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Thiamphenicol Glycinate Hydrochloride m#@tkst 1%
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2% 5,11 Chloramphenicol(CP) @ NO,-#:5: CHg:
SO,-HETcEBRINICHEOEH L\ L% Thiamphe-
nicol(TP) o & = DB e bW BV O EEBRAIE S
ERN T 5HRBHE, SbicRNBRBco ¥ E LR
R TN ieiER, TP 12 CP 0 X 5 AGNTRE
fbE&hn z e BiP i KIS »EE0L s TP Bk e
LTt S h, SERPEOEEIEL LTHRIHRE
haotrfdLic,

4 1H & b TPO KA M CH 4 H AT 8 7 Thiam-
phenicol glycinate hydrochloride (TP-G) > & ff «
B AL DILERER E LCoEBIRFE ML L

NTEDT, KRTIEET in vitro LE 7 bUIC
BB 2 RERELY LV E LD T IRBRET
%o

H NHCOCHCI,
CHsSOZ—Q-é—é—CHZOH
OH H
TP(M. W.=356.24)
H NHCOCHCI,
CHSSOZ—@-(':—(I)—CHZOCOCHZNHZ.HCl
OH H
TP-G(M. W.=449.74)

%1 TP-G,TP,CP %X vt CP-S o in vitro HE ) (MIC(mcg/ml))

\I’H 6.0 7.0

Test organisms TP-G TP Cp Cp-S | TP-G TP Cp CP-S
Staphylococcus aureus 209 P(JC-1) 25 12.5 6.25 100 12.5 12.5 6.25 100
Staphylococcus albus 80 50 12.5 6.25 100 12.5 25 6.25 100
Streptococcus hemolyticus Y-73-5 3.13 3.13 1.56] 25 3.13 3.13 1.56 50
Micrococcus flavus PCI 1216 12.5 3.13 1.56| 25 6.25 6.25 1.56| 25
Sarcina lutea PCI 1001 6. 25 6.25 1.56] 25 6.25 6.25 1.56] 25
Bacillus subtilis PCI 219 12.5 12.5 6.25( 50 12.5 12.5 3.13] 50
Escherichia coli NIH] (JC-1) 400 100 6.25 100 200 100 12.5 | 100
Escherichia coli 0-111 400 100 6.25 100 100 100 12.5 | 100
Escherichia coli K-12 200 100 6.25/ 100 100 50 3.13) 50
Shigella flexneri 2a 3.13 1.56 1.56] 25 3.13 3.13 3.13 50
Shigella flexneri 3a 6.25 3.13 3.13 25 3.13 1.56 1.56] 25
Shigella sonnei 1922 6. 25 3.13 6.25 50 6.25 3.13 6.25 50
Shigella sonnei MATSUNAGA* >1600 [>1600 800 [>1600 [>1600 [>1600 800 [>1600
Salmonella typhimurium 1406 50 50 12.5 | 100 50 50 12.5 | 100
Salmonella paratyphi A 1015 50 25 6.25 100 25 25 6.25 100
Salmonella paratyphi B 8006 25 12.5 1.56 50 25 12.5 1.56 25
Salmonella pullorum 25 25 1.56, 50 25 12.5 3.13] 50
Proteus vulgaris 0X-19 25 12.5 6.25| 50 12.5 6. 25! 6.25 25
Pseudomonas aeruginosa A3 1600 400 800 |>1600 800 400 400 [>1600
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1. In vitro k33 EH

TP-G 7 TP LEHEIC in vitro W\~ THIHE M
Rohszk, ¥BMRERERE (MIC) 3 HED
Mz A EENRDRRWE LIXEELYA T TIEH
EHELLBYTHB, FH|TIXESI pH 0Fic & L
75 TP & TP-G,CP, ¥ Xt Chloramphenicol suc-
cinate(CP-S) DMAERMIC MIC 2R Rbha L 5
MEEETS BN TEO pHE2 2 h 2 h 6.0, 7.0,
8.0 VIV 9.0 CHMELTHRHA LK,

MERABRL B R EFREF SR EERES MIC /)
ZEATRE LIBEEED N DN,

T, W ARSI Trypticase Soy Broth(BBL)
REAL 37°C i 22 K M B 8 LBEREEAFO
Heart Infusion Agar #z#h (Difco) N 1mm D F
SHEXAVT 2em EHFBEIKL, 37°C i 18 KR
# MIC Z¥IE LI, CORREY, F1IR LI,

F1ORENSHED L, TP-G 54, TP, CP, CP-
S WEFRLHENEZ pHE.0 DBE LD T A B Y il
5 23\ TP-G 034 pH 6.0 Tix TP r EF 0%
NEBLNEDORHL, pH 9.0 0 & ik £ A%D
WENIEVZ 5,

DT LFEELIIBRFLER L VP TAEL
& TP-G 37 v Y [ICTINKSG % 5 TP Lic b B

8.0 9.0

TP—G* TP } cp 'CP-S TP—G‘ TP l CP ]cp-s
12.5 | 12.5 | 6.25100 |12.512.5| 6.25/ 50
25 |12.5| 3.1350 (25 |50 | 6.25 50
3.13 3.13 1.56/ 25 | 3.13 3.13 0.78 25
6.250 3.13 0.78 25 | 3.13 3.13 1.56 12.5
6.25 3.13 1.56 25 | 3.13 3.13 0.78 12.5
12.5| 6.25 3.13 50 |12.5| 6.25 3.13 25
100 (100 [12.5100 |50 |50 | 6.25 50
50 |50 | 6.2550 |12.5]|12.5| 3.13 25
25 |25 | 3.1350 | 6.2512.5| 1.56 12.5
1.56 1.56 1.56 25 | 1.56 1.56 1.56 12.5
1.56 1.56 1.56 12.0 | 1.56 1.56 7.78 6.25
3.13j 3.13 3.13 50 3.13 1.56 3.13 25
>1600>>1600800  [>>1600>>1600">1600400 | >>1600
25 |25 | 6.25100 |25 | 6.25 3.13 50
12.5|12.5 | 6.25100 | 6.25 6.25 1.56 12.5
12.5 | 12.5 | 1.56/12.5| 6.25| 6.25 3.13 25
12.5| 6.25 3.13 25 | 6.25 3.13 3.13 12.5
12.5 [ 12.5| 1.56 25 | 6.25 6.25 1.56 12.5
400 400 400 [>1600200 200 (200 |1600

NERFEBELILDIDE V2B, IHILZ DHEEITLANZAY
2 TP-G KBROMASBEE LR LB b7
7V s TN O THEIMEHE L TPiRig B LW
SMENDLHEMTELZ L THD, ZhitKL, CP-
Six CP LH#L pH 9.0 TLHE IR 2k E D
T ik in vitro TRMAKFEE S M VWD L E 2
bhb,

TP-G 13 TP rRE#Y 5 ABMHE, BEE VTR
DRI b FIE L 2 S FIHEBE I I R A R
b,

TP-G o EEAKETCET S in vitro FEINZ,
2R T IR, BELY 10% i L-gEEA T
TP Dff & AR TR i U CHBE DO E T i
Roniu,

FBATRTEE O RBRESHIC 10% DE&CEME 2N
LD GEH D> TEW Lz,

II. In vitro [CkITBMELFEOFEE

TP-G % &5 3 % g L CENEFC R+ 5 MIC
DERTIEAYRRREC I OTL ORI,
KIRARLIcERBYVTH S, RBREITATROE 4 391

2 10% BmEmEticsts TP-G ofiEh

(pH 7.4) (MIC(meg/ml))
I, Sample
Test organisms\\ TP-G| TP

Staphylococcus aureus 209 P(JC-1) 12.5 | 12.5
Salmonella typhimurium 1406 25 25

% 3 In vitro itk b A RKER
(MIC(mcg/ml))

Smph%gcﬁi?és_f)“”“s Shigella sonnei 1922

TP-G | TP Cp

REFUEK

TP-G | TP Cp

12.5 | 12.5 6.25 6.25 3.13 | 6.25
12.5| 6.25| 3.13| 12.5| 6.25| 6.25
12.5 | 12.5 6.25 | 50 12.5 | 12.5
12.5 | 12.5 6.25 | 25 12.5 | 25
12.5 | 12.5 6.25 | 25 25 25

25 12.5 6.25 | 50 25 25
25 25 6.25 | 50 50 25
25 12.5 |12.5 | 100 50 25
25 12.5 6.25 | 100 50 50
10 25 25 12.5 | 100 50 50
11 25 25 12.5
12 50 25 12.5
13 50 25 12.5
14 50 50 12.5
15 50 50 12.5
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LV TER L,
#E3DERND, TP-G 12 TP ¥71x CP L £ <[
BT in vitro TOMEERIZPBERNLTI D 3ED
IR DOBEL R T 513 L OEIZED LR,
III.  RBEEM(CHT DARDR

1. FRIGRE R~ v ACHT % RS R

AE 19+1g © dd =7 R (3) ¥ 13 10 FEiE
F Lizo BABREE X Diplococcus pneumoniae DP-3 5 A
(type 3) ZMKEREH LD L) 1HS
HE* W42y 5ml w#HEEL, 37°C i< 18 Byss
BLIELLOXEERKE Lo COEERYEEAEKT
10 fEFHRRFUIZIER L, 10 LDg YT 2HHNOEK
0.2ml Fo%k <= RDOEBACEE L.

TP-G /bR & Uic CP-S i3 B 5556 1 iM%

F1 WHEANBREMPETIXT 3 E8MHE

TP-G
(s.cix5)

4 mg ' mouse
2mg/ mouse

1 mg/ mouse

Saline * 0.5mg / mouse
control‘-.. —Bact.control (i.p.)

172 3 4 5 6 7 8 9 10
— g

cP-s
(s.cis)

4 mg mouse

2mg’ mouse

1 mg' mouse

0.5mg  mouse
Bact.control (i.p.)

Salinel'-.
ccntrol\\_j
1 2 3 4 5 6 7 8 9 10
—» B

B2 BoEESRERRTIRINT IEAMBE

TP-G
(s.C.#5)

4 mg mouse
2mg mouse

1 mg mouse

\
Bact. \ Saline
control_\<:control

2 8§ 4 5 6 7 6 5T

—_—

0. 5mg mouse

4 mg.’ mouse
2 mg ' mouse
1 mg  mouse
contu‘:|4 »0. 5mg mouse

1 2 3 4 5 6 7 8 9 10

— g

.
Bact. \—Saline

Ncontrol

WERER TP X0t CP L LT O MERY <Y Ry
MET 1 ERE2ITIVEA LB L CEFRY
Rdfzo TORME. K1KR LI,

2. BIHEESERERG~ v AT T B BEEE
KBRBY, RBREEOAMES ORI OB EI2ER
FHARREC L A2RBO L E AL X5 ER Lico 3
ERBSX Streptococcus pyogenes Eyy(group A, type 10)
AL 10LDg OB HOHEK 0.2ml 2~ 2D
NEEE L, CORM#fE, M2IRLi,

3. BAERR~ v AT HBEYE

KRBT b OV ERF ROV TURFTER O SR E
BROBELRALTH Do LY ADMEKE L 2011 g
DHD%, RBE X Salmonella enteritidis No. 11 #
AL, 7 10LDg YT 2 HE % H I M
Lo, AERICX DY, K3IRLEk.

4. DOONRHKY ¥ Y F T RY~ v RiTHT B BEL
P

A8 20+1g © dd F<v 2(5)% 1 EiC 10 VLfE B
Lizo RBRBE X Rickettsia tsutsugamushi KATO %
DFEREEBIEL 2 b © OAFEAEBEABATHERL 100
LDy B3 5HIOEK 0.25 ml %= A DR
CHERET 5, B 24 RERI X » TP-G(TP #3C 500
¥ L0 250 meg/mouse) 33 X ORI & LT CP-S(CP #

F3 MWMREBREIIRICHT DEMHR

TP-G
(s.C.#5)
4 100
7
¢ -

" Bact. \,

50+ co:trol /"\\ 4mg: mouse

f 2mg  mouse
2 4 [ 8 10 12 14

100 =
% ™\
5 R
&
“’ 5ok . ‘&
50 Bact. \\ mg mouse
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“Img ¥
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[5 BWARBEBKTIAIHTIED:

W, 10LDwi.p.B5
—x— TP=G(S.C.#5)
/ —o— CP—S(S.C.%&%)
" EDs
50 TP—G 1.71mg mouse
CP~S 3.13mg mouse

0.1 1.0 0

XA

M6 BOirEHREERTIRHTIED:

. M. 10LDwi.p. RS
¥ —x— TP &(5.C. 1)
(%) —0—CP-5(S.C.1%5)

EDy
TP—G 1.42mg mouse
CP—S 5.82mg mouse

X 10 10

¢ 500 mcg/mouse) * fBH 1Mk 7 A ~v A
WO FETFTEHEL, FORFHRLERE 21 HEET
B LU CEDETFELHE LI, TOMEE, R4wRL
2o

L= v ARODOWTIEDICER, s Lo
fha e ) I LAERREKTARE L, ThirRRo~<y
ACHBELTEDY ¥ Y F7BEHE L. TOKER,
JIffivy. 102-5LDgy % iR L RRERTEF LIV AR
BV r Y FTRRBENTICEF LD EHERZ
hice

5. RYu=v Ricx$5 EDy O

%%6@%%@15&%%%%@%771&%LTE'

G DEFEHE (BER) o CP-S & HEHRF L
2, ched > 15EET5 BV THAREREL b
B BRI = v A5 EDg HEMT S
L&l
FERTEIAERREREROHACIR LD LIZ LA
EERIRLY, AE 17+1g © dd Fwv A (3) %1
Pz 10 TUfE B LBk Diplococcus pneumoniae DP-
3 5 A(type 3)3s X O Streptococcus pyogenes Ey (group
A, type 10) DOBEFRI (10 LDy, 12 fH24) 0.2ml 2
FRPNCHERE Lo SRANIEEEAE 1 IR ~ 7 AT
TFio 1 EE LTABRECT 5 10 B BOEFRELR
&LLWWHHEWRWMN&KJDEmO§ﬁ&L
tro FOREEENTLR, REBIUR6ITR LI
6. RIEBRCNTHEER

1% X022 ORKENS, MK WERE, ¥k

RE = v 2t LTz TP-G 13 CP-S Lt EEX K
THH LB ar T 5 L A% i thll Eo
iR ET B Laibhote, FRBRAERR~ Y AT
DR (K 3) TRENEN 10 HTEHAFETT S
EHIBERETI 14 B B2 CTHZE LN TP-G ¢ CP-S
EOMICERTEAE RDRIgHDIC,

Y r Y F7 R~y ADBAL TP-G & CP-S Tk
BEGRICH b RENRDNI, Tiobb, KRk
7 B o#EE RS- 0EER, TP-G Tk 3 BHTH
50% HAETFELTWB DR L CP-S o ZRILENRD
R LIZ LA LENRVCEEICHS S RGP 13 BT
WM Lico Thebb, V7 yF 7RG~ ALK
LTt TP-G 0z 5 2% CP-S L haie b3S nicias
TENED BRI, Tl LER DI~ v RO b O
BRI Y F 7 RBRBE IR TICERFL TS T
LRI NI, #E22T TP-G Y r vy F7 I H3
AYERL rickettsiacidal TiX/g < static [Zf@#< D &
Bihsb,

P EROBE L I b5 EDy DL L
THis RERERGge~ v 2icwf LT TP-G »% 1.71mg/
mouse, CP-S (% 3.13 mg/mouse, ¥ t4: B8 ER B RRYY
< w A1t TP-G 2% 1.42 mg/mouse, CP-S % 5.82
mg/mouse #iRL, ZHbOEH D HEFHHEA b TP-
G 12 CP-S X v EE (p=0.05) TH%I &&ilDi,

1v. #% B3

# L LEEEH] TP-G 0 in vitro 1w RIF BHEN
O OICHIER X0 7 v 57 BYe~ v AR5 B
R A BE Lice FORRIE,

1) TP-G % in vitro T TP L@ HENIZRL,
ZOHFBEERET v h Y BT B> THL 7
B LV L, Eiz in vitro W 31T Btk EHD
A BRI TR Lot TP-G 1 TP %
Lt CP LRABRICD B0 TH D T LhbdDf,

2) BhRERE, BMmMEHESERE, BAE, b
SNRBRY rYF 7R~y 2w L TP-G % g F#H
HUtesss, WRE L CP-S X hShicRE R
L, EDy Of#gErHd TP-G 1% CP-S & B L TH#HE
FHEEC L AEREE (p=0.05) 2FRD LN,

X Ak

1) WE W, @BFEL, &R R, URME, EE
#:%|] Thiophenicol » K@ # i+, Chemotherapy
14 : 421, 1966

2) HA(FEREFAMBHCEETRES MIC hE
A% SREWRILEE (MIC) REZ ORIl
&.>\+T, Chemotherapy 16 : 98, 1968

3) &R F, W , EH B, BE &, UK
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{8, & EFEsh : Thiamphenicol Glycinate Hy- 4) LANZA,P.: L’idrolisi alcalina di esteri basici
drochloride DE@BHIHE, 28 2#, Thiamphe- del tiofenicolo. Farmaco (Ed. Prat.) 16 : 196,
nicol glycinate hydrochloride %% Thiamphe- 1961

nicol ~ o fgE, Chemotherapy : #fg§h

BASIC STUDIES ON THIAMPHENICOL GLYCINATE
HYDROCHLORIDE (I)

In vitro antimicrobial activities and effects on infected animals of
thiamphenicol glycinate hydrochloride

Yasuniro Kanemasa and Tiexko YosHioka
Department of Microbiology, Okayama University Medical School
Tamorsu Kanazawa, Kivosur Kawase, Masaru Saro,

Takesur Fujita and Suinro YaMamoro
Department of Pharmacology, Eisai Research Laboratories

A study was made on thiamphenicol glycinate hydrochloride (TP-G), a new chemotherapeutic, as
to the effect on in vitro bacterial growth as well as the therapeutic effect on the mice infected with
pathogenic bacteria. The results were summarized as follows.

1) It has been found that TP-G has same in vitro activities as thiamphenicol (TP). And it is
assumed that antimicrobial activity of TP-G is elicited because it readily undergoes hydrolysis and is
converted to TP.

2) The therapeutic effects of TP-G have been proven to be even superior to those of chloramphe-
nicol succinate (CP-S) on the mice infected with various pathogenic bacteria and rickettsia, when
administrated subcutaneously.



