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Table 1. The QIDP® designation drug, provided under the U.S. GAIN® Act

Chemical compound Development company Drug discoverry company Clinical trial stage Object disease Administration
Combination of Cephems and f-lactamase inhibitors
1 Ceftazidime/Avibactam  Forest, AstraZeneca Avibactam: Novexel Approval cIAI 9, cUTI 9, pyelonephritis ive
2 Ceftolozane/tazobactam Cubist Ceftalozane: Fujisawa Approval cIAI 9, cUTI 9, pyelonephritis ive
Tetracyclines
3 Eravacycline Tetraphase Tetraphase Clinical trial stage cIAI 9, cUTI 9 ive, po?
4 Omadacycline Paratek Paratek Clinical trial stage =~ ABSSSIs ®, CABP ", UTT? ive,po?
Macrolides
5 Solithromycin Cempra Opteimer Clinical trial stage CABP M po?
Oxazolidinones
6 Tedizolid Cubist Toa — Trius Clinical trial stage ~ ABSSSIs ¢, HABP), VABP ¥ ive, po?
Quinolones
7 Delafloxacin Rib-X Wakunaga Clinical trial stage ABSSSIs ¢, CABP ive, po?
Lipopeptides
8 Dalbavancin Durata Pfizer Approval ABSSSIs @ ive
9 Surotomycin Cubist Cubist Clinical trial stage CDAD" po?
Glycopeptides
10 Oritavancin Medicines Eli Lilly Approval ABSSSIs ® ive
Antifungal Agents
11 SCY-078 Scynexis Merck Clinical trial stage IFT™ po?
12 Isavuconazole Astellas oharma Roche Clinical trial stage IFI™ ive

a) QIDP, Qualified infectious disease product; b) GAIN Act, Generating antibiotic incentive law act; ¢) cIAI, complicated intra-abdominal infec-
tions; d) cUTL, complicated urinary tract infections; e) iv, intravenous; f) po, per os; g) ABSSSIs, Acute bacterial skin and skin structure Infections;
h) CABP, community-acquired bacterial pneuminia; i) UTI, urinary tract infections; j) HABP, hospital-acquired bacterial pneumonia; k) VABP,
ventilator-associated bacterial pneumonia; 1) CDAD, Clostridium difficile-associated diarrhea; m) IF], Invasive fungal infections

Table 2. Various antibiotics immediately to be developed

Antibiotic resistance threats in the United States, 2013

Microorganisms with a Threat Level of Urgent
1. Clostridium difficile 2.Carbapenem-resistant Enterobacteriaceae
3. Drug-resistant Neisseria gonorrhoeae

Microorganisms with a Threat Level of Serious
4. Multidrug-resistant Acinetobacter 5.Drug-resistant Campylobacter
6. Fluconazole-resistant Candida (a fungus)
7. Extended spectrum f-lactamase producing Enterobacteriaceae (ESBLs)

8. Vancomycin-resistant Enterococcus (VRE) 9. Multidrug-resitant Pseudomonas aeruginosa
10. Drug-resistant non-typhoidal Salmonella 11. Drug-resistant Salmonella Typhi
12. Drug-resistant Shigella 13. Methicillin-resistant Staphylococcus aureus (MRSA)
14. Drug-resistant Streptococcus pneumoniae 15. Drug-resistant tubercrosis

Microorganisms with a Threat Level of Concerning
16. Vancomycin-resistant Staphylococcus aureus (VRSA)
17. Erythromycin-resistant Group A Streptococcus
18. Clindamycin-resistant Group B Streptococcus
The specific antibiotic resistance bacteria in Japan
19. f-lactamase-nonproducing ampicillin-resistant Haemophilus influenzae (BLNAR)
20. Macrolide-resistant Mycoplasma pneumoniae (MRMP)

LT &R INLD2RMAMRTPTOTXToOlA  HETH S DMRICLELTREEICIEIE IR,
WS, MEMICBWT—EIIRET2HEMEATDH 5, RIS R E R ILEDS Do T b ZOREIPLR S

CERAEFITB VT, RE2WHEDANT S /N DRSP %°> BLNAR & % \» i MRMP {24 % 7 #r B Hu i 3
IC—REIEHE R T 5 19 - HIZEE L 72 B-lactamase-nonproducing DOBFEL F-ME LT, RIRETHA D /NI ER
ampicillin-resistant Haemophilus influenzae (BLNAR) & PR EDOFFEICEADR B W L DIEH 25, KED
20 % H 252 L 72 macrolide-resistant Mycoplasma pneu- — CDC 2SLZE & 32 18 FED TR 12X 3 2 FrHl bk o
moniae (MRMP) & F72iliHIA CREHY LTSI LD D, AFTIIEPICERZMETDH %,
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bo LDL, EDLDTHMBRIRIENL S MNPES 2D
NnT, I L CGREERNOMBEIE N, FEkFHIZZD
Pl s 5. 5N LS 12k b, 212, ZOHEE
LB EN, AFTHIENERE L DI
T, ZOHFANMEZTL B, Ehide bEANTHAR
DENITELZTIREDPD LGS, I & EYYEICH
P DPRIITOVTIE, HPEREBEMOENE % %,

Z DMV EGE IS A D2 D empiric therapy (21351
DM D PES o B2 1E, 1908 47 (B I 1k B 4 1 k)
9 AP 1 Flexner 12 & » TR OE 4 (25 S,
1,300 DO BE IR AR L7 (B 8 70%) 52
I <monTws2s, WkFEPUNTE IS empiric therapy
LLTHERSR, 4 Y7V RIS D IRE S
n, BEBLRBICVIZSTHER S LR v, ZRHO
FEBNZIE, B 7 7 A Qa2 T ERSI L TW
IR TEL L BZDEMDE T N5,

Empiric therapy & 227 b AT i o Bl 1935 4F12
RO H & L CBY L7z Sulfa #l (SA) OREIC
H A ST WS, SA IE Domack % Trepouel 512 & - T
Streptococcus DFEE 2 I 2 L FEF T SN, £ OB
12 Colebrook H 12 & - THEMBHEO BFITHEG L TR L
RI2ETHHEVITIHAE 5o #HEW T S. pyogenes 12 & %%
FEATHF T B HBGRER 2 BV TR 23 4% (M0
TCHRITH10%) (dESN- e8RS, 1940 4121 S.
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pneumoniae \Z X % RIEVEN 78 2 6F R L 72 ML HE % &
O HeERER (FUILIS 2 BT T H 30% 7%, SA #%
HAZ X 25 EE1E 10% 1 BITIEA) 128 THY 72
WMEDITONTVE, LoL, BERELZ LD RIER
RoOMED SN2 HE OKGSE D 7 %> T empiric
therapy & LTEH EN S22 TWh,

ZOMMEICE, SA IS FEE AFEMRIKAL LK
BEASEIZ L o> TR SN, ERiAYL 3 hudThirh ok
RSB BICATTELZ LI o BED KT 5,
B 213, H IHMEEEE Hauser™ 1% SA 231 S lfed 72
3AEZITIE, ANBOZMEPRH I LT 90% D EHATSA
%Mﬁ?émwtofwéoé%u,%@5%%&@%
BRI ERE R TV ZVWEDRENT VS, YD
SA OMBLIERIZ L > TXE DO THII DD 5 iHHRE
T, LSBT Z IO 2 LIETE Lo ED
RETH 9,

2. MEEEBEDVEE 71%7]

SA DR TOWEHPILHA S ﬁwSA’##béﬁ
TER 22 WSS DS IR BE M PR 3 D B BB IZ A S > T o 72
CLELFELEPOEDITETHA I, %@wk@ﬁ%
SA OHLHE TG IZ peptone R yeast extract DA 7 5T H)
PRI & TN 5D coenzyme 12 X o THHE#? S
bEZAHIIH o7 HEIEH &R 3o M AR IR
SN2 e H o7, W TL YYERE, 7 MY ERK
HDHVIEIKRBREDIZE AL OB BV THES IR
BWNEBRTIHMEALT 5 EHED SN TwD, KRR LS
L CERRIZBWTD S. pneumoniae (2 & % JEGe LR
RKOBEDOHEM R S N7z & 5 5 HE R
S. aureus \ BT H EEMEL L 2R OEE" MR~ &
HENE Xk Twnai,

Fowler 5% 1% 1941 4E (2P H 212 SA #4535
ZLIZOWT, RO &) BENZHRTET TS, 2tk
W G O RN FSRE RN 35 0) 2 SERSY) B Al 20 2 %2
T, SIRZEALO B X ) HigA%ik L72hEficownT
1 SA A5 LT, 35%1k 1ELNICHRIZEE
L., 80%Iix4HLINTHEILL TS, AT, SAZH
G L7EBNI BT, FLZEM i LYl B % fi
TL7ZERIAT9% 5B 15%) IZRBHLNTWE, 2
D X9 7z evidence & T IUL, WEF QB2 T RITH
LTCTSA ## 535 0LEE 2o TE2whrEidLTw
5o T2, ZORMITSA OFRGEN T THRWEIR,
SA B G-I ERZEFLAE U CHAYE & L T2
IEL72BbH Y, SAOFRHNEHZZE 3L, SAD
B G- E R BRTIE 2 W3R FE & M ERGE & {7 L, SA
0)+ A& S A ~12MICAE L CHRGT2 I ENET L

LRLTW5S, LAL, Thgsidtokiagzisyd
A, HG R GH S w3 ENEIER O H
<‘: W) AR FRSHIR LTV R, Z OFIER G0

bALIEHD F2, SHIZBWTHwmESINS PK/PD &
HWEarTIAT IR b AMETH S,
Fowler 5 O Rz 1Z A HUN FEHLE 05 5 FEA N
LRBERTEDTHo7 L, TNHOEEIILN
MNHZELRL, BFENLITITVL D572, Bk
L72& 912 SA 1T LD R RIEAZEHEIZ & - TILRE
B EDB N H AHEIN T, SA OZRFHEARDLZH L
P L LD ICHROLRPITREL TVo7z, L2, B
% < SA OWPHALIZAEA, F 21X SA T ARFI R IZATD
IZBWTH 1951 4E121E 80 %™ 1T L, fbaA X R
BEIZRDODoTLEoZ i {MbnNTn5,

3. Empiric therapy & MR

Ak U722 & CTdH 5745, 1941 4EIC Florey H21d =3
VY OHEBECEES) L, 1943 421213 penicillin G (PCG) @
KEEFEDIRZT Y, €O PCGIEHE U F Bk B4E
@ 1946 A\ IIARIFITEA I N7z, [F4EIC streptomycin
(SM)™ i L L TAIICEA SN TV S, MR T
1950 4E 1213 tetracycline (TC) &Y% chloramphenicol
(CP) Z&H™, 512195541213 erythromycin®™ b 11145
BB LTE R, 72720, TIN5 ORI ARIEA D
| BB AR BRI E OB AL AGA T 1, U OREFIRN
WCEDETHE L TRERBERL, HE - ARI3EEIOR
STz, LALass, HEOEEIETTICIING
DPLRIEZ T & L7 B SR DB G AHEA, £
MUZONTARIFOBIEMFED FALFEEKICBAL, £
B HUREATH NS L9 1%k o Tl

DFED, AKFICBIT LM - LRGEEDOTI~D
Z A, UBEEORFIRR O - TERBERROE
PRI T SN, A SCEHEE IR BRI S T
Wb LTy, Z2oMo% < ORBICKEO T F I
ENDLHFIUIKBEIIBITL TV o2 0w T TH b,
Z O, PUESEII 00 5 BB E IR T 51201 T,
RN 2 b LR D T -HE T o8] L
LCHIRON SR E LD, Ihd TREICABILES R
empiric therapy & LTHHENS LI Hh->TE70D
LUBDOEEFTH L, ZD L) REHEHIEDOEEIZIZ
PN SR DERIRA R & RFRORE IR OUF I EITH S h
72bDThHDH I EITHLER VDS, ORI, JEIAE DN
BH F-HALEGE 2 SICEHR L, BEWD 7258
PR &AL 2 PRV, AN R USRS S LB FE B R
E%ﬁ%@ﬁ%ﬁibf%t:k%%%f%éo

WL TEZNLE, EEEOMERIEEIC b SR

Ln/liﬁ(f’?’ﬁﬂii‘xff 2h b B PIREE O TS SRR H)
Wi T & AL EIN TV 2 61E, 4HO
IR AL & v ) HBICHE T2 2 LIZ#TF S hz0
2h LI,

WE T, fLEEAE T - Tk 100 4F 2 #%8 L
Th, RIZICHEE2E L B NEOR R EZ 155 1210
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BKIR2 A2 0ELTL2E, SHICEIRERZHETSE
VB EAYEDEIM L CETWwWb 2 &, Iz THEA
EZMEDREITIE MIC &) AW 22 12 AR 721K
LT E% 5 2 WBLIRIZDWTIE,  EGE R O
HELLTMU BRI NELS LW ETHE, ill, »
LOHDDT A N ZNTD T BN RE & F v Clladiz
ZWT DAL EAEIN, empiric ZITHE OG- %
B LIRS T 525, M oR#ERAEEICDOWT
BRZZTH Do WL ODDFFRIZRME IZDWT ik
WREDPHE SN TV BN, EORRERFFREIZONWT
EHREN T30 H DA, HKTORERE LT
O CKEE) 1I2owTid, BT FITHb->TW
%o

IR BN 222 B MER A DOV TR, FEED
WIEBEY DA Z RIS 5 kL, BEROREMED %
ORI T 2 b H 5o BER SIIEDOMI%RHE
lge7e 2B Wi, FIKHE Y 2 e OB ik
Wy % MR R T A L EET 2 A H D H
LTHDo EHITIEIHM S NMAEWIIHTY % 3AIKZ
P RBICEHCTE L HLELLETH D, TOFEKRTIE
polymerase chain reaction (PCR) ZiFH3iUE, 7 A
WAZRIZ LD & T DAY R ES NG &
& B IR PEEZF OA M2 b & TR T &
BRELENLE Lo IS OTRTOMAE L MRS
% 4 ¢l TER T X % % Hamano-Hasegawa 5 12
Lo THRRINZEITERIET 5, 72720, FiFo
BAfR LR LTHEA SN EWE FIZHH 2 L1
EDLOTIHRETH S FBIEMPNBTT A NV R EGD
AL LI EREOEREZ D HETELI LNT
ENE, PLRFED empiric therapy d 728 5 2 &8
MEETHDL, TOZ LD FMBEOMHEALRIIEICKE <
BALDIETTH B,

m. AXEEZFEORREBEHTEZLD

1. BAREEZSICAShZEEN

iR L72 & 912 PCG R SM, TC Z# CP D%
FEPLIRHAZ, 1946 4E55 kit R % O 145 H ORI
DOWHEAE A ZEH DO R TEAS NIz, 12T,
WH R R SNz = D) VRS (R4 H AR
RV E AT R S DUE R ICSE) OB I
T 5o MR OARIFIITAERE, R, IVER TIE,
VI7TFVT, BB X OE AEAVERE RS Tz,
LA L, HAROEEITT T SA THTERFI B LT Uik
®, SA/PC/TCHittE7 K Eki b noMmmicd v,
SA/TC I E A BEEERE S 728K LICH -7z K
D FEMBETEOWINLEZIT S LI o7,

IS DIPER 22T, BIEAFEIZZN S OPIHHE
BRI E L7AALREIC & o THHFEEARZ R4 L BI%E
L, HMROWHIIRA LBASIN TV, 205 OH

BT 2 RIS AT B IZIZARIRTORBRZ LT 5
L BAHKT, WA TERITY S 1953 4E1C H AR L%
Bre (AR R) 2k sniz,

HAMWRFEPHE L2 21d, AFISEA SRS
PR DI R IR~ %2 )5 B R L, bk
MR EE R DL EIZH o L L, AR
WARNE R L TR Y B4R M3
HITHPEHELS & B O | & R 2 BURUR 22 807
DOFKIET— BRI X BN 2l CTH - 722 F D,
S THHE APUR SR O BRI ST 2 BV - B o
A% BT, YT TITHENRMEE > TOARHH
2T Py EREOMALD 72 MHTE v e v )
EHLTWZ EICh b, L, BFEIITREMNET
WA &MY B IPER IS 3 2 BB S O BAFS 1A
NEFEE, BAMEEFED THBMEEORIT TOM
REHIICZ L DR N2 BR T I LIChoTWwsiz, 20D
B, HZ TSI %0, BKEELAEOHREICDH - 72 H
FEFFBH ISR IS 3 2 PRI RO EAN T L E 5 72
EEIRETHA ).

2. FRMBEEORAREICAOSND YRS

bF il S 5T S 5120, BRIRMAEDS:%
EUERIESED B A U225 - T, SRR L AR
FHELHIEMESERTNE RS2 VOIESROZ &
THotzo LAL, HzICHIRT LIMER SIS T 58
HPIREOW R IZLARMICHENEM OB ZHE, £
DOREENEZ R 2 72D I BIUHE O AFIZERR T
FEAT B & 72 o BRI BWCHID TR E NS X )
2o TWwWoz,

B z21F, 1961 4F1Z The International Conference on
Antimicrobial Agents and Chemotherapy (ICAAC) %
BALENTZHIBICD, TN MRS 2 EAVTE 5,1946
4 PC DAL AT L7212, FDA IKEZ=AM 784
HEEDIHHPMEEORBII»2rbEY YRV T A%
WAERMMET A2 L2 RETL520A LT, TEMAENE
WD RSO LZRIEL T& /2, BhoZ
BAH, ZOMIZEWT 54 EOREMFEOAVEEE
ZIBREDAF X Y IVDPAEL, HHEEOBREIC
Db HAGEED AR RREE LTAETTE 2,

INSOMEE D E DT, American Society for
Microbiology (ASM) & ICAAC & L CT{ba&#: (it
PR EL) ®IE < 12 OB TiEE R SEE L,
SR HWT AREEBE LTz TOE— RIS 880
LORMFZEDISE LT I67T EOEEY 3 HEIZh7z-T
FHIE D BZ DO HFEIITONI, TN ICAAC
DIFE Y TH b, 2F 0, ALFEEII OV THIEEED S
I TN 2 THRIREE S5 S BRI F £ Tr & d it
ROWMEEDN—RICKT DI LI ho7h, FOKE
ICAAC IZIFH BB RALAHREANC E DO TR ERILE



VOL. 65 NO. 4 == iRy

HI~DREF

5 2 ¥ 539

EHT LI o2 LIdH0 RV,

ZIAEW H A EBEE A IZ ICAAC STk Sz t4
DI FITR IR D W TRIFTORRIEL 2179 %
DEMFRIZEH L Tvo /22 LD BV, KIFDHR
FAENANMN L2HBAETH - TH, ToRwE))
HMFIIET 5% 5, ICAAC O CRfili 2 213 72139
BEBITH S, LL, FBEESLKAFEIIBNTH
HIZIE W72 5 R LA O BIFSIZ 2200 2 B F2ER R ik
BRENEROAFROBIFERERLFHL TR0 %L
Lo TERBELRIETHL, TNOHLDFEEDOLNICIE
WO BIRED-E ORI I hhbbe v Mlhb
FRIGEIN T 9D Lt v,

ARIROALFER L BFR & TR IR O FBLBTR W - ©
o e Y MIkbd &) RBERLTHRTIEDLOTIR
Vo FREESE A O SEFN T AL R A IS 3 2 WF 7R3
AP ARFZIIBVTHERIN-DIL, efflux pump
RHLZEH D2 R bacteriocin (& & 5 95 U T o 52 45 B 11
2D b A%, & 5\ lactoferin 7% & DWW E
Wb BT EI2T & v,

LFFEDE b2 WIZEWIIISH SN 5129E-> T,
NEi & GO FICAEFT 2550 5 MEY R REICS
ZABALERBT L L I3XbOTRY LRI ETH S,
L2, ZNOOMRERE 5T 2T, EYYEZ RIRIC
Bi CFTL L HIT, EORERZE R EE DS 5 Priky
JEFFZICB L 0 TRIFIE, EFITED T KA
% retrospective 2 F3EITT X\, ER FIZAEWDEFAE
THRRY BRYFEIIHMR B 2 L3 v, Pl &b LEE
B U RYE I B 2 SRS BV T, ik
W OIRDERZ 2 B retrospective Z NP5 B 5
WIEEEH AT 2 2 A FHEOTRTIE R L, itk
WORKZITHET 2 L WPUHSEOMER BN L HIED
HED TR RTE, TOEMERDIFIELT Db DHK
I LI BB EEWHREIRETHA I,

3. ZEIMEREOBRABREMRIEDN B
BAED AARUBEEED T > T B L2 5 HEZHA D
&, OFMEREREZEHAAR, WHHARDOZIHESTH
flE3 52 L, QEEM - FHERB L OSEAI % A 51 L
THREDOBIEMHH 0 b b BREREZ#EEE LT
B35 2 L, QRN HE L L CTIHEINY 2 @) < &M
EEBRT D700 RE2METLZL, @Z0RM
THHEBEMAHC b EMAA K4 2 &2FTT
5L, GICD HIEM#REEROAM LI F—% ML
TWwWbZE, ®4%FEAHDOY I F—ZEHFE MK
Gelie B ERIA L OLBICREZ L) TH 5,
FROFEERBITT B DI EMERADRIE SN,
WHHRENT A 2 LR EN, MEDOFEKIHL TLE
MPICEL DFEEZZITVE, LrL, Tho0FED
2, HAMGBZERAE WSR-S % WG 2 CTomi

MEXDOHFEICHNTLEDDDBHLDIEH ) D Bk
b4 DAY OIS HELT L T 2 BUIR % H AL
FRELTHHBELTNI ) E T A5 D - HEITA
L5 %0,

FREDOIRIH - THRITMAT 2 EEHIML T
L REFEBEORY)THL, LEL, TNHORHOR
P FEROBERHEMEOERK AL T L 2 HIYDO M
ELIASEVBRETHI E2B/OL N, Z ORI
BRI HHREFMD 72 InSET HEEOH DY) Y HIE
RI57F 7 23MEH Y EIN TV D, MR TS
SHHB D% AREBIFRE T, RO E R T
OW|EFIFITEAER L0, EFE F LOTIHEET
52, BIYEIN T AR MAERLZOICE
bOTRKY LI ETHS, LAL, TNOLDOFEEILE
THHDOTRITNE, HUR OB IR G- Geh 13512
BBO v, T2, #BEKEMMET 720 T, BoRED
B &S 720 Tid, 4B O REBERE YRR OB IR
G2 ikd S 5 FHHEITEE < JE v

2% £ TICL AR R BN EA Sk & LT, EH5E
W7o CERBORD AL LY, BAYEMEERH T T
E7-FFE% Table 3 & Table 4 IZFE L7z EHED
F 2 BORITRFT, BIYEHEF RO TE 225K EE
F T, FBPUREOBEAGERH L R o MBI B
WG L L THEMIAC HEBE SNFH R /RFTL L
720 THODOHRFEZIERINIIERD &, ZHNTED 1
R B NIERBIAFE RS v — Y a FIUVRHEL S
NBIZONT, HOBERRHEPTAAL - LTI
EmANNL, LaL, Iho ORI OBKRBED %)
WZAFRIZIR D o TOZHNI R A RN < Ui 2
DFFEZ b HBRLTHEZ WM 2 L3 TE R,

JE 55778 R0 REALE B 27 X A3 % A 1 & 2 D BN kg
SRR IIIEE) LIG O 72D 1%, 1982 FFIZAF T
methicillin-resistant Staphylococcus aureus (MRSA) 2 &
5 BEN G s EEICIR S Y, ZOEEIEE LN
7o Thb, ZTOFRIIF LAEEEATLHE -, H£=
A% cephem RIEHAARIETITIZT—FIKESNzL T A
W2 Do ZN5OBEAHNTIE—FF I 4 o B T
PSSO BN THRG SN2 LI X o TRIE L7295 R
ThHhbILIZHONTH L. TOmwlE, HARBRIREST:
RRHAMUEESZ I U, 1985 FFITHME L7z HARBRE:
BRFRO LN TOMY R LATbNT, 727210, RfEDs
BWE IR L TB LA, HABREG 21X MRSA ©
72D DR ENTZDTIE o JR AR OB
I BB T BIIIM L EN L V) T L amE s
L2 EINTZHDTH b,

ARIBTMRSA W K B FENEGREEAICTHE S N
1980 4EARIE, WORICBW TS MR RENE RS G35
LR B-lactamase (ESBLs) 2% S NARD TW 72,
AFRZ S ESBL BEAERAFAET B 2 EAFERY SN2
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Table 3. Movement toward the measure against MDR organisms and new antimicrobial drugs development in Japan (1)
Year | Item Glossary of abbreviations
‘82 | MRSA detected from blood spreads all over the country. ESBLs, extended-spectrum [f-lata-
'85 | JSIPC establishes. mases
'86 | ESBL producing bacterium is detected in Japan. ICD, Infection control doctor
'87 | MHW undertakes the special research enterprise for a hospital infection. ICU, Intensive care unit
'90 | MHW approved arbekacin JAID, The Japanese Association for
JSCM establishes Infectious Diseases
JSIPC publishes “hospital infection prevention guideline” JANIS, Japan Nosocomial Infection
‘91 | MHW notifies “prevention of the hospital infection in health-care facilities.” Surveillance
MHW approved vancomycin for intravenous injection JMA, The Japan Medical Association
'92 | MHW announces the guideline of “prevention of a hospital infection.” JSC, Japanese Society of Chemother-
1) Health-care facilities establish “the infection control committee.” apy
2) Disinfection of fingers, sterilization of medical device, etc. JSCM, The Japanese Society for Clini-
'93 | MHW notifies about “the maintenance in health-care facilities for infection control prevention.” cal Microbiology

1) Thoroughness of the directions for an antibacterial drug

2) Education and training in connection with nosocomial infection prevention

3) Maintenance of the negative air pressure for single-patient room, or hand-washing machines
4) Hold infection-control programs for medical doctors and nurses.

JSIPC, Japanese Society for Infection
Prevention and Control

MDR, Multi-drugs resistant

'94 | MHW started the consultation window for infection control.

MHW published “Manual of the antibacterial drug therapy” by JMA edit.

MHLW, Ministry of Health, Labour
and Welfare

'95 | JAIS launched “Board Certified Physician in Infection Control.”

MHW = Ministry of Heallth and Wel-
fare

‘96 | MHW installed additional reimbursement for infection prevention (5 per day).

VISA was detected in Japan.
VRE was detected in Europe and America.

MRSA, Methicillin-resistant Staphy-
lococcus aureus

'97 | MHW announces the expert meeting on the measure against drug resistant bacterium.”

1) Antibacterial drug proper administration standards
2) Establishment of the system to surveillance

an infectious disease

3) Training of medical doctor, pharmacist, nurse, and medical technologist well-acquainted with

VISA, Vancomycin-intermediate
Staphylococcus aureus

VRE, Vancomycin-resistant entero-
coccus

The “National Institute of Health” was reorganized by “National Institute of Infectious Diseases.”

‘98 | The Infectious Diseases New Law was enacted by MHW.

‘99 | The reorganization of IDWR was performed with enactment of a new infectious disease new law.

The ICD system was inaugurated by the ICD system conference.

JAID included pharmacists and medical technologists in infection-control programs.

‘00 | MHW made additional reimbursement for infection prevention the cut to health-care facilities in

which infection control committee is not working.

MHW approved teicoplanin

MHW installed “JANIS™ and expanded the indication to ICU, all the laboratories, and all the wards.

‘01 | MHW is reorganized by the Ministry of Health, Labour and Welfare (MHLW).

JAID/JSC publishes “Manual of antibacterial drug use” together.

JSIPC started the system of recognizing the education hospital for healthcare-associated infection.

Note; Text in black, Announcement from MHLW, Text in blue, Events in academic societies, Text in

red, MDR organisms-related occurrence

131986 S TH B0 JEHE 1 1987 K PI7E S L L
T [BENIEGSEDOBLIR & 3R ICBI3 20%8] 2 &9,

Z DGR % 1991 4\ BUR R RER E 44 C [ R Rk
BT BEENERDF IR OWTJE LTEM LT b,
PkESHET—HLTTo TELZ L3S HIMEE
27300 B R R FRAFEA T B 72N [BEEGext
Wl BREICRILLTEZZLICREB L) TH D, #
NTHIEFEHA 2012 4512 [ReNEGext 3k | 2 [ Mg BRse
YR ] ICE TR L C& 2 L S 5
ETHA9H (Table 3, Table 4 BM), 7272L, FD3E

WEICIEZ S OIED D 5o

BER L, FOMICAE U NHEOZIR L 7 5 %A
BB T A PIRE L L CRBEIN-0RFFTRRL:
arbekacin (1990 4£), vancomycin FHiE#] (1991 4F),
teicoplanin (1998 4£), linezolid (2003 4), daptomycin
(2005 4£), tigecycline (2005 4), piperacillin/tazobac-
tam (2008 4E), 3 X 0" tebipenem (2009 4E) @ 8 #I T,
P MRSA L LT6#l, —#d ESBLs #EA R IZHHIE T
E5HFELTLH, BIXODRSP IHISTE 5 3H &
LCO1ADATH L, R72LT, INbOFHAKGE
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Table 4. Movement toward the measure against MDR organisms and new antimicrobial drugs development in Japan (2)
Year | Item Glossary of abbreviations
'02 | MHLW expanded “hospital infection surveillance” to operating theatre and NICU. ICT, Infection control team
'03 | MHLW released the report of “the well-informed persons meeting for infection control.” GNB, Gram-negative bacilli
MHLW added amendment to Infectious Diseases New Law. JACP, Japanese Antimicrobial
MHLW approved linezolid Chemotherapy Physician
‘04 | MHLW has arranged infection-control-docter to “advanced treatment hospital.” JAID, The Japanese Association for
MHLW reported the result of the antibacterial drug reassessment. Infectious Diseases
JSCM launched the system of recognizing clinical microbiological technologist. - -
- JANIS, Japan Nosocomial Infection
‘05 | MHLW changed again the law for infection-control-and-prevention in healthcare-facilities. Surveillance
MHLW approved daptomycin . .
R ; JSB, Japanese Society for Bacteriol-
MHLW approved tigecycline
JAID/JSC publishes “Guideline of antibacterial drug use” together. o8y
, « N SC, Society of Chemo-
06 | MHLW renewed additional reimbursement for infection prevention. Jth Japanese Society o emo
JSCM launched the system for “Infection Control Microbiological Technologist (ICMT).” erapy
B SCM, Th Society fi
07 | MHLW emits warning to occurrences of hospital infection by VRE-and-MDRP in health-care facilities. JCl' ical Mfe J agar;ese octety for
MHLW updated the system of JANIS. tnical Vicroblotogy
JSC launched the system for “JACP and FelLow of JACP.” JSIPC, Japanese Society for Infec-
JSC performed the seminar for “continuing education for antimicrobial stewardship.” tion Prevention and Control
'08 | MHLW notified “thoroughness of nosocomial infection prevention about MDR Acinetobacter bau- MBL, Metallo-beta-lactamase
mannii etc.” MDR, Multi-drugs resistant
The case of the hosPital iI?fe?ction by A. baumannii was reported in Japan. MDRP, Multi-drugs resistant Pseu-
MHLW approved p1perac1111r1/ tazobactam ) domonas aeruginosa
JSC launched the system for Japanese Antimicrobial Chemotherapy Pharmacist.
- - MHLW, Ministry of Health, Labour
09 | MHLW approved tebipenem ) ) and Welfare
JSIPC announced the guideline for "the vaccine for nosocomial infection prevention.
” " MRSA, Methicillin-resistant Staph-
10 | MHLW announced about "NDM-1-producing MDR-organism. I
> ., ylococcus aureus
MHLW newly set up the duty of ICT into the “additional reimbursement for infection prevention. i o
MHLW notified again “hospital infection by A. baumannii in Japan.” ?TDM_L New Delhi metallo-beta-
The case of the hospital infection by A.baumannii in Japan was reported again. actamase
Four academic societies (JAID, JSC, JSIPC, and JSCM) performed the joint proposal about “MDR NICU, Neonatal Intensive Care
Acinetobacter infectious disease.” Unit
‘11 | MHLW decided to publish JANIS periodically. Six academic societies, JAID, JSC,
MHLW announced the connection procedure at the time of MDR-Bacterium being detected. JSIPC,JSCM, JSB, and PS]
'12 | MHLW established “additional reimbursement for infection prevention regional collaboration” etc. =~ VRE, Vancomycin-resistant en-
newly. terococcus
JAID and JSC published “the JAID/JSC guide to clinical management of infectious disease, 2011.”
‘13 | MHLW announced the connection procedure at the time of MBL-producing GNB being detected.
JAID and JSC published “the treatment guideline for MRSA infections.”
‘14 | MHLW announced “observance of irrigation, disinfection, sterilization, etc” about Infection control.
Six academic societies announced the proposal jointly entitled “the proposal towards development
of a new antibacterial drug.”
JAID and JSC published “the JAID/JSC GUide to Clinical Management of Infectious Disease 2014.”
’15 | JAID ended “the consultation window for infection control” by the commission from MHLW.

Note; Text in black, Announcement from MHLW, Text in blue, Events in academic societies,

Text in

red, MDR organisms-related occurrence

HHEOMIET, BIROMER DAL S TES5HL AT L
Bk D & B LK EF ISR LT EERLDTHA
Ao

IV. BREICHIPHIPHEIAHLRKTAIICDWVWTEZLD

1. ZHIMME & RABER

2000 4EfCIC Ao TAFETIEZ £ D respiratory quino-
lones IS KGR E N7z0 25 D respiratory qui-
nolones THF SN/ Z LT Mi% o EER KR, &

&2 S. pneumoniae \Zxf L THIEEZH T 5 2 &L TH o720
L22L, S. pneumoniae \Zx+3 % {HHESE & L Cid MIC %
MAREZR EPSIENEHEZLEE T bR
720 S. pneumoniae FDFEIIHIAE & L Tl b LEL DX
/NRTH 5139 TH 52, respiratory quinolones 12 1d/h
RIS 2PREE LTRAEETHEINY T4 F vy T
W3 - 725 [F4E macrolide I I\ TR 72 7 BE3E A%
REINT2A, WIS ARFD macrolide MHE S. preu-
moniae \ 2R L CII BIF R &2 AT 51213767k
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Molze DHEST, Fig. 112/R L7z X 912 quinolone
%33 macrolide RIEICHADDLFHMED T2L b1
2010 AFAC A2 BRIC L CZRRITEBHMZ TV 5,

Table 3, Table 4 IZ/RL72&L 912, BEFCTRTIEGYE
FEAZII b 553D, JEREORNBEREIINT 5
Bk & & S ICRISEICBE T 2 EHRE O Eom R F—
27 —2 (Infection control team : ICT) DiFH)%
52 IR LTV o7z, & HIZRBEMNIEGRS 1L R PR 3
DWIEFEII DB TA FI4 V2 R4 EFIFTLT
WoZze T EIZICT SRR S M- RHEEiR S B VT,
Z OB HIPH 2 PUN B IEHICE THRAT A0
TWBIIFEPE LT LIZEINTH -7 L2L, B
FELFRD INSDEERRPFEIC L o TOuh R 28R
PRONTzONEVI) BRFICESmEERD, Tho
DFHIIZE > TV 72 5 BICWEILE LR DL W),
AR 22 36K % SN E T Wz T,

Z DM > THEIZA D 1999 412 IEGHE T 2 D BT
L& b I YeE 56 A ) 1 A& (Infectious Diseases
Weekly Report Japan : IDWR) #3E#i& LTREL
Z &R, 2011 IS BENIE G R — XA T v RGlfE
(Japan Nosocomial Infections Surveillance : JANIS) %
AT L72Z LIZEHSNERETHAH, HIKITBWT
MWL S < OEFHFHEZ TIIIHEL Twb, $72200
PR A D Rl i% D JANIS NOB N & bdH Th R n
CELHEETHL, TOTLLDH-T, TNHOERD
WEEZMEET2EA DS, LrL, DL bERg:
JEREZEZIIBVWTEINLOBERE TIEHTRE
Thb, % F TIZELT 2%, IDWR @ 2015 4EEY D& ¥}
I2& % &, MRSA EGUED E M5 72 ) O 5 IZ 2007
46 HD peak (§)4.95%) 12 LT 2.93% 12384 LT
B0 F 7 AW AR IR W RGE b F 72 2006 4F 10 7§ @
peak (£ 0.21%0) 2L T 0.03% A L Tw5, #&
EINSOERZIEH LT, ICT ® 8 5% 5IGEOJREE
WCETHRETHA I,

—7J7, JANIS ® 2014 SEE LM OB R 2 L2 & &
A TlE, MRSA O B 1E 200 FRLL Lo RE % <l
2.92% Td» A DI LT 200 IRELT O fti % Tl 5.69%0 &
L, ABLREFIALNTY S, % kDR w
(MDRP) OB S F 72 200 K UL 1 o R ## fili i% T D
0.03% 12k L, 200 K LLT O fiiak Tid 0.08% & & <,
MRSA ORERFICH L TEENITEKEFETHL L LTD
M II AR REZRALNT WD, DF ), ICT D
TEINE AT DB G LM TS & 5 FERERS 112 &
bOTHAREHARI-LTEZ LIIMHELTH SHH,
ICT DIEBHFAL % BRI LTI, RGAE R L
R DSBEP GBS IR R SRR LR 3R O W IR E IS b B
HARITAVERFTT A LR, #HEZHVERL TS
PUTIEIRREEWHREBICHLLEEDOILE 27V, HA
NI 4 > OTFTRMHE 2 T 2 U O T L TEEE

T LUENRDDLDTIZEDS ) Do

WETRIZLTY, ENERIEAYE YR PT - TE
72 2 E DEHIMTER N H b B Be P IRGeR IR ek &
BB ERLTCELZEIHENLTHS, LIL, 0O
B & > THIERIEDL FIEE 2 PE &SR 1R R 72
LCERBEEIIOWTEZLDL L, REBVLWIEDO/IC
Holzb DENT B, The & HIIEHE OB B
FEBE AR AT o TEHEIIBWTD, RIS
T OMBILEIEOHBIC b LEHRE X IEALNT
W\ FIBPTESEORSSICEE T 28 X 1%, 2014 4EIC
JEGE B Y 6 PR DI F & L CTITBUM R 3
EDAL ST EERICH LT, WEEOMIIx$ 2%
B LRI ORI T 2R EERELZICTE
T\, TNETOEE TIIHHANOITHOMBEIZIZARD
AR\,

2. MRSA BYEICHh L DB HA KT1 >

Bk L 72 JANIS™ CTOFEHEIC X 1uid 200 DL o R
Fiax i B1F A5 MRSA #EZIZ I LT 200 IR Km0 FEH#
Mgk TOMBEIFEICEHN T &2 Rk bIFizidvy
o KETH 2010 4 F TO 9D DOKRER T O KRB
U} % 25 MRS A FEISE D FEWTERIL, 2005 4FFE D 1.02%o0
WL THEEDZD 94% 284 LT3 A, health-
care 2SI 3 A TR BE D FEZRT 2.20% 120 U CTHEBE
H720) 57% T OWALOOHHIZIEEoTnbHI L%
B L T 5% K EERR O ST EE SN o B FR i 7
OISR D F 2R TH 5",

INLOREOMREIZB W CTHBLTHFALTNDL S
&1, health-care (ZB9:H3 % TiH i Bl sk MRSA 1,
ZNENOHIIZBNWTHEHOERKEELDDOH S &
FLLTWAEIZH D, 2D X 9 7% community-associated
MRSA (CA-MRSA) IZHUgFsENH 2 Z &1, T TIZ
WS %7 7 1) A% Wikt 7 =7 Mg 1B W T
LG ENTWAB, KETIX hospital-associated MRSA
(HA-MRSA) & %\ 1& CA-MRSA OARIEREE & Z DI
JEVEIZ 22200 B 53 -2 2 NT % B L Tl HhvTwn
505 HAPLABRFIILLS M EINT YD T N7 Bk
DOYWIRZFHRT VL Z 82, B2 LTENZ T OEBERDS
HDHDOH, TNHEZOEETH S,

MRSA EYHEICR 5722 & Tld i L, 567 Y
BRI R AL A e T B AT B & i X
WD LOIERTH D, L L, #%k Lictks TE
U 72 ERVERIME Z 2300 B 7 R o7 BRBEASE I X RIS W
72569, 1 7HIEEDFLADRETIZIII 25 D)
BITHo7ze DF D, BRI LB LA T 5 Ek
PR TAIENTERVEFICEFICREL TV IRE
WIS O TH - 720 4 HD HA-MRSA,
CA-MRSA WA AN 55, MRSA JEGYEIZB W
TV O»ONE AL ELQTHG LT, PRI
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WARLET 2720 TR T2 2 L AT E b o 72ER b
LhrbTHBIETTHL, TNAKENIEWT GAIN
Act VREENTZHHTHA 9,

IR D G B 2 4 T UE MRSA J&GE R b Y 8k e
DREVBEBEAO LI IR ESNR TS, LA L,
FRVRR LI RITNE RS hVwEEL I, BEOT I
AN —RBET A5 S, MRSA BEHEZ FBRET 512V
725 EEMES BT 5 evidence # B &O T, W7 b
PR IS SN TV ODNEI Db bEFNHEZ
EZENCERML, TnO0EREF¥RB0OALLT, £<
OEROIFZGAL LI IELSBRT LI e RITh
1, 200 RGO ERIERIC BT B [BEPIEGETH ] 12
3T EEDS R\,

Bl Z4E, 2014 412583 S 7z TMRSA BEAE D GHE A
4 FI A4 »—UFTH—2014]® (LLF MRSA "4 K5 4
Y EWEY) TIE, BEE® [1. MRSA 0¥ b &z a.
¥t | OIEIZ, ABREFICHB VT MRSA BEYSEDSFSRE S
B HEE L VAP ON IR 253 B HG 48) 2 65 T il €540 %,
WILEEDS 20%, B2 - #RER R AGIE DS 10%, FAlAIK
YREAT10%, JREGIEHIED 5% i f4 & itk S TWw B2,
ENOORBIZ VD74 2 ME LR ES G- ST
DB, 7R HIRREIC D D BICHIMRSA A2 5 LT
B THIEDNTELRYP DN RE, ZOEFN LR
BIZoWTREEN TRV, AT, EEEEICEAL
THRALZITNRE RS L VEETFHEICOWTIE
[ MRSA O &GP R OBE IEIZ 3Ol 3 & FERRC, 2
PR R 2 THEAM PP ROERPEELTH S, D
TzmAc | E2~3FFICRENTVELDATH S Z & LRI
5,

HAL# AR AYMRSA # 4 K54 ¥ R UFICIER L 72
HHIE, KE TR A & AKGE S 72 MRSA EAUE I RIRE %
A3 PN, ARIRICHEA SN TE TV LRI HE
T, 25O MRSA EAHESE O HIEEC— I O A,
FLEZONTHER LD D LR L TnD, LaL,
ENODOPMRSA EOHP: - HEZ2 A4 F 74 VI
L 727217 Tld MRSA BEAE X/ S N7ZDOTH A
Mo BB VIIIEITN 72 B IERI & RIRICBIIETE 2D TH
B LA, BELRZ L1, MRSA BERIEIC\W25
ISV RIS A2 b 2 BN A RN T L LTEER
HZIRRT L, SEROBEICK$ % # R 0 Zx ik 2 5t 3
ZETRENH )N [MRSAHTA K54~ ] @&
EZONAPIWELPFLT A2 TlE, HoTEZITHE
WENBPURHEE PG 3 UE MRSA RYE X HE T 5
L OERDET S,

F DM, i public comment & U TR &A%
& & HABHEGE R & ORI X B [k &gy
IETPHPIRES A F T4 v JIZREl S Tw 5 MRSA &
YHEICD b HRLBICHE I REDONH B, 2721,
SRSk ) A b2 RT, 2H 68 Hho# 70% % 5

HTVh, bIPLbh )R TVilEEdH o720 TIE
B DD e JEGLE 12 1S evidence-based medicine
(EBM) 23D {72 2 1B LR EHRIEEIHFIEL Tk
Vo ZDDIIHA KA VICHERHOHR L LT
il %4 @ evidence IZK§ A2 EFEZHE /L — L
TYALRVELTTI VI DT THILENEETH S,
CDEH%TyroE VNRRWTHESHAA T
4 7 2013 AEFER R [N TEBERE BT A K54~
2014 " CEARYDEIASHVONRTWE, 2O LI %
TG LT RWTA KI5 4 VIdH% 5 [recipe] 1
B 5 L oPHITRN R,
ZOFRTIZHARIYE Y% - HAUE AR &
L CTHAT S N7z [JAID/JSC IEGEIGHE H 4 K 20147 b
F oA 2 L X% 2 v Executive summary X°
Literature Review IZBWTHIH L723CHkIZDOW T,
SMELTHTIELEDTRDILETH S,

3. MRSA BEEDFESRZIED

ARIFT MRSA (2272 % {5 AN R GE B3 22 45 10 B
WTHED I )T EINTWE L) IZh 7201,
1985 4 1 ML 15 78 13 MRSA 25 & 2 5 B 234 12
RS0 TETWAH I LITEBEEYSHERINT, RELR
SMEE LR oTURkDOZETHAE, LEL, 0FEZ2HE
724 HIZBWTH MRSA DMK R e G T B 5
B EITh b AEEY, MOETLR{HKETFLNATVDS
Z &I, MRSA DA 7% b3 AFRD KGR B A2 DY
Bdhbo HAZTEI S, REOBRYIEREFSDOL N
VMIEWEBDLEDL R 2RV RIEDREEED T 2D
212iE, O B 28REIE PC 2SERICE A S /-y
B (1942 4F) I2BWTFTIHFAEL TV 2P 2 e R, @
ik, 7 R EREOBRMFEIHBENTRAEIIHE > TE
el HHVIEOMA THEESHRRIEA S
NTH ST P EREEIRPLIERAA SN LIk
o2l (ZENFETOMERBWOIT L A LT JEERE 1
Thotz) T, THATRVEBRZT O,
ZHUE EHREEOLFEIL, EREREDO L TIRE
DR E LTZ IO 5N TWE I EEZHD R\,

MRSA (25570 2 FrBITRE O RFE L, KiED GAIN
Act IR ENZZLH 2 P oA fElzE KT iR
DRFIZOARENT VDB Z ED S, RIIZTHEEDR
WHIHE ORI 5N TETwDE (I PHEOH
Ka2E2Z5 3 KEICBIL2HHENAEEREOBN
Table 1 ZHd), VK1 MRSA PLRSEOF AT IS
LA RZIED TV DB ZD X 9 R RFUEE L 72EE,
MRSA G235 0E L 72 B ISR BHH S X V02 516
WWEEHETOTH S D Do

YE[E O Al Barber™® 1 PC 258 A S 72 2 £ D 1946
BN S S b PCIRYE S. aureus 1% 200 B 25
Bl (125%) L@a#ITmL, I &iCZommpdsse
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DM (Unit X) (2P LT BN, 80 Btk 13 #
(16.25%) ASPCIHPERRT, 2WiMie L CTHET 5 & ki
AL S &7z S, aureus 99 ¥R 14.1% A% PC it pk
T, FLED 1947 41213 PC MK L 100 BIH 38%, 1948
AEITIE 100 IR 59% 123N L TW A LA LT b,

Barber 28 PC & 5-0xf 4 & U7 EL, LRtk a i
R RSE, RPER BIE SRR D TS 7 &AL
TRTS 83 BRI, IRHEZ R GRS, B, 5
B L), NRIRGSE AR RIRYE, W R, FL
KeZetegs, M) & Lo 38ERIT, TN S DIERNI
ABEL WA S AR Z2 LB E 557 8o 5REIEI9E
T, % < 1Zid bacteremia % toxemia 23PEFE L TW7z &
FLTWw5, /2, ZOMKRIOER T PC #4541
A U 7= 3 DO ZE B AL - TR e R oD 5 B B P ik e
BERENTELELTWS, M2 T, PCoOFEEIZX
Db MEIMEEICHASET S LRI Tnwa L
FIRHTH %o 7272, Barber D3 PC M PERRICHLA
EBWIELT, PCHGHNCBITZRE GECH D&
&) HHVIEFTRICOVTIMR TRV,

Wi, HIEL L7277 B 3R ERGSE T T L 72 RERIC
&, #4121 T pyaemia 25 HiEPH VLN TW S,
1891 4 Roswell Park® I3 U DR OHEE T L TS.
aureus & Streptococcus pyogenes \Z & % pyaemia D& %
U CT\Wh, S.aureus |2 X A pyaemia 1%, B 2 iXiafR°
T % &V o TIRBRRE TR A U 72 M Sk s,
HHWM AR CAWMEIERE SN, EEle L IR
DA P disseminated lupus erythematosus™ & % \»
¥ ecthyma gangrenosum & THFR S N5 X X /R
PAET, B L TR T IR ET 2 IR 2 2R L,
Z 2T S. aureus HMFAE L CTHIHT 5 DA% 63, SR
B LN B E M IEF L, PERHE 30 Hii#E %
FETH LA LATIET DT, S pyogenes 12 &
BT R IR B VT EMF B CTIEFSRE R H Z #E»
THL T 5 pyaemia & ITHRL B EFLLTWA, IEITS.
aureus DIFFEZ MIENIEH L 72wl TH %0

Pyaemia 7 % [ HIFEZ PC OERREALLATO S. pyo-
genes X S. aureus |2 & % WUIMLAE S i & @Y 72 [R5 HI Gk
TH 5705, BEIZPCAEHIRIEA SNZLFEICBWT,
S. aureus \Z £ % bacteremia (LLF SAB &W%9) 12X 5%
WERIIYESINTZOTH S I 0%

Spink™ & 1933 4E7> 5 1941 4£ £ T PC A LLET D
SAB DIETHEIE 0% TH o 72728, 1942 4E05 1944 4F F
TO 2R THLERIL 28% 12 F THWA L72A%, 1951 429
5 1953 DN 54% 12 EH L, ZoRIZ PC UACH
CPR TCREDMAINBEDIZZLEH T, 1952 4F
PIBE 1955 4F F TO M 1X endocarditis 12 & 5 SAB OJE
BIAHN BIRYD, ZFORITEHIT 805% 2% L T PCEA
BCBITARERELED L RWIRIC R o2 M LT
W5, %72 Spink 13 SAB DFETED A L /2B H I,

PUREE O S EHE oM, SRV B B EAN~D A
Za—LOAZELRE, PREELEOH L\ FHAE
LCELDBRED—ERTHS LFLL TV 5,

L# L, pyaemia 7 % 712 1955 E LR ICB W TH
PR B AT 5 BB TR EI G S NI A LR
5HEELMIRCIEME CHT LEMVICBWTH VS
NTwb, HEEO pyaemia i PC X CP » 5\ ik TC &
2N Z T erythromycin (EM) = novobiocin % £ L
TH BRI TELR o2 ENT VD, YT
phage %! 80/81 L Br S N7-BAE L HIMME 7 N 2R
HHFPICIER L, MR EIRS VIR TH S, &
LIZHABIZB W TIIAERE T A L TR WIERICE
WTH IR R IR L, B L7l dH b, X
FEBY, pyaemia & DR ENBBIET BIHRETH - 720

WS 3L, PCEALIATIZA S 117z pyaemia i3 dis-
seminated lupus erythematosus 7 & @ FHEEIZHE S A4
DOZRIEG L UTHRIE L7z a 7 R SREMERE L ©
LEINESABTHo DI LT, PIHFEEARKIC
A HN 72 SAB L, MENRLENERENICY =2 —L %
AL CTHREZ &G T 2R ESHRTISH EN 51
Peo TLNBERIZBIT LI LEZ 50D TH o7z, AT
THHIEZ AL COHMT 5 2 L TERVELHIME:
7 B BRI ESE IS D Z b > T o 72D D FE
Thhbo

Spink DEEIZMOMFIEZ 5 5 B EHE® ST 5,
ik, SAB OEHEIZIZZE < OFTAEE; Lz, 20 i
FROBPLIF, ZFOWEEN LR NS O
BHICE o TRBIZREL T 2 TH B, T U~ —
27 @ Staphylococcal laboratory, Statens Serum Institute
® Benfield 512 & 2 #EEHEHNT O A 12 L AL, 1981 4F
25 2000 4E F TOMIZSAB DI 1E 345 % H 5
217% F CTHA L7248, Wil AT 10 J3 R O FEAE & 13 18.2
25305 ICHMLTWD ER LTS, E72, ke
4e-SAB (HA-SAB) OFIEZRIZIEM 2.2% 3 280 L T
WA, HHHNEG-SAB (CA-SAB) X 64% 323N
LoDodhsLBEEL TS, NZ T, HASABARIET
% AEHE X 21~30 5t & 51~60 it T <, CA-SAB
WEIET B AERRE X 61~70 it & 80l LTH o L D
L Tw5,

7V — 7 OFEHRITIE 2000 4E F TORERTDH 275,
ZDRFHIIAFFOBIRICOVWT LR ED% Vv, T
TR L2 L 9118, RIFORYIERMEE TER I
Tw2 [MRSA 74 K54 ¥ ] 12i&, 38 L7220 bi
AN HIAYIZFLIR SN T W B DS, WEE R B EIIMERE LS
Wz o TR, EHICHIZR L7z & 9 I MRSA IR 7%
FrHPIRIEORFEIC D R 2150 T b MRSA &
HIE W) R PL SE S /24 72 & 2 W BRI, pyaemia 72
LHEPHUOHWSNSL Z LD F-EIHh 7L v,
MRSA 74 R 4 »121& MRSA BEIE & £RICBF CF
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Fig. 2. Staphylococcus aureus detected from blood culture from inpatients when clinical use of

third generation cephems started. Transition of MRSA from which the resistance mode to

aminoglycoside differs.

[, MSSA; O, GM™-MRSA; @, TOB-MRSA; ®, Mix-MRSA; &), Others MRSA; MSSA,
methicillin-susceptible S. aureus; GM™-MRSA, gentamicin resistance type MRSA; TOB-MRSA,
tobramycin resistance type MRSA; Mix'-MRSA, gentamicin and tobramycin resistance type
MRSA; Others MRSA, aminoglycoside susceptibility MRSA

(Konno: Pathology for MRSA infections. IYAKU JAHNAL, Osaka/Tokyo. 1991: p. 58)

FEONIILTHETLINENI LR, DL L DEH
BIRE AL TV 225 X )12 d 2 DT ) K
YT %059 D%

4. TRIBEOEREMBINETHD

MRSA IZFR 55 S. aureus OYFEIZ BRFICIE { A
L, TRZNOBEIIE U TIHAIER L T Lkl
L5ZLIIHDH, SHITHWEDOEGITMHE- T MELEM
WHEOWIEPB LA ENE L, TFYEHERIAESD IR
AL T %0 B2 OIBFEALICE S A2 L CHggl
TAHILEBM—DOHEHTHL, 72, W—OPWIENE
WG SN TS, HHVIZKESICE TN L PTRE
WCRBIM®A SND L) RSP E, BH I
L72BRRPE L TL %0 MAT, BIBMOAL LT,
77077 YES S OLFEWEIC L o THHESIC pro-
phage Z#5% L, MMEOWEMIIBEELRE 52 5. #
T2AHRPNCRA - WL 727 o R AME R ICHAET 5
BEAED S. aureus & WAV IRIFEW AR B L 2030, #
e WEEATABEBE LTRIEL TV OB T
5o CA-MRSA 3L FLL TV T L DEITH S,
MRSA 2RO TR L 72 ZE RO FREIL 1982 4E 124
H 5 A MRSA 12X 5 HEKR % BEN G % Zd5 L 2B 9E
EL7ZERNICRREINTVWSE, ZRIZE2D ST, W
{ODOBEHF e TR L 7-BENEG A ) B3 s
LIREDLOTHRETH Do FHOLDHITGAR T VREER

FAEPSIN TRV, Y, EHFLRINLOERZE
RERBUTME YR LR LT LD FAMH S
NTWRV, BDO70IZF O Z O K3,

% 5705 MRSA 12 & 2 BENEGC AT S o 72013,
PR A IR S N 2B YT E RO A, 5
gentamicin M (GM) S. aureus 2SBtH Sz 2 & I20k
T 5, ZORERNZIX fradiomycin (neomycin) @ fiEH 3
DR UM S Twiz, Ubukata 5125 GM”
S. aureus 1% aminoglycoside & % (AGs) @ 6-accetyl-
transferase (6-AAC) & 2"-phophotransferase (2"-APH)
DOH%RE % &b b D bifunctional 2 BEH % FEAET 2 HIHE
THbHZ e R L7z, E5I2GMS. aureus % ceftizox-
ime D74 A7 GHRM LICHEMET 2 &L “HRHBORE
IR ZER L CHRETAZ 2 /AL, 2% D,
@D GM" S. aureus \21% cephem &I filt 2 & Tif 1 AsHE 5
T2 (FEmY) MEsrHLH L EMY, methicillin 12
Lo THHFEMMESHET LI L2 272,

M 7% <, Ubukata 5%& GM" S. aureus DA % il
ML, FIVESKIKEINS X > THT# 75462 72 5 PBP-2' %
L, KIBWRANOREIRIRIC X o THED O mecA #Ax
T DHFET ZH ST Lz §H 5 2% =L cephem
FRIEAEIRIEA LIAD 72 49) 2 5, MRSA 2SS 28
OB S RN H LC, MRSA 25BN HiH L
TW R 2D ® 2 7-D1%, Ubukata 5% 7% mecA &
{27 % PCR CHRMTHRINTE D HIEEEZER L0 0

-
—
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Table 5. The aminoglycosides resistance type, coagulase type, enterotoxin type, and

phage type of MRSA which were detected from blood culture

Drug rsistance type Coagulase type Enterotoxin type Phage type
I: 15
In: 1
A:22
IV: 22 I+10:2
Nontypable: 4
GM'-MRSA A& B: 1 I 1
(32 strains) I3 B:3 m: 1
Nontypable: 2
Al Nontypable: 1
Nontypable: 6 .

P B:5 3
Nontypable: 2
B:1 Nontypable: 1
II: 20
C & TSST-1: 38 I+10: 1
Nontypable: 17
TOB-MRSA I: 53 I: 8
(54 strains) TSST-1:12 I+10: 1
Nontypable: 3
Nontypble: 2 I 1
Nontypable: 1
VIL: 1 A:l Nontypable: 1
B:1 In: 1
I: 17
C & TSST-1: 30 [+ 1

I:33 N
ontypable: 12
Mix"-MRSA TSST-1: 1 I0: 1
(39 strains) Nontypable: 1 Nontypable: 1
I:1
IV:5 A:5 I+10:1
Nontypable: 3
VIE: 1 A:1 Im: 1
I:3 A:1 I0: 1

Others MRSA
. Nontypable: 1 Im: 1
(4 strains)

v: 1 C & TSST-1: 1 Nontypable: 1

GM'-MRSA, gentamicin resistance type MRSA; TOB™-MRSA, tobramycin resistance type
MRSA; Mix"-MRSA, gentamicin and tobramycin resistance type MRSA; Others MRSA,

aminoglycoside susceptibility MRSA

(Konno: Pathology for MRSA infections. IYAKU JAHNAL, Osaka/Tokyo. 1991: p. 64)

W7 6%, & 612, MR 5l b MRSA
D72 H 2 tobramycin (TOB) % 5L 3 % 4',4"-adenyly-
transferase (4 4"-AAD) % j# £ 3 % MRSA (TOB-
MRSA) R ICU IZINAESN-BEL VRS2 b
ZRM L7 2O MRSA OMIRZ FERFIY - WA 5%
g5 EICL 5T, MRSA DTEELM 2D KL )
SIRBNICER L CTWo 22 L 2D o7, Fig 212%
DEREER LD, ZOERHILEOILFENIZEE THh -
7o KRR ASE TR % BRIl > C, M &k )b snrz
MRSA OWIRZ ARz — 7 0% TCIAER L 72K TH 5o
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A proposal for the future for the Japanese Society of Chemotherapy
Part 2. World trend of the development of antimicrobial agents

Masatoshi Konno, M.D., Ph.D.

Professor Emeritus, Teikyo University

Although antimicrobial development has become saturated worldwide, increasing bacterial drug resis-
tance is threatening the treatment of infectious diseases. In 2001, the CDC in the United States launched a
national action plan, “Combat Antimicrobial Resistance.” The Infectious Diseases Society of America (IDSA)
is taking the matter further than an academic exercise, trying to call the FDA and US Congress to action
with the slogan, “Bad Bugs, No Drugs.” In 2012, the FDA enacted the “GAIN Act”; however, many approved
antimicrobial agents are prohibitively expensive commercially and have limited uses because of toxicity and
their administration and dosage.

On the other hand, when I listened to a lecture titled “Cooperation of industry, government and academia
to promote drug discovery” in Japan, the representative of the Ministry of Health, Labour & Welfare
(MHLW) was so focused on introducing new policy to compensate for the discrepancies in the current medi-
cal system that the speech did not include any information about drug discovery. The representative of the
Ministry of Economy, Trade & Industry (METI), mentioned that more emphasis will be put on the develop-
ment of biotechnology-based drugs and the export of low molecular chemosynthetic pharmaceutical prod-
ucts to overseas countries because of the present excessive imports. The representative of the Science &
Technology council of the Ministry of Education, Culture, Sports, Science & Technology (MEXT) pointed
out that the “construction of infectious diseases research systems and training of human resources in the
field” are urgent tasks. “Countermeasures against the threat of infectious diseases and drug resistance” can-
not be achieved without the collaboration of MHLW and METIL.

How should the Japanese Society of Chemotherapy respond in a situation like this? For sure, great results
with nosocomial control have been achieved in collaboration with other academic societies involved in infec-
tious diseases in response to the widespread MRSA infections throughout hospitals in Japan; however, there
is a gap in the incidence rates between medical facilities with more than 200 beds and those with fewer than
200 beds. I wonder if the gap could be reduced by publishing guidelines and repeating the lectures. Empiric
therapy involves the problem of inappropriately indicated usage of antimicrobial agents. In this chapter, I
describe the ideal future guidelines, including the example of the guidelines on MRSA infections.



