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HRRPFEDREICHS TS Up to date
—bHEICEIFBRERICHT B ceftriaxone
1 g H[E®E, azithromycin 2 g BEIZ5D
BEHRLEMRAAM RSV EDEB—

ZH HY-EN RET-FE T
VI B RS M R B 2 —
VIR AFHIRALE - DB RERRE £ 2 —
) MR AFEF IR
Y MEAFAF RS
) AR M R
BN Uy

2HE 201978233 XEH:20194F8H30H

MRREEIC BV TEERIM S RLGEETH 5. FICRERFEREICSW IR TH 5, 7
T CREXFEREICHT 2MEEE LT ceftriaxone (CTRX) & azithromycin (AZM) DAIEDIFITD

WIS L, ETSIChAEDBEAA RS54 Y ERKDAA RS54 & BB LT,

DHEICEWNT CIRXERZHEIZIFEAEDBEENT, FERRMRZ FRIT S Therapeutic Time
ICBWTH CTRX 1 g BERSIZHEMHREXDBRICENEEZ S5ND, RBKICBVWTCEETREE
IEBEMTHAHTEHNBEITNTLS, LHLAEHS CIRX IHEEDIRSIEEWLH MIC 0.5 mg/L DFklE

BHEThTWS,

AZMIZBEL TIE AZM TRRIERROMBIN L DDd Y, KRIRICEMRDETNETL TV S, TR
E AZM BEMMHEREREIN TS Y, AZM REEBDOEEIRSILHE M REXOIHRARER S LT
IFHERINEWEEZSNS, IEREEREADS BT S IT7ICEL TE AZM RO RIFE <
RBIRIE%E LAY, Mycoplasma  genitalium |Z8 L TIZEMEDETHMEREIN TV S, DHEITHWNT
X7OZA FHEICHOD1DS 23S RRNA BIEFOERZE T 24D 70% ThHolcLDBELHY, B

—BIREDUE D IFBEEDTES.

DHREERCKDAA RS54 V& 5 EIEREMERERICE L TXZIFERIFEL, L UEE
REXTIE, DHAETIE CTRXSAEDEERS TH S DX LRCKTId CTRXEAZ +AZM @ Dual
Therapy &2 TW 5, EAE0 CTRX (EZEYENREM ICHRMEVEIEERED H S & & & I ERE %2R
I BAREMD BB, Ffc CTRXH+HAZM @ Dual Therapy (& Synergy $1RHVx <, BERTEMNTHZI &
DUETH DD, 9 TIK AZM THERDEIM L DDH ZRETIEEB TH 2, GLADHED LD ICH
FZE0 CTIRX B THNUIEHATIHBIRIGTEWNEEZS5ND, TOWVWDEMKRDSEMREERERICH
WTIEFHHE®D CTRX DAZIFHA TREBAE CHAEWVOEEHKTHTHY, TLARKDAHC K

SAVDEFESMBEBETHIREVA S,

Key words: urethritis, ceftriaxone, azithromycin, antimicrobial resistance, guideline
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Lol

BIERGERIR CROMEL 2> Tnb D
AMR (Antimicrobial Resistance) T& %, 44
FEFEIHIZ BT D AMR IZRANZMEE o T b,
FRICRERENEICBWTHELTH Y, $TICH
MR EE RO DOH L, 2 CTRERFHRIC
X9 HPUHEEE & LT ceftriaxone (CTRX) & azithro-
mycin (AZM) OLESIFIZOVWTHREL, &5
WZODEOWEETA T4 ERRROTA KT A~
& FehaT L 72,

. REXEAREICHSITS AMR

PRIEFTHRE N & B RE IR E 5 & £ LSO
HHIC & 2 IFREMERBERICRF SN Do IEMRREE
JKIES D 9 B Chlamydia trachomatis |2 & 5 FRiE
K7 7 ITVTWIRER, ThUANOL DTS T
IVTHIEREEIRERE SND, FFr T IV T
IR IR E RO KL F 729 R CHMEE ST
W5 DI Tld e WS, Mycoplasma genitalium &
Trichomonas vaginalis \ZRE RO IEHE & L THE
LENTWAD,

PRIEZEE K OAHFE IR LR E 52D 1/3 25K E
MIRE S, 1/3237 7 I TV THIRER, 1/10 28 M.
genitalium HRERTH 5V, DHPETIEHEIE &
HA M) T3 E - AR E K O BHEE AR R,

CNOHRELRFEHRED ) H AMR 3 IZHE &
T2 o TWDDILINE & M. genitalium T 5o Mk
WX CNFE TR ST E -SRI SR 10 L& i
VAR L CT& e 20700 MEKYHE X MRSA
(Methicillin-resistant ~ Staphylococcus —aureus ) ,
ESBL (Extended Spectrum B-lactamase) AT,
MDRA (Multi-drug Resistant Acinetobacter bau-
mannii), MDRP (Multi-drug Resistant Pseudo-
monas aeruginosa) &\»o72ZE SRR &
A4 ® Untreatable Infection (2721} 51T
%o F 722K[E CDC(Centers for Disease Control and
Prevention) {23V C3 AMR @ 1T 4 ki % Clos-
tridioides difficile, CRE (Carbapenem-resistant En-
terobacteriaceae) & PO AL OY)HE L 72 B
T EINTW5h,

¥ 72 M. genitalium b JRiE 2B B HEHIE <,
F 72 E OBAINRBRBEIS DS e V720 H T 1) BLLATE
HEHN TRV AMRALIIHE Z LDOWTWDH D

DHIRTH %0 HAALFIRLE TS ORE R RIE T —
NA T VAZBWTTIVA T X0 VRIS X
<7074 FRITWEIH T B E~» Db 5
BT ERELRLEL 1 2FEFT HHKIET T2 8 HE
BELLRS>TWDLIEDNbRoTVEY,

Il FREXRICHT 2MELFERE

JREFIVEAT AN & o To8— b — ICEHFEG S
®o700, ZHRICHNGEEZRBL 2 TUIR bk
Vo FREBRENMEVC E LT, H5EERS
NCHE2REEN, SHIEREDS 95% Ll L3y
ZLINTWwWa,

Z D720 bHETIIIREMERE RIS L CTRX 1
g BHEHL %5 & spectinomycin (SPCM) 2 g fFiE
B G-I AR L STw by, 7272 L
SPCM X MHFAN D FEAT 33 > 72 3 R B MR B G
HESHERED STV D o IREH IR G 3 R
JRIEFBEDOHK) 3ENFBDO SN D720, WREEIRE
RS A BRI RIHEE kS 2 £ L CTRX °
BN E 2> T\ b,

M. genitalium HIRE RIS L TET NI 42
DIV NE A Ay R AVl 2 s e S s P
HITHEREPR N 20720 T 3D 7 IR
MIRE S, 2% Y M genitalium MRE I LT
X AZM 1 g B, AZM #RECEA 2 g Hal$
5., B &L Usitafloxacin (STFX) 100mg 1 H 2 A
7T HMI G SR I N TW 5,

.  HEMERERICHITS CTRX 1 g BERS
1. DHEICHIT 2 HEDEEIRZ

HSEN BT A 2 R O HEHE S — X
45V AFERIN TRV, FRLNVTIEHAR
b E TS, HARRYE S B X OTH RERR G4
WHRIZ L5 3FRERMEERZEY -1 5 >
A TEBEBS N T2 (Fig. Do

WA — XA T 2 ZABEOWKE IS 5 CTRX O
MIC L > 213=006~0.125 mg/L, MIC90 i£=0.06
mg/L T, E2HIZBWVWTL ¥ VIiE=006~0.125
mg/L, MIC90 £ 0.125 mg/L & MIC90 A5 EH L 7=
b DD, 3T CLSI(Clinical and Laboratory Stan-
dards Institute) ¢ Break Point (2B CIEZMET
H5HMICZ025 mg/L DOETH o720 T /2, IKE
REFDHL & 70 1) Fhi L T 2 IR SRR —
NA T 2 ATIE 2000~2015 4F (2L S 7 bk
PR BERED 9 5 CTRX IZIREZ M TH - 124kiE &
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100%
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MIC (mg/L)
Modified from reference 5, 6
Fig. 1. Antimicrobial susceptibility of Neisseria gonorrhoeae to CTRX deter-
mined by Three Academic Societies Joint Antimicrobial Susceptibility Pro-
gram
30%
MIC EUCAST CLSI
0.25  Resistant Susceptible
20% | M =0.5 Resistant Not susceptible
(%)
10%
0% — -
PSP T T EES ®E DD
BN MNNSEENEN NN RIS M S N PN NN N\

Modified from reference 7 (n = 2,471)

Fig. 2. Antimicrobial susceptibility of N. gonorrhoeae to CTRX in the antimi-

crobial susceptibility surveillance of N. gonorrhoeae conducted by Gifu

University

K bTNTH-o7 (Fig 2)”s 2D 9 5 2010~2015
FOENIMX (BELkE ), BEER, =)
DO TR E S H R ME 1,248 ¥k O MIC L » T 1%
=0.001~05 mg/L, MIC90 i 0.25 mg/L T, MIC
A3 05 ORI 6 B:(05%) (114 44k, 144E1#k, 15
1) Thotr (RAET—%),

WIS K3 2 PR EE OB R 2 W 5 2 TR O —
2|2 Therapeutic Time 2% 5%, WEMRKER T
I3 Therapeutic Time 7% 10 R¢fi] LL & 401E 95% LA
LoBEMEIEGEINL, BEETODLIEIZBT
Ak o MIC 7345 (MIC90=0.25 mg/L) I2fE9 &
CTRX 1 g ® Therapeutic Time (3£ 50 B T&

BARMLFEREFRMEE Vol 68 No. 2

0 CERR SR DI C& Do L72A% o THHNK
ZWD T — & H 5 CTRX I H R E 5 D iR I
BRheEZHN5,
2. CTRX 1 g EEHRS5DEANR

WRE PR B 41284 5 CTRX 1 g A% 512 &
2 R A O 13 A 70 v, Muratani & 1345%5- 3~
14 H#OFFETORYEH 2T 20 fid 20 51 (100%)
DHMEZRE LTS (Table )Y Ito S IZRE
PERRRASE BT 2 BRRBRER O 720D A T
A YO #ER L 72 ¥ 5 5~9 H #% @ APTIMA
Combo2 % Fi v 72 fll T - A % S ) 52 € 111 Bl 111
Bl (100%) 25 %h, %5 2~41 H# O[O 5%
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TIE 194 B 191 B (985%) 34 %) & i L Tw
% (Table 2)"Vs &5 5 OHET L RRIEG A 5 45
BES N 72K IZ T X T CTRX sz Tdh - 72
72O TEH A ) DS, B THHETOME MR E
ROEBIZB W TIECTRX 1 g B S5-0A 5
RN TW B EEZ BN,
3. B3R T 7 ORKY VIEHRE

MIC=05 » CTRX FEBESZ MR #k 1 Tanaka &
73 FTH) O THE (MIC=05) L', #d%% Ohnishi
50 HOL B (MIC=2)", 75 v AWE AL P
5 F8I# (MIC : 1~15 mg/L) 23 #id & 7z,

EHIFOHBA—ANTIYT /), BE 1),
HAETOEM (M), IR AR, sk (ke

KB (18R) ™% & MIC %505 DA H S S T w
5o TNF T, INLOIERZHERE M SN
729EBI S, CTRX X2 DAl HL 3 0 {5 Tk 42
BRI ST 2%, 4% CTRX FEEZ MR A5 7
T NTL—=20FD, HEHNEESIEZEDET S
LUREENE Z OGN DD TEENLETH S,
4. AMR LA DREER

PR I8 95 B D 20~30% |2 WHBE K e AT A L
TwbEwbh, Sk CTRX JEREKZ MR (LK

Table 1. Clinical efficacy of CTRX 1
g for gonococcal infection
Site Bacteriological efficacy™
Urethra 20/20 (100%)
Cervix 28/28 (100%)
Pharynx 25/25 (100%)

* culture method
Modified from reference 9

SH2» O Do BEvR D 2o BT 25 AMR % 45
T AR E Vb, F 7RI LGRS R
L7z &t ST b, Muratani 5 (IR BE 7K
WA L CCTRX 1 g 2 B 5 L, ek o
JRIE S L Rk O B 22 T o sh F 4] 5E T 25 B 25
(100%) DAEIFEL @ L Twb (Table 1)7, i
FILHRE OB W R GBI B W T, B L) &k
FE e AR IR AT DL S L% 25, FRICIHEERR A2
BWTEMAERTE S A £ ) 7 & OIS & 1%
FlEns s SN TBY, ZWRERHEIZB VTR
, IR EIR & g
? 20~30% 12 1% C. trachomatis 75 EH G L T

5 EVvibiLb DY, M. genitalium X° Ureaplasma ure-

alyticum b & % & RHE LR E 5 EH D 354% 1k
CTRX DEGPHFHETE L WINSL 3DDOMED
WENRP L DL EOEGEE - TWDYs #RE
PIREREEDFLZEMRNZ E2ZETLHE, 1)
WG O EEME 03 2 0EH 21T T e
L7y, Bl S Ciai b an IS EREg e I 5
CEIIHEETH D720, Y AP ALIEEE LV,

V. SHEMRER - IEREMERERICESIT D AZM
2 g H[ERE

AZM X, 15 BB~ 27054 FRITHIETDH 5%,

o~ 1T 4 FAPIRE & R ) FRHHIE L <

Fvo Lo EMERG- R HARG b WHETH D,

PEREASED K ) 2 ARG £ LW IRBIZ#E L T
WLERNTH 5,
1. HEMERERICEIT D AZM FREEE]

2 g HLA P G- AT 1 PR 8 25 12k 5 5 & HUS:
LCTWdo L2 L %255 RFEFNLTC 4 MPIR S RS AE

Table 2. Clinical efficacy of CTRX 1 g for gonococcal infection
-MIC and bacteriological efficacy-

Bacteriological efficacy
Period 2008-2015* 2016 #

MIC Eradication Failure Eradication Failure
=0.004 9 0 2 0
0.008 30 1 8 0
0.016 19 0 7 0
0.03 8 0 10 0
0.06 22 0 7 0
0.125 35 0 7 1
0.25 12 0 2 0
unknown 56 2 1 0
total 191 3 44 1

* : Modified from reference 11

#

: unpublished data
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Table 3. Relationship between antimicrobial susceptibility to AZM-ER and the

clinical efficacy

S I R
0.03 0.06 0.125 0.25 0.5 1 2 4
Eradication (95) 3 4 43 31 7

Failure (8) 1 5 1 1

(mg/L)

Modified from reference 19
45

B
40

35 - 2015

30 - 2016
25

(%)

20
15
10
5
0

Fig. 3.

IR A BT L CW-SEAITH D), R EIRE KA
HIZOWTOIET Y AW %<, HEREGHEF S -
HA L AL HAMERGHE S SO A B I 4
Y CIIREEAHE DI & L THEE S T2,
Z 2TV OO T I —TH AZM FEHCEH O
PEPR 1 I3 BRI RIS DO W TRET 21T - 720
Yasuda & OMES (2009~2013 4E) T, W R
BRI T 5 AZM BRIEA 2 g B G- O F 5=
13 122/130 SEB, 93.8% T - 72, (FITFIEFLIIZ
{7172 Takahashi & O REEN T & Wk 4R B %12
XS AZM RIRA] 2 g BRSO F R =1 30/
33EBI, 90.9% TH Y, IZIZTFEFEDFERTH - 727,
Iz CTHEFERDE L MIC & OBIRIZ DWW THENTIE,
MIC 05 mg/L TIHEH LB 2HEH L, 1 mg/L T
WZEAY, Z Nl ko MIC Tld 3 XCiaHdRie L
TWw7z (Table 3)¥s L7z25>TA7%< &3 MIC 1
mg/L 2% AZM i D RS Break Point TdH 5 2
EHEN E N7z, % 2T Yasuda 52T T A ik
B HEHRZET — A4 T ¥ 212B VT 2015 £ 0tk
B B PR 23 BERR L2 D T AZM o MIC 53 % Mt L

BAEFEEFRMES Vol 68 No. 2

(mg/L)

MIC distributions of AZM for N. gonorrhoeae

72& 2 A, MIC 1 mg/L LL o AZM Tid T4 8k 1389
20% FFEL Tz (Fig. 3)o S HIZMAEIZBNT
2014 4EH 5 2015 4E 120 T AZM MM DSE B
BINL, WEAED 94% 55 73% KT LTw
720 F MR EICIE AZM TR D S S h
THBY, INLOMEED S AZM B EA] o B nl$
G IR E o MR ESEH & L3RS n
HnWEEZLND,
2. IEREMSREXITHITS AZM 2 g BEIRS
(1) 72 XIT7MHREX

IEMFEEIRE LD ) HROBEDOEHNT T IVT
PEIRBE I L AZM 1 g & AZM fRIEHA 2 g 13
BB ER LT, ZFREFPRERZY —
NA T VAW T AZM I C. trachomatis 12 %F
LEHZMRENZHE L TWwAH (Table 4)?, F 72
Takahashi 5132 9 I YV 7 HIRELEZIIHT 5
AZM 5 B H O A %) 381X 43/47 E B, 915% T
HolzbHELTnEY, HREMIZATHE 7 73D
THRBE RIS 5 AZM ORI FEIIBERL TV S
ERRIE TV AP,
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Table 4. Antimicrobial susceptibilities of C. trachomatis to AZM

MIC (mg/L)
0016 | 0031 | 0063 | 0125 | 025 MIC50 MIC90 | D/UW-3/Cx
2009 7 11 1 0.031 0.063 0.063
2012 25 12 2 0.031 0.063
Subtotal 32 23 3 0.031 0.063

LOALARDBSHEESZ T IV THRERICHT 5
AZM OERIRFRDET L T 2 & O 2 HiR &
np*e, Lz ng e shiz~vrsus A K
fif 1k C. trachomatis \&, fOME R~ 7 07 1
Fiif % 7R3 23S rRNA Bz T OERTHT 52
EDTRENTWEY,, EZANZDL ) LEREE
T ARG & ) B RE S 5 2 s
TBY, GOLITAHIEL TW5DHE W) HEIE RV,
AZM DR EMET LT 5 & oSG #G§
% &, Manhart & OFE CTIRIGHRERRROH ED 2~
S5AMTH Y, BKERMIEDE % 72 2 A8/ ToHE
TIRBHEOER S TN LR H D 2 &2,
Kissinger 5 O#iE TH HEIOWTREELrH 5 Z &
ARIEBENTWD®, L7z - THEESATIE~ 0
T4 FIHHERIZIZ E A ERRO T, FRZIR S mwv
ENB T T IVTHRERIST 5 AZM R
Fl2 gl 3B THDLEEZBND,

(2) M. genitalium MFRER

M. genitalium & WE & R AMR LA L <R
TELVEDOHTA RT7A4 THIR SN T WL DIEDHT
2 AZM & STEX O & T & 5., AZM @ M. geni-
talium PERE I T AR IZDENERIFCTH -
72 HAEZEDOFEMENMET L TET W5,
Takahashi SFREGIEA Db DD HR)FIL 5/7
FEBI, 714% &HME L TWBEY, AU Y 7 8
MTdH Y, Lau 51F 2009 4EHi% T AZM & M. geni-
talium PEIRE RIS T 2 EEOMEL L O
L2 A, 2009 4EF TIE853% TH - 72d D 2T2009
FELFEIL 67.0% IR T LTz e #iis LTw a2,
M. genitalium O~ 27 95 A Fiifthkd T 72 Mo H#
EAFRIZ 23S rRNA BIn TOERTH L 2 LHUR
ENTWAY, Deguchi H5ixbAEIZBWT~ 710
I A4 IS H A % 23S rRNA @z OER%
T HEDT0% THo7zEMELTWEY, Lz
735 T M. genitalium PEIRIE 2R L TIIMICHR)

Modified from reference 22

BRIEHIVBIIEAELNWZ EMSTA RT4 Tl
AZM DSEIHIGHREE & L CHERERE L S Tidvd b
DD, FE—EPEEOAED T IIEEM RS .
(3) FEMEIEPRBEA

EIRRIZB T, ITGEHR OB T IEmE 1T
REREZWIITRETH 225, 77 I I 7 M
genitalium & 5 \WIZM O JE K H 12 X 5 RE R D
ZENTLHILIZTELR Y, 2O7DEEFEAHE
L CIRME MR E R DGHR % AT 5o Tto HIZ &
5 EIERBEMERERD ) L7 7 IV THRERIE
48% T ), M. genitalium TR E 5%1% 14% 12§
Ew, L7eho T, FRREMRER & L TIHE
T LY AEMET 5D C. trachomatis TH Y, )
69 T3 C. trachomatis |2 %h 72 357 % 4R 5
RETH D, ZORMOIEH L F2 ) HAE 5 TE
FETREZ: AZM (I 227 DI Td 50 —7F7 STFX
327737 78B X M genitalium TEIZHRE ST
LEWARIE 2R L, M genitalium 1R 2512kt
LTI AL Rt TH S, L Lx /o riif
P2 R BIRFARKP T TICHBLTETHY,
STFX OFERIIHM HiGHREZ L) T L2200 5,
L7zh3 o TIRMHEMEIRE R BV IR R &
AMRAbZE 5 F 2 AZM & STFX 2 &0 X 9 15:ER
LT i E 2o T b,
V. RERBEICBITI2DHIEERKDAA K
A2V EDHE ~E~

PRGSEICEHT A4 A FI4 009 BREW LD
DIFKECDCIZ L 5D &N EAU (European
Association of Urology) IC&5bDTH b, ARIH
TIEZD22DH A4 RIA4 v EDLPEDOHTA T A
> & HEBIGETT %o
1. BEDAA K1~

DPEDOHTA T4 2T A JAID/JSC IEGIE
EETA KT A2 218", BROF A FF 4 Th
LHCDCHA RITA VPBLXOEAUAA K4 0%
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Table 5. Treatment of gonococcal urethritis

JAID/JSC

CDC

EAU

First-line Ceftriaxone 1 g intrave-
nous drip infusion in a

single dose

Ceftriaxone 250 mg im in a single dose
PLUS
Azithromycin 1 g orally in a single dose

Ceftriaxone, 1 gim or iv as a single dose

Plus

Azithromycin, 1.0-1.5 g (3 tablets a 0.5 g)
orally as a single dose

Cefixime 800 mg p.o. (instead of ceftriaxone)

Second-line Spectinomycin 2 g intra-
muscular injection in a

single dose

If ceftriaxone is not available:

Cefixime 400 mg orally in a single dose
PLUS

Azithromycin 1 g orally in a single dose

Only if susceptibility is established cefixime,
400 mg p.o. as single dose

Plus

Azithromycin 1.0-1.5 g p.o. as single dose

Table 6. Treatment of Chlamydial urethritis

JAID/JSC

CDC

EAU

Azithromycin-ER 2 g orally in a single
dose

Firstline

Azithromycin-IR 1,000 mg orally in a sin-

Azithromycin 1 g orally in a single dose

Azithromycin 1.0-1.5 g orally as single

gle dose dose
Clarithromycin 200 mg orally twice a day Doxycycline 100 mg orally twice a day for

for 7 days 7 days

Minocycline 100 mg orally twice a day for Secondline

7 days

doxycycline 100 mg orally twice a day for
7 days

Erythromycin base 500 mg orally four
times a day for 7 days

Doxycycline 100 mg orally twice a day for
7 days

Levofloxacin 500 mg orally once a day for

Erythromycin ethylsuccinate 800 mg

7 days orally four times a day for 7 days
Tosufloxacin 150 mg orally twice a day Levofloxacin 500 mg orally once daily for
for 7 days 7 days
Sitafloxacin 100 mg orally twice a day for Ofloxacin 300 mg orally twice a day for 7
7 days days
Table 7. Treatment of non-chlamydial non-gonococcal urethritis
JAID/JSC EAU
First-line For Mycoplasma genitalium

Azithromycin-ER 2 g orally in a single dose
Azithromycin-IR 1 g orally in a single dose

Second-line

Sitafloxacin 100 mg orally twice a day for 7 days

First-line

Second-line

Azithromycin 0.5 g orally day 1,250 mg orally day 2-5

Moxifloxacin 400 mg orally once a day for 5 days*
*because of reported failures, some experts recommend 10 to 14 days

For Ureaplasma urealyticum
First-line

Second-line

Doxycycline 100 mg orally twice a day for 7 days

Azithromycin 1.0-1.5 g orally as single dose

Clarithromycin 500 mg orally twice a day for 7 days

CTRX (FHEFEERIZZT 5N TIIWV D0 DAETIE
EHEORBEGDHERE S LT 525 CDC i 250
mg FiE L RHEND AZM 1 g & OFFHAHESE S
NTw5b, EAU TIZ CTRX O & IEHAE L[ L

2B A REMIRESR (Table5), 79 3 Y T7HIR
B (Table 6) BLUIEY 7 3 ¥ 7T HIEME R
# g% (Table 7) 12X 2 MERPIRIE 2R3, WKH
PRERICH L TRWThDOFT A FI 4T
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Table 8. Average blood concentration after administration of CTRX (mg/L)

Dose/route 0.5 hr 1hr 2 hr 4 hr 6 hr 8 hr 12 hr 16 hr 24 hr
05gIV 82 59 48 37 29 23 15 10 5
0.5gIM 22 33 38 35 30 26 16 unknown 5

TiEHAHHDODCDC & FAEEIZAZM 1.0~15g D
PEHAHER SN TV 5,

=, 77 ITVTHRERIIFLTEIIODONA
R A IS 2% 2R3 75  EARWIC C tra-
chomatis IR N2 /32~ u74 FR, 7
Fu¥x / uryRABILOT I A 7)) VRPIEED
RSN T 5, HEITHELSTRER AZM 255 —
BIRE L 25 TWADIRV) FTH ARV, ZEOY
A RI A4 TEENPZ VDI C trachomatis 12
AMR 2 7WVWZ EDFERL LWV LS,

k7 7 3T THIERE IR E 4513 CDC IZIZH &
MBREEA % C, DAEE EAUDOH A RI A4 T
2279 IV T7THREREIHEE L 2> TWD, F
|2 EAU Tl M. genitalium & U. urealyticum &
Vo 7Y TR ISR AR S T W B, 7272
L U. urealyticum \ZJRE 2 DK E & L CTHEZIE
L CTWi\, M genitalium MERE % & L THT
LLING200HA KT A4 IREEIE O R D
b1 FHNIR L b OOHEFHEIEO RHLILF LT
Hbo

ZZTOPEEMD 20D A RT A 2 THEED
H B RHPERE R OHESEHFE TH 5 CTRX O H
&= AZM OfFH (Dual Therapy) (Z2WT#E 2z
THTzV,
2. CIRXDAZEICDWT

CDC 4G > TODBEOHT A K74 v EidEw,
CTRX 250 mg XA m AL TV A 2 Eidwnh
WTHDHI D 250mg & 1 g & DMEEZTREED
PK (Pharmacokinetics : 3¥#)E%%) & PD (Phar-
macodynamics : #£JJ%) § 7% b 5 PK/PD Hw i
FOXEZTHIzV, II#IZL 5 L CTRX 05
g D5 0~24 e 2 0PI 1M i 1E Table 8 &
0P INSDOEENS CTRX 250 mg im D b
EOoTMPRE# 2 5L, el hiEE=164
pg/mL (CTRX 1 giv) vs=19 pg/mL (CTRX 250
mg im iv) &40, RELEPHLLEEZ LA,
EHICAMRHOERD LIZZ0FEREE 2512
H7:0, MSW (Mutant Selection Window : fiif

WHERIFREE) OMEPEEL L -TL b, RAE
TOFG 3R A MSW O#HiFINIZA > T
LESoTWRBErIKTEL V. $4DbHI0D
CTRX @ Dose TR OEE L ER T L) X7
BEBRLMC 2L EBFHRTREDPD Lk v, #lL
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Update on the treatment of sexually transmitted infections diseases
—Significance of a single 1 g dose of ceftriaxone and single 2 g
dose of azithromycin for urethritis in Japan and comparison
with guidelines from Western countries—
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Antimicrobial resistance has become a serious problem in the treatment of sexually transmitted infec-
tions. It is of particular concern in regard to the causative pathogens of urethritis. We investigated the po-
sition of ceftriaxone (CTRX) and azithromycin (AZM) for the treatment of urethritis, and compared the
Japanese guidelines with the European Association of Urology (EAU) guideline and Centers for Diseases
Control and Prevention (CDC) guideline.

In Japan, isolates of Neisseria gonorrhoeae with decreased susceptibilities to CTRX have nearly not
been isolated. Even using “Therapeutic time”, one of the methods for predicting clinical efficacy, single-
dose administration of CTRX 1 g is considered to be effective for the treatment of gonococcal urethritis,
and has also been reported to be effective in clinical practice. Although there have been no reports of
strain like a CTRX-resistant N. gonorrhoeae isolated, a few strains with an MIC of CTRX of 0.5 mg/L
have been isolated.

On the other hand, the isolation rates of AZM-resistant N. gonorrhoeae have been increasing, and the ef-
ficacy rates of AZM against gonococcal urethritis are actually decreasing. Moreover, isolation of AZM-
highly resistant isolates has also been reported from around the world, and single-dose AZM-ER is not rec-
ommended as the initial therapy for gonococcal urethritis. However, there have been no reports of isola-
tion of AZM-resistant strains of Chlamydia trachomatis which is one of causative pathogen for non-
gonococcal. Therefore, AZM is recommended as the regimen of choice for the treatment of chlamydial
urethritis. However, the efficacy rates of AZM therapy against Mycoplasma genitalium-urethritis are ac-
tually decreasing. It has also been reported that 70% of M. genitalium strains have a mutation in the 23S
rRNA gene associated with macrolide resistance in Japan, and the position of a macrolide as first-line ther-
apy for non-gonococcal non-chlamydial urethritis remains questionable.

Comparison of Japanese and Western guidelines revealed almost no difference in the recommended
treatment of non-gonococcal urethritis. However, for the case of gonococcal urethritis, a single administra-
tion of a high dose of CTRX is recommended in Japan, whereas in the US and Europe, dual therapy with
low doses of CTRX + AZM is recommended. Low doses of CTRX may be less pharmacologically effective
and may promote the development of resistance. In addition, no synergistic effect of dual therapy has
been observed with the CTRX + AZM regimen, and it is essential for each of the drugs to be individually
is effective; however, the frequency of AZM-resistant N. gonorrhoeae is increasing. Therefore, single ad-
ministration of CTRX at a high dose may be desirable, as recommended in Japan. From this point of view,
in the case of gonococcal urethritis, the dose of CTRX in Japan is the light in the sense that it is the high-
est dose in the world, but rather it may be said that Western guidelines are a lower dose and a shadow.
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