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Table 1. List of documents with guidelines used to evaluate the standard antibiotic therapy
Number Document Publisher*

1 The JAID/JSC Guide to Clinical Management of Infectious Diseases JAID/JSC
2019

2 JSMM clinical practice guidelines for diagnosis and treatment of The Japanese Society for Medical Mycology
Cryptococcosis 2019

3 Clinical Practice Guidelines for Therapeutic Drug Monitoring of ~ JSC/The Japanese Society of Therapeutic Drug Moni-
antimicrobial agents 2016 toring

4 Clinical guideline of management of acute rhinosinusitis 2013 The Japanese Rhinologic Society
(Supplement)

5 Practical guidelines for obstetrics and gynecology 2017, outpa- Japanese Society of Obstetrics and Gynecology/Japa-
tients edition nese Association of Obstetricians and Gynecologists

6 Recommendations for the Appropriate Use of Antimicrobial JAID
Agents for Airway Infections

7 Practical guidelines for the management and treatment of infec- JSC/JAID
tions caused by MRSA 2019

8 Guidelines for Diagnosis and Treatment of Anaerobic Infections JSC/Japanese Association for Anaerobic Infection
2007 Research

9 Guide to the Appropriate Use of Antibiotic Drugs, Second Edition Ministry of Health, Labour and Welfare

10 Guidelines for the Diagnosis and Treatment of Sexually Transmit- Japanese Society for Sexually Transmitted Infections
ted Diseases 2016 (Revised)

11 Japanese Domestic Guidelines for the Management of Invasive Kyowa Kikaku
Fungal Disease 2014

12 The Sanford Guide to Antimicrobal Therapy 2019 (49th edition), Life Sciense
Japanese version

13 Package insert in USA

*JAID: The Japanese Association for Infectious Disease, JSC: Japanese Society of Chemotherapy

Rate of Approval Off-label use in antibiotic drug
¥ (approvals/examinations) (approvals/examinations)
ear
All Antibiotic Indications Do.sa.ge an.d
drug only Administration
2017* 92.9% 100% 16.7% 83.3%
(65/70) (12/12) (2/12) (10/12)
2018 88.0% 100% 57.1% 42.9%
(81/92) (7/7) (4/7) 3/7)
2019 85.4% 100% 52.0% 68.0%
(170/199) (25/25) (13/25) (17/25)
2020 84.2% 100% 38.1% 81.0%
(85/101) (21/21) (8/21) (17/21)
2091 89.5% 100% 60.0% 80.0%
(94/105) (5/5) (3/5) (4/5)
Total 87.3% 100% 42.9% 72.9%
o (495/567) (70/70) (30/70) (51/70)
*Since June 2017
FNZDWT, KEHL (Table 1) &I SCEO R - EZREL, 10 #ANZOWT, YRREGER &1 #io
I E 2GR 7238 HNE 20 A H Y, AL T SMEZBRIZHFEZITVWAERARIZW > TS
WP SE D) 19.2% % L7z (Table 4). it (Table 4)o
WA OSFEONRE LT, PrEdss 16 #2516/ n. =g
79 203%), Hiv AV ARG TRA (1/13:77%), MBS AR WAL, ALY
PLE RS 3 3HA] (3/12 5 250%) TH -7z 20 X 70 (14.1%) & MOSERHRE & T #ish
%'J@ I BLEINOZHE A N T4 ¥ ORI &% fEHHEE (Table 2, 3) "% <, BEHRIHBIIBITS

Table 2. Summary of application for off-label use
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Table 3. Therapeutic Category approved for off-label use (Top 20 categories)

. Number of
Code Therapeutic Category
approvals
429 Other Antineoplastics 48
399 Uncategorized metabolic agents 40
112 Hypnotics and Sedatives, Anxiolytics 36
331 Blood substitutes 27
114 Antipyretics and Analgesics, Anti-inflammatory Agents 21
424 Antineoplastic preparations extracted from plants 20
422 Antimetabolites 18
811 Narcotic analgesics 18
611 Acting mainly on gram-positive bacteria 17
625 Antivirals 14
117 Psychotropics 13
239 Other digestive organ agents 12
421 Alkylating Agents 12
613 Acting mainly on gram-positive, gram-negative bacteria 12
639 Other biologicals 12
111 General anesthetics 11
392 Antidotes 11
113 Antiepileptics 9
395 Anti-inflammatory enzyme agents 9
249 Other hormonal agents (Including antihormonal agents) 8

Table 4. Difference between documents and package inserts and status of application for off-label use (20 drugs)

) Documents Number * Application for
Category Nonproprietary name Route 1 ) 312 3 off-label use
Antibacterial agents Aztreonam Intravenous ©) - O O Approval
Cefazolin Intravenous @) @) O O -
Cefditoren pivoxil Oral X X O O -
Cefepime Intravenous @) - O O Approval
Cefotaxime Intravenous O - O O Approval
Ceftazidime Intravenous O - O O Approval
Clindamycin Intravenous O O O O -
Clindamycin Oral O O O O -
Daptomycin Intravenous O - O O Approval
Levofloxacin Intravenous X X O O -
Levofloxacin Oral X X O O -
Metronidazole Intravenous X X O O -
Metronidazole Oral X X O O -
Piperacillin Intravenous @) O O O -
Teicoplanin Intravenous O O O - Approval
Vancomycin Intravenous O O O O Approval
Antifungal agents Fluconazole Oral x O O X Approval
Fosfluconazole Intravenous @) O O X Approval
Liposomal amphotericin B Intravenous O X O X Approval
Antiviral agents Acyclovir Intravenous X X O O -

*O : Difference from the package insert, X : No difference from the package insert

PU A2 OIS I VEH D L FENE S FERE & L CTHERE
SNTzo FHUBEY R TIIHE - HEICH3 28
ISFEREEAY 729% (51/70) %2 EOTH Y, FFIZIK
FCE & WK 2 OFRBEA R L ORI & 7% -
TWAZEPWHLENER ST,
HAIZ B 2 %A1 (AMR) @57 27 2 a >
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2019 4F 10 H IR Z B4 AMR BP0 5 3
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BH SN0, 20T, KE Food and Drug Ad-
ministration (FDA) TIZHE& BT 5 PK/PD fi#
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The practice of antimicrobial stewardship for off-label use of
antimicrobial agents in terms of dosage and usage

Yutaka Fukaya', Toshimi Kimura”, Fumiya Ebihara’,
Ken Kikuchi’, Nobuaki Matsunaga’ and Yukihiro Hamada”

U Department of pharmacy, Tokyo Women's Medical University Hospital, 81 Kawada, Shinjuku-ku, Tokyo, Japan
? Department of pharmacy, Juntendo University Hospital

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

" AMR Clinical Reference Center, National Center for Global Health and Medicine Hospital

The optimal indications and antimicrobial spectrum of antibiotics may be revealed after an antibiotic
drug is marketed. In such a case, if there is a difference in the usage and dosage of use of an antibiotic for
an indication and at a dosage different from those specified in the package insert, it would be termed off-
label use. Tokyo Women's Medical University Hospital established an evaluation committee for unap-
proved drug/ contraindicated drug/ off-label drug use in June 2017, and managed the off-label use of an-
timicrobial agents. From June 2017 to December 2021, 495 cases (approval rate: 87.3%) of off-label use
were approved. In the approved therapeutic category of off-label use, in 3 of the top 20 therapeutic catego-
ries, the use was related to antimicrobial agents. As of January 2020, there were 20 drugs (about 19.2%) for
which there were differences between the specifications on the package inserts of antimicrobial agents
and each documents with guidelines. Although it is important to avoid unnecessary antimicrobial pre-
scriptions to avoid drug resistance, it is also necessary to create an environment in which the agents can
be used at a sufficient dosage and usage as to be effective.
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