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[RIEEHE I, “PURPERE 0« Tifili ” & 5 FHEE
T O« BEAEHTA PR 7 36 OV« T REHE ST e
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T, A& DFUIECEE R AEREOMER 23 HHE L
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PUAEY B IR SER OB HE R 230 T 7= KD
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S AR - RN KOG ERY - AR [ AEER
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4 2B O R (F 7213 HAT) & FHEEIE, K4
OYIAEWEEREMOZFIZB N THE S h, B
DETIBRIZI O THE & 2 BUE OIS
KOHEEINEZ L LI N7,

[HPTEE] ORIEREC, [RISEHER E O — kel
L LTy 2 & MO HHEWERBER O T %
Flwd b 24 I VakBRESHE S hzn, Thb
DIRERIZ I W T O 5121 5 Byt 0 £ BR
ZAEBERT D Z L RDEN Tz, Thbb,
FEVEPVE AR R R 1Z 350 TR 0.5 mL O R BR 5 IA TR
ZRE 15~20g DR~ ¥ 2 DFEEHIRIZ 8~12
B THEATE2 I =2 — L 2O THNNERE
5L 72t D 48 I LIN D v 7 2 D BEHE % Bl5%
FTEZEMRDEN, v 2& I VRBRTIRIAL
TR 2 % T2 NL B X — L SRR A BN T
HUTEGHI AT, HSHEINR % F & Ok
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BIZEEL - RIC 2 — L ARRA Lt F T
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BN TV 4 F & v 3 MY E R LT
&, KE 1.5kg DL EDOREREZ w7 4 % % [6] 5 a1 [
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PEIC B S 2 JERG AR O i 1= B 5 B L 149 12
HEPLL 72580 1C BT, [RJEHEISE D & 7z T
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DS FE D 72 8 1247 5 WK 7 JERR IR AR & OF
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oD O@WRERE 7> L 3EMETH D, B
APVB R SE R & MR IS DV T D
REL &, A & a2 PR A LB~ DY)
DEANKRD SN T,

1) SMHYEHRBROREL

[HYUEE Tk, HIE DR TR TOIAEMEIE
SEE O JFHE & S FHPUEE AN D W TR
BABR AR L T, 19212 fTbh 7z Kbz s
WTIERHRMEOZE T IT 5 <, KE»SHA LT
WA MEIZDWTIE, KEFDA @ Code of Federal
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& Z A, KIEFDA X 198447 H30 HtDE
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W CHERBRO NI % SR L, [FF6 H 12
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1. FEFEEETOD & 0 PR 2 i L 2 o
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B S NEHA SN TWBE Z & &R L 72,

3. PAEWEOERMORE T, SE» 5 O
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OBk (FE, REMEWE, su~x 777

BICX B OfliERE) BEShTnwB L,

4. 1960425 1982 4F- & TD 234 [MIZ, FDA

&K BMEEZ T 72Ny FDH B, safety test

IHAETABEE L5720, bIr1/vy

F7ZFTH B &0 I,

KIEI FDA 7% safety test % Hilfs: L 7z i T A
AURE 2 S A U O 72 AR Ve RS2 T R 381,
[HYUEE] (SR 157 H D 5 5 DF45% 124
95 70MmEHIZDIFD, KE, S ORI I3ER
SN Ts L vsafety test B3 ARFO HATIZER S
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ZHIC I B ek CIERARIREEE T B 2 L IR & 2
B EREMEAE <, EANC 551 B PR IR S
2R 2 BB ARBR O B % W A U e,

JEAATIIHYU A E Wik LT, Flags /R
SR IR B 2 AL & U R BB
WFZedE [P E O E BRI I B 2
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R = R OEER SIS BT 3 F# 24T,
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ol 75 % RARO BEVEYVE Y A0 75 5§ 5 TR %
INT &S, FARR B E D T — & DMFE
BF, REVRBICEW TR B2 I NS “4k
£ &y S very major error DAG R & 5- 2 5 v RENE
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W E N, FHFLSKOWTTREMETH D 526 8
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FHIER E N, [FEERON R & 75 5 HiAPrE REE 5
O ity H BUIAIE B HIk & 7z,

~ﬁ,ww$@uﬁ7bﬁ:@m@mm%
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1980 40D USP XX D IF. %) T “Bacterial Endotoxins
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RIRZ X 2MEic BT, FFHHEA 62 MmEIZD
WT, K4 DEESHEIC X 25 BREGREICFE D W T
TR AABEIC A TETMBRLZ BRI 5
SBOEFREAERR & 7z, RIFZEHEIC & 2R
JEAERRIERARICRE S N f«’ffhiﬁ@#nnfﬁ
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B » 2 FEL TR, BRIt 2 30
AFEEGTH-7=07T, BHa -y FHORENT

R =TTz,

b 24 3 VaRBRIE, SM LI EIN CRRIR
SNIED 72 KIRDVUEWED S 5, s i
AR TEEA L, &%Uabfmwehém
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ZHL TS Z EIc kDA Z R E N Tz,
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®2. 22 IVHBHRMEORSOEH
HUEYRR AR A ot P
aclarubicin hydrochloride KT, HDCIEREE

bleomycin hydrochloride

ERICIMERE T & D, HDC R

bleomycin sulfate

ERIZIMERE T M & D, HDC A

clindamycin phosphate FEWF LR, KRR, HDC IR
colistin sodium methanesulfonate WAl L

daunorubicin hydrochloride LT A, HDCIEPEA:
dihydrostreptomycin sulfate Bl Bk

doxorubicin hydrochloride P, R

enviomycin sulfate FESLTRY, HDC JEREAE
lincomycin hydrochloride KR TR, HDC Ik

mitomycin C TR, HDCJEpEE
oxytetracycline B B bk

oxytetracycline hydrochloride S Al L

peplomycin sulfate

ERICIMERE T & D, HDCJEREA:

spectinomycin hydrochloride

HDCJEREE, i 2D

streptomycin sulfate

BT (Ke 257 V), HDCIEME

teicoplanin

PR AR D, S0OE TR - R O s L

zinostatin

FERTRE, B E DI

TR - R TR AN O 2 ED, KEMET I VLA e niis 2 TRERS
TR« RREPED TR KRBT I VA SR T n T & % iR
HDC JEEE « Al e 2 F ¥ VR IBR%F  (histidine decarboxylase) % PEAH

P

12BN TOABE XN TSRk R
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Antibiotic products, like vaccines, had been regarded as “biological products”, due to their
natural substance quality from being produced by microorganism fermentation. Consequently,
they were dealt with legally as “inspection objects” to be subjected to the national certification
program.

In the early stages, all processes of fermentation, extraction, purification and formulation of
antibiotic products were unskilled practices. There were concerns about unknown toxic, pyrogenic
or depressive substances that might be preparation contaminants that could possibly be
administered to patients. Therefore, biological safety tests using mice, rabbits and cats had been
imposed on antibiotic preparations in order to detect the existence of any such harmful substances.

Antibiotic product development was so remarkable that many chemical derivatives
possessing higher activity, or improved pharmacological characteristics, had been introduced into
clinical use. Under such circumstances, it was determined that the traditional ways of dealing
with antibiotics as biological products were irrational. A more rational approach would be to
handle the development in a manner similar to that used for general chemical drugs. As a result,
the national certification of antibiotic products was abolished and the “Minimum Requirements
for Antibiotic Products of Japan” was integrated into the “Japanese Pharmacopoeia”. During the
integration process, it was necessary to revise animal tests that did not conform to the principle of
pharmacopoeia. This was accomplished by either the complete abolishment of or replacement
with appropriate chemical tests.

In this report, we investigated, analyzed and discussed the biological safety tests imposed on
antibiotic products for their importance of enactment, the transition of experimental procedures,
and the sequence of events involving the reconsiderations and abolishments.



