D) X7 #EIE, —952% (95%
Cl: —1840~-065) Tholzo —F, HEERK
FRIDOHE LRI, TXTOEBHERIZ BT 100.0%

Thofzicd, VAZHBIY) A7 ZTEM L%
75)0 f:o
n. ==

PR SUBRY CTRESD S 7oA K] & o KRB R %
BRETELVWAERROFEBIH G123 368% (14/38
Bl) ThH, ExFERRE WEHRGEOBE

BEEIZE E NS NI (237%, 9/38 6) B L UEL
(5.3%, 2/38%1) THotzo F72, EEDOREHENK
e A2 K9 2 WS ER IR BF 92 T U, MNZ FEH# &
gentamicin (GM) % RS L 7ZERIZ B TEE
OONTHRRICHE 2 HEFRIL, EHEEKSE
11.7% (7/60 1) B X OV N1 10.2% (6/59 1) Tdh -
e —7, RRMETRD SNEIEH O RHEE
13 6.54% (7/107 ) TH Y, &b FEHEEIED -
TR ENRGEEBGEETH - 72 [EL 26, &
B L OME & 15, 374% (4/107 1) 1o AR
FTIEIREE R RE L Tz, AR oRIVER
B A7 12OV TIEREICHIET 5 & L 1d Rk s &
AENDLHOD, BEHRE FMKICE BREESFIZFE
LCTw/iz,

RENOERZENEH & L THARMRERED?H 57,
ENSCR, BRICEENEED S 5 BHICBIT 5
EELPRAREREIEHER I TBY, BTl
RBEIEDFE DR S RO LN TV B0, BN, &
BICSEIRED D 5 BH (LIRMERE B X O
BHOEEEHC) IS LT [H#E] LahTwy

HYo Tz, BME, B, R, MEEEE, 4
Bl KIHE, AR 2 SO EE D S 5 b
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b2 ENH LI, BEDRRD O NIGE TS
Zb L, #ERRELZIT) L) EERmE I T
bo PR EDFTH A ho =5 — Vs
BRAE (L, — M2 Pe 5 & e 5 m A ) A 7
Wb EENTED, MESIE, A b=y V—)
FFEVERGE O EINIRE 34 B DWW CTRRAT L, JEIR
ML E T MNZ & OF o5 8 M2 F# 613 H
(Wrgefif 51 H, #PH2~210H), &% 5813959¢g
(FYufii 670 g, #iPH 3.0~3675g) Tho7/7zZ &%
HELTWwaY, —7, RRATIE, HACHREREE
CEMT HEIER (BAARIRE) &, 160211
oo, KK 1500 mg % 1 H 3ETHRSHG
SHHEIWCHEH L T, URUERN, BEfAEE LT
CHBET ML &A% 0, AHIFG-MG 3 HHEIZ Ja-
pan Coma Scale 300 D EFERIRED RO LI, £
D5 ARG SIS, BEERIE, A
6 11 HBIZHEE - BHE L7z KA TAHAL N
PRI RE X M5 1 Bl A (BEBEIA 093%) T
o7z, WATSCEIHE U AR O IEF AT £
b

[ EowE] 26 FUTE 2 WElER CGRA
DEWER) & 2612 2 R bz, BEERIFREE
5B LHERNR, AR G-RA 2 H HIZARFERD
RBOONT720, BHPIEE NIz, KEI OGRS
ETOEELRERNEZOHIZBWTH [IFHhERE
ENHOOLNDIENDHLHOT, EHIIIFHERER
BrETLeE, BEOREY FHICHET L2
Eol LIEBEMELTWLY, —T, TLEEEEH
L7SHERNE, AF G 10 H 2B 2 TRELR D
RO BTz, HEHNT MNZ % i 7 P SR i 12
T OB S NIERITI, DUk
Y BN YT TERIED HVITEREN 2 L2 L 5T
ISR SNATREED 2 LiIRE STV,

Pk, RAFIZBWTROLNZENERIL, oh
FTOMELRABETH-72Z Eh s, KFlOReN
WCRERMEE VW EE 2 T2,

ARF) O FGERIN TN S 7z EIN R R ERY T, B
SMERIEGHED 9 BB X OEEARS 2% 5 O
WHBENRIEERBEDOBEDOR T HMAANT /20,

AR SRS T W72, AFATIE,

BLERTEHROMHERTICB T 5 & § & F 24
BT ORESIERNEAGE DB F MR T, Bl %
BLOT A =/NRHOBEDOHDIEZRY 2 HH T
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WL 720
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WF7E T MNZ {EHI & GM O P S-TOH &
X, 944% (68/72 %) TH-o7="s —J7, AAIZ
BT % JEPENEGAE (2 B E 5 2 REMZ I 44 5 O B XD
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T933% (14/1561) TH Y, HEFIE, ML G
EHR 2 B)) b X OTERENIRS: (H2 1 BB X O
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D, KA TEE S 72 B RBEE B O BEIR R R 1L,
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spp., C. difficile B LW

Porphyromonas /&, Fusobacterium

genica, Fusobacterium
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Safety and effectiveness of metronidazole injection:
A drug use-results survey

Masashi Katsuura’, Noriko Sugiyama’, Momoko Kaneko,
Takumi Koyama” and Naomi Sugimoto”

Y Post Marketing Study Strategy and Management, Pfizer R&D Japan GK. 3-22-7 Yoyogi, Shibuya-ku, Tokyo, Ja-
pan

¥ Biometrics and Data Management, Pfizer R&D Japan G.K.

Metronidazole (MNZ) injection (ANAEMETRO® Intravenous infusion 500 mg) was approved for the
treatment of anaerobic infections, infectious enterocolitis, including pseudomembranous colitis, and amebic
dysentery in July 2014. We conducted a drug use-results survey to evaluate the safety and effectiveness of
MNZ injection used in routine medical practice in Japan. In an analysis of 107 patients, the percentages of
male patients and patients =65 years of age were comparatively high, at 64.5% and 62.6%, respectively.
The diagnoses included anaerobic infection in 74 patients, infectious enterocolitis in 23 patients, amebic
dysentery in 7 patients, and anaerobic infection with infectious enterocolitis in 3 patients. Seven patients
developed 10 adverse drug reactions (ADRSs), representing an incidence rate of 6.54%. The common ADRs
were nausea and liver disorder, occurring at an incidence rate of 1.87% each. One patient developed a seri-
ous liver disorder, which was a serious ADR. Two patients developed 2 unpredictable ADRs, namely,
tongue discoloration and serious liver disorder. One patient developed an ADR involving the central nerv-
ous system. Overall, the clinical response to MNZ injection was classified as effective in 91 patients, inef-
fective in 4 patients, and indeterminate in 12 patients; the overall clinical response rate was 95.8%. When
evaluated by the diagnosis, the clinical response rate was 93.8% in patients with anaerobic infection and
100.0% in those with infectious enterocolitis, amebic dysentery, and anaerobic infection with infectious en-
terocolitis. The microbiological response was rated as eradicated in 13 patients, presumed eradicated in 22
patients, and indeterminate in 72 patients; the rate of eradication was 100.0%. When evaluated by the
causative microorganism, the clinical response rates were 100.0% for Bacteroides thetaiotaomicron and
Fusobacterium spp. in patients with anaerobic infection, for Clostridioides (Clostridium) difficile in pa-
tients with infectious enterocolitis, for Entamoeba histolytica in patients with amebic dysentery, and for
C. difficile in patients with anaerobic infection with infectious enterocolitis. The eradication rate was
100.0% for Fusobacterium spp. in patients with anaerobic infection. The eradication rate of C. difficile in
patients with infectious enterocolitis was 85.7%. The eradication rate of E. histolytica in patients with
amebic dysentery was 100%. In conclusion, MNZ injection is effective for the treatment of infections
caused by anaerobic bacteria, infectious enterocolitis, and amebic dysentery. No specific concerns with re-
spect to drug safety were identified.
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