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ene - 2 - carboxylic acid disodium salt |34 % % 84K KT IC
BT, R=v ) yEBERE LTLEMICAR SN £ H
LAk % &> Oxacephem RIUEMEATH Y, BED+
7ru 2R YREMHEICER LTS 7 2BUREINT 5
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EMREH E Th T EY?,
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1. HRMBASUVICHESE

HEEORE DS D L7 S. aureus 30 £k, E. coli 31
¥k, Klebsiella 23 ¥k, P. mivabilis 30 £k, P. vulgaris
15 ¥k, P. aeruginosa 30 kD 6059-S \zx$3 2 &2k
ZRE L, ERHCHEZ L7 CEZ 1T d 5 SEE & Hoby
Utzo 7045, HEBEEIMRE LT S. aureus 209P JC Jus
E. coli NIH]J JC-2 izxtd 5% 6059-S & CEZ D&/
FEHHLLME MIC) ARMFICHIE L, IR
3 AR R Iic X 0P, HIA (EIKEN) %
ROTERIRAHREICL D720, &R Tryp-
ticase soy broth (Difco) 1 WIERFERAEKOT S
&, €D 100 FEHIFIED 2 BRICOWTERBL 72,

2. Rk

S. aureus 209P JC ic#4 2 6059-S » MIC i,
JRHEERET 6.25 pg/ml, 100 {5 FHRGIEE T2 312,
/ml %550L, CEZ & MIC 1E#EET 0.2 pg/m,
100 £EFWBEMTI? 0.1 ug/ml % RUT, E. coli
NIHJ JC-2 icx4 5 6059-S o MIC [3E#EER, 100
{r FRWIEFEE 17 0.2 pg/ml %551, CEZ o MIC
R EIERE, 100 {5HREIERE i 3.12 pg/ml 27
L7,

WH BB 6059-S KU CEZ icxdd 2 BZHAN
12 Table 1 T/RTEBOT, S. aureus DBERZHHE
DY =213, 6059-S (23 L TIIIRHIERT 12.5 sg/ml
17, 100 {EFHRBIEE TR 6.25 pg/mliZEH SN, —
7 CEZ izt U TIIF ikt R, 100 fSRRmERL b
0.39 pg/ml ICBH S htz, E. coli DEZHAIHOE-
713 6059-S 123 U T It H5E < 0.39 pug/mlic, 10
{EFHRBAELTIZ 0.2 pg/ml1IzBB SN, —F CELK
U TIRERERT 6.25 ug/ml i, 100 (EHREEE
T3 3.12 pg/ml 1T Stz Klebsiella DEZHER
DO~ 2713 6059-S (=34 L TIZEHIERET 0.39 u/
ml {2, 100 {EFREIEFETIE 0.1 pg/mliCBH 51
—7% CEZ iz U TI2 B # R = 1.56~3.12 ug/ml i,
100 (EFRIERE TS 1.56~3.12 pg/ml i< Bl
720 P. mirabilis DEEENHED € — 713 6059-S (KA
UTIRERERET 0.2 ug/ml 17, 100 {5HREEET
i3 0.1 ug/ml 2B SN, —F CEZ el TREK
PERET 12.5 pg/ml 12, 100 (SR REGEETIE 6.2518
/ml KEH SNIze P. vulgaris DRSUEAHOE—T
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Table 1 Distribution of susceptibility of clinically isolated bacteria to 6059—S and cefazolin

MIC (ug/mD)
Organism | Inoculum size | Antibiotic
<005] 01 02]039]078]|156|3.12]625|125] 25 | s0 | 100 |100<
- 6059-S 13 16 | 1
Original CEZ 3 18 9
S. aureus B
dinted | 60595 vl 1] 1
100 x ditute CEZ 1] sl
- 6059-S 8| 15| 8
Origina CEZ 13| 4| 3| 2| 2
E. coli
00 x dilutea | 60595 gl 17| s |1
100 x dilute CEZ 2 20| s| 3| 1
- 6059-S 1 6| 13 2|1
Origina CEZ 8 | 6| 2| 2| 3 2
ebiell
100X diuted | 69598 9 8| 4|1
fute CEZ 9, 10| 1| 1 1 1
orisinal 60595 15 13 2
rigina CEZ 1| 9] 13 5 2
P. mirabilis
. 6059-S 15 | 15
100 X diluted ooz s | g s X
Orisinal 6059~ 13| 2
rigina CEZ 1| 14
P. vulgaris
6059-S 8| 7
100 X diluted
00 x dilute CEZ 1| 3| 3| s
Original 2 13 10 5
P. aeruginosa 6059-S
100 X diluted 10| 13] 4| 2| 1

Fig. 1 Correlation of antimicrobial activity between
6059-S and cefazolin against S. aureus
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50,05 / £0.05F
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Cefazolin #eg/ml Cefazolin Heg/ml

(Inoculum size; original culture) (Inoculum size; 100 x diluted culture)
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{2 6059-S 1T L TI3SIMHERET 0.2 pg/ml 2, 100 S ACHIY ZIBEMAII O €~ 713, BT 50 4y
TR T 0.1 pg/ml iz 88 S h, —75 CEZ ic ml 17, 100 F5RRKILRITIZ 25 ug/ml I Sz,
KU TRETREIT OB 5 42400 100 pg/ml AL O HBIC DT, e OBBKD 6059-S & CBZ iy
ZRU, 100 RERFBEERC 0 TH 15 B 14 it T3 RENOMBA Fig. 1~Fig. 5 173012,

50 pg/ml LI EOTRtEEIR U120 P. aeruginosa @ 6059-

Fig. 2 Correlation of antimicrobial activity between
6059-S and cefazolin against E. coli

pg/ml He/ml
>100 >100
100 - 100}
50t S+
251 aSr /
12.5¢ 12.5+
" 6.25} “ 6.25
% 3.12f & 3.12f
B 1561 3 Ls6t
0.78} O X H 0.781 .
0.39F LN - "SI N 0.39+ D BRI
0.2 N s 0.2 F . !_t. g
0.1 NIHJ JC -2 0.1 o RSNIHJ JC-2
<0.05 0.05F
1 1 1 1 1 1 1 1 1 1 1 1 1 . 1 1 1 1 1 1 i 1 §— I !
<005 0.1 0.2 039 078 156 312 625 125 25 50 100 100< <005 0.1 (2 U39 078 156 312 625 125 25 50 100 100<
Cefazolin #g/ml Cefazolin wg/ml
(Inoculum size; original culture) (Inoculum size; 100 x diluted culture)

Fig. 3 Correlation of antimicrobial activity between
6059-S and cefazolin against Klebsiella

pg/ml #g/ml
>100 >100
100+ 400
501 50
251 5
12.51 12.5F
6.251 6.25
o 9
» 3.12f Q 3121
8 (=3
1.56 . © 156 ’
0.78 - . . 0.78+ .
0.39F 2 k, $ o o 0.39F o 8 .
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Fig.4 Correlation of antimicrobiel activity between
6059-S and cefazolin against P. mirabslis

pg/ml B #g/ml
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Fig.5 Correlation of antimicrobial activity between
6059-S and cefazolin against P. vulgarss
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L & 11 #lic 6059-S A#e5: L7, Table 2 iC 6059-S £
- R ENRE cOBRKE, FEE, 605-S H5H, KE
1. BEAREDUVICHEFE 2R, BIfERE—ERR LI,
BN 63 &£ 11 B oMM 5448 5 AORIE, %A '6059-S D5, FEHM 2, 3, 5, 6, 7, 8, 9, 10iC

BABOMZ% 1 4, Bt MR 141, UEA 2DV TiE, 1 ER 1~2 g % 5% xylitol 300 ml ic¥
BT 2 5, BRobpeo HIREE 1 51, B L, 1 BREAEL TOAMBEEIZIZ 12 BERIOR
Rkpbo 1 RES 2 BY, RoBtss 1 4, WEWX 3 4, BT 1 A8 2 [T, EH/ 4, 11 iK20Ti3 1 &
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Table 2 Clinical results with 60598
Causstive Clinical | Bacterlological
(#u:e Age | Sex | Clinical disgnosis | Underlying disease | 0 o Medicatlon effect effect Side effect
Cerebral
thrombosis
X 3x2d ? ?
1| 8 | M Pneumonia Congestive P. aeruginosa | 18 Liver demage ?
hoart failure
2| 63| m | [nfected Pul emphysema | H. Influenzae | 25X 2% 8d Good ? None
pul. emphyscma
Diffuse .
A lgX 2X 3.5 Poor Persisted L
3 41 M panbronchiolitis Bronchial asthma P. aeruginosa '] iver damage
4| ss| M Diffuse ) 11, influenzae | 1g X 2% 94 Good Eradicated | General itching
panbronchiolitis
5| 65| M | Infected Pul. fibrosls H. influenzae | 15X 2% 74 ? Eradicated None
pul. fibrosis
T Infec d S. pneumoniae
6 45 F 'l‘ e“c, Lung cancer S. aureus Igx2x12d Good ? None
ung cancer K. pneumoniae
7 66 F Infected Lung cancer E. cloacae 2gX 2% 13d Good Persisted Miaomgic
lung cancer hematuria
Cystitis D.M. . 9
8 72 M (Complicated) Cerebral thrombosis Kiebsiella lgx 2x 8d Good : None
Chronic
9 48 M pyelonephritis Polyneuritis E. coli 1gX 2% 9.5d Excellent Eradicated None
(Complicated)
Chronic
10| 74| F pyelonephritis _— £. coli 1gX 2% 5d ? ? Drug fever
(Complicated)
Chronic
11 85 F pyelonephritis Cerebral thrombosis| B. fragilis 0.5gx2x10.5d Good Eradicated None
(Complicated)

0.5~1g %2V Y4% T, 200ml /AL, 1 BEAEL
TOAMHEAIIZ 12 BEOMEBT 1 B 2 BEfTQ
W, R 1o Tid 1 A 1 g AEEAEEER
Y4 Ts G100 ml iCVERRL, 1 BRIAZELTO AR
HERIZIZ 8 RO T 1 B3 M, 5t 1 B3gd
WE AT 70, 133, 6059-S 51T %37 - THAK
S EA FHL, RICBRYUTHECEX2 HhbrkIc
6059-S 245 L1z M BEANRIGHHED 72 % 6059-S #%
BAELEILBEN | AIFELEL,
BESHTOMEICEE LT, 6059-S #5%, Mbd T
DHICERDOHEATY, 6059-S B E5tiE# S EERD
BRAESLVIESAESL, 6059-S B5EHE, WoLH
ICERORE AR HEEEL, 6059-S HEH#ER
OREFAAZ DD G, HBHVIE 6059-S H5ick by
15 MICEEROBEATZH TS 6059-S Bk, iE
ROBRESB I BEZPPEL, 6059-S ##5i1ck-T
FEROWEABD SNLWGA T ES, LERDELY
EL, o, 6059-S B 5RROFREDOMEAKiC

L THIERNIRIR 2L, T, BRARLHELL,

BROBEOHELFTLT, 6059-S OEIfFEOHE
OHEAXBMELT, BMEEROBRATRIELD
I, 6059-S H5al#OKMMBE, FF- Bl R
RiztomrFzrEHLI,

2. Rk

SR E Lz 11 Blicsdd 3 6059-S DiEpRild, B
IReicESh 1 61, B% 6 &, ®zh 1 4, RH3H,
MBEAICIZING 4 B, BERAE 2 41, AW 5 BITH
> 70

UTF, SEFIKSVTRABDEELZRT 50

Gl 1, 85 F, B, W%

LARR 2 o 72 LB SIET & D EFEL T,
TREIMASIE D BFBRICBIBENTHiZ 2 ABF Lo MPIPCH
ABPC % 2 BR#57 5 bEY, 6069-S 1E1¢7
21 B 3 ASEMET 3 bRBET, LASERED
TEEELY, 6059-S @5 3 B HICEERICLDEL
U7co BEL-RIE DHRERET GOT, GPT, BUN 5V
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Chgs VT F =Y OBE LR ERD I, LBAKIRE 4

HORERAME Y P. aeruginoss MM Lize
&0 2 63 F, B BREN-STHIR T
§~6 AT L D ERFRER AL T o 1T A

ik DOFRERNE L, WAL, H. influen-

we AKH, 6059-S 1 2¢g 32, 1 B 2 EAMR

BUAECH, FREMER, %A RICIIMGE ORI

iz CRP (b Lo
£6 3, 1 F, B, UEAMRMEERR
16 TOEL DEEXMELH D, LBRWEREE K

gLTWAN, &2 y AL D%, IRMERHS, &%

®E b H. influenzae %t Ui 7o, Ceftizoxime 0

WEATRVKKER P. aouginoss 750, BIK

ficKED S Sk, 6059-S1E 1g 3> 1 A

2 EAHBERER LR, 6059-S 5% X - THHE

B L, MEEEhIRYE & 75 D SR MBLL 2k DL

LHEsh, FRICE ) v E Y ROEFRLALD,T 3.5

AR, 5 7 g TS ATE Lk, B5duttk, A

O MR EIC T GOT 990, GPT 1,720, AKk-P 13.6,

hit% 3 A Biciz GOT 742, GPT 1,518, Alk-P 14.0,

Bryrey 4.8 mg/dl, dikte 7 BEIRIZBE YV
Evi 8.2 mg/dl & -2 KL, TORIIRBITE
FU#o thits 34 BHICT GOT 10, GPT 24, Alk- |
P75 Re)aey 0.7 mg/dl EERLLIE, 0%,

KEPRFP V7 RBLOT b 594 7)) Y CRBOY
#FR SV ACTH itk 3Y a v 7 OBEERD -7,

Ehl 4, 58 F, B, UTAMRAMIEIL

10 4FRTK Dk, WHEDH D, BERIX D [FREH
B, Bk BEIEE L7, BEXD H. influenzae %5}
L, 6059-S1[E1gd>1 B 2 EAEHEL, %
BRBD LB @ H. influenzae HIEKLT%, 6059
-S#5 9 HBICAKBREH, SHRMEERNLEL
felep@S el Ui, JMERIL, H5hILERE b
%L, FHBEZIBDONLIL ST,

& 5, 65 F, B, Bk IRMELE

M 10 Rl K DBk, BEEDH D, ¥ 3 Y ARIK D ¥
REMEBARL, wkEEmML, RBVRETR X O itk
ELLM Lo H. influenzae %538 L77o% 6059-S 1
l1g 3o, 1 B 2ESHHEL, BHEDO H. influ-
enzae {3{H& U708, WERTX D EEISIERY TREO
FEREDL (. BRYHBRRIABE L

B 6, 45 F, 7r, MELE - 1B

BEmic THER OB 5 38~39°C DRMME, MRk
&Y S, aureus, S. pnewmoniae, K. pneumoniae %,
6069-S1 [ 1g 9>, 1 B 2EAERELILECS,
2 HEL ORML 1,

O 7, 66 F, K. MHEHHIIE

AR 53 4F.k Dk D, MBS IONT S, AR
BES TR, 2~3 4 ANIE D FREMME, W
WAL, MWHMOHBRUAAY, CER1[M 1 g 3",

o1 B2 ESIGENET S IR MIREK D E. cloacae %

MR, MeptbIR SR 2S5 2, UL, 6059~
S B kbMKE D E. cloacae & S. aureus ZH L,

(‘;,ﬁ&m@‘m’%&mm&fmof:° Fte, AFIRSH—iB
BRI R TR 7o 7B BRIERIE, R=v Y v
" HICE BRMT LA~ DEEEDD - 720

=O 8, 72 F, B, Wbt

BEERTE D WRROBRER I T, #1477
M, RMSERE, 2hick 3 HBBEMEAHEL,
Bk %488 L7co AMPC 1 B 1 g #5753 bIMRK

. ¥+, Klebsiella 10° /ml Ll OFGRHED St

Jedb, 6059-S 1 | 1g 9o, 1 A 2 EAGHEL, 3
A BICIIRRIZBL Lo

fEG 9, 48 F, B, REWIWA

SRMUMB RO 1D H 0, Lid LR
BREYEE DBL, HEARSICKO—FMICBHRLT
Uz, 37~38°C OFR#E & bICHERN, BRIRRIEL,
B8R (500 fB/1 B8, RELD E. coli % 10° /ml itk
L7, 6059-S 1 [A'1g 3D, 1 B 2 EAEHEL.
A, 4 BEHICREBERELL, RKHE, E. coli
bifk Lo

G 10, 74 oF, %, WHEWEWL

8 ERL VBB EBACTEBOBREKIZIZEAL
154, REBEHEDELTH, M54 £ 1 AR
KD%E, WREDD, RED P. aeruginosa ZHHi L,
SBPC1 @ 2g ¥ 1 B 2 EAKBET 2 bRME
3, E. coli iC@RZRLItc, 6059-S1 [ 1 g 3>
1 8 2 @EAmELECA, 5 BELD 38°C OfF
MHBEL, AFICK2REEEZIDIELT,

ZEG 11, 85 F, &, tREWRWA

BRI AREE T 1 D BEFRREE D 72 30 REGIRZIE % < ViR L
Tz, 37.5°C RS DH%H, MRICHN LT ABPC 1 [F
500 mg 90, 1 B 4 EROHF5T 2D, HLBERD
tebrik Uco BRED B. fragilis % 10° /ml U7
fz¥b, 6059-S 1 [ 0.5 g 9°2 1 B 2 A AiE#ELx.
PET FEV oA, MBIRIIHE L, B. fragilis 2Bk L
7o

PILE 11 BlicDT, 6059-S #5HikicERE LI
RERZERHKIZ Table 3 WRLEBDTH B, FEM 1
KB T GOT, GPT OEEN R KXY BUN, mEs
VTF=vD ERREBH O, T, EH 3 TH
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Table 3 Laboratory findings before and after administration of 6059-S
Case No RBC Hb WBC S-GOT |S-GPT | Ak-P | BUN |S<Creat. | Prot,
ae N1 (x 10%)| (g/d) (L) (U) | (K-A) |(mg/dD)| (mg/dD)| urine
1 B* 411 13.6 | 22,200 62 33 — 63 2.5 P
A —_ —_ — 1,255 1,149 5.0 97 4.2 -
2 B 454 14.3 9,200 46 35 7.6 14 0.6 -~
A —_ — — —_ — _ — —_ -
3 B 493 15.7 19,500 20 31 39 14 — -
A 490 15.3 | 12,400 990 1,720 13.6 23 0.5 t
4 B 507 14.1 8,000 30 32 7.1 16 0.9 -
A 517 14.0 5,700 32 16 7.1 —_ _ -
5 B 383 11.1 | 10,900 29 26 13.2 31 1.1
A 371 11.3 7,900 23 8 7.3 14 0.9 -
6 B 384 11.1 11,200 36 51 10.7 9 0.6 +
A 364 10.6 12,100 20 26 6.7 9 0.8 +
7 B 292 9.1 | 11,900 25 21 6.0 12 0.5 t
A 320 9.4 8,400 26 17 6.4 15 0.7 +
8 B 390 12.3 6,400 28 46 10.9 21 1.0 +
A 413 13.0 6,700 37 58 11.0 19 1.0 -
9 B 379 11.5 4,500 21 22 5.6 32 1.0 t
A —_— _ - —_ —_ S R -
10 B 369 11.3 8,300 — L e — 44 3.4 +++
A 365 114 | 16,500 26 14 4.3 37 3.6 4+
11 B 275 8.1 7,000 25 13 6.0 43 2.7 +
A 263 79 6,400 36 21 6.0 34 2.1 +

*B : Before administration
A : After administration

GOT, GPT, Ak-P OBEED R 43, MEe ) vy
ViEb 4.8 mg/dl & LR L7, APITIE, 6059-S %
Bkt GOT, GPT R4 ICIEFL, MY vy
Bk 7 AR 8.2 mg/dl & —FhZ -~ TER L7
2, LIRIET U 6059-S $#5rhik 34 A B OFFREER
BRBHT, TNTERMBEZERLL, TOh, FR0oLEY
JEB) 4 TIZABRIERD, FEF 10 BlTi3RsA
Zheh, KHEKSCEELTED SN, 56/ 7 Tt
BAMSE R R As— @M T 38 S iz,

o % %

6059-S {2, P. aeruginosa &7/ 5 ARMASEIC
MLUT, #FESCAOLNTE 7 r 028 vRE
EYELD TN HEAERL, F7, BEMED
B. fragilis it LTd, MENERTCEAHHLE L
1=—7 G ALFBEE O ONMEYMETH 2, SEE
UK EORFURERELS T, S. aureus
KX 2 6059-S DHLENIX CEZ OB L D hts b

45, E. coli, Klebsiella, Proteussp. \zxtl, CEZ
L DRBEDICHNEHETRT T LN, BELETRT
DEHRICONTED SN, T2, P aerugmoss ILH
LTH 12.5~25 pg/ml OBET REMEATRICE
M. B o,

A, 6059-S % Ut 7 HOFRERMEO)D
3 PIREEDLAREH 2 I MidE KRRy, 3
Ftho 2 FHIT F AMIRERE AT, LThE
RO REWDHCER TH - 7205, Thd 5 Pk
AWt T FIhER 4 Fl, W 1 F, HWERE 20
BWIRZEDSED SNrz, ELiT, H. influenze % B%
WE L7 3 MR, VI bEERE S 5V BEFNT
BYHORBESBD SN, 1, B0 1§k Poenv
ginosa 1T & 2 U % AMEIREISE XLDERTSHY, 805
-S DI HD» 5#EZ T P. aeruginosa itk LIERER
GUEICK U TR AS B obici, K oIEsRE
HWINd 2 4ENHBDTIIRODEEZ SN,

RESTEAYE 4 B2, LN IS0 RETS
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S, BHERORDHRHERED 1 PIERNT, ¥ S 1 A, EMsRmImIR 1 FloM 4 ERTH -7
%15, At 2 PIOBKZHRED o, B. fragilis PEDOMALD, 6059-S i3 {b#MEDZHRA DM
BLAaHT 2 ITREEPNICOERTE - 7 WEFIC LT b BN BRIRERNT IR TH S
SLEOE ST 6059-S itk b, BT < lRme) B D B-F 7 2 ARGUEHE E FMic, R5ICHRL
B b, —HICENT 11 fith 2 BlicR s TRERAOHBUCHRT~ETHD, L ICEKRIEN
BERH 5 VORFEMEV D BEURIGE B LD BEIE BRPT V¥ - EEDH BEAIC BN TR, BIREO
ANED b, Fit, HITHEEDFREH 2 Bl ic REIEREILILENDHLEDLEZ SN B,
gponid, £0S5E0 15 (EP 1) 2 BUNXQ
LUK M VT F =YD LR b RRC B SNTE X L
p, MO EBERE UTHEELALRLOBILICK D 1) NARISADA, M.; T. Yosuipa, H. ONour, M. OuTANI, T.

LOTHBS LM, 0 1 5 GER 3) k¥ OxADA, T. Tsuj1, I. Kikkawa, N. Haca, H. SaTon, H,
wTit, GOT, GPT OEEF LR-& & blcmke ) v ITANI & W. NAGATA: Synthetic studies on 8- lactam
SO LR OB oh, i F 6059-S Ehicy 4 antibiotics, Part 10. Synthesis of 7 8-(2 -carboxy - 2 -
)vzﬁtﬁﬂébf%i L TRt 2B ST 3 2 & RATHET (4 -hydroxyphenyl) acetamido) - 7 @ -methoxy- 3- (((1-
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FﬁNDAMENTAL AND CLINICAL STUDIES ON 6059-S

Fumio Mixki1, Kenjyt Kuso, Masakazu Kouno, Kenj1 TakamaTsu and Ke1zo Beppu
The First Department of Internal Medicine, Osaka City University Medical School
(Director: Prof. KENzo SHIOTA)

Fundamental and clinical studies on 6059-S, a new parenteral oxacephem antibiotic, were carried
out and the results obtained were as follows:

1. Peaks of MIC distribution of 6059-S against various clinical isolates, S. aureus, E. cols, Klebsi-
olla, 'P. mirabilis, P. vulgaris and P. aeruginosa, were 12.5 pg/ml, 0.39 pg/ml, 0.39 pg/ml, 0.2 pg/ml,
0.2 ug/ml and 50 pg/ml at a higher inoculum size, and 6.25 pg/ml, 0.2 pg/ml, 0.1 pg/ml, 0.1 pg/ml
0.1 sg/ml and 25 pg/ml at a lower inoculum size, respectively. |6059-S was found to be more active
than cefazolin against gram-negative bacteria tested, but to be less active against S. awureus.

2. 6059-S was intravenously administered to 7 cases with respiratory tract infections (RTI) and
4 cases with urinary tract infections (UTI), totally 11 cases, at a daily dose of 1 ~4g for 2 ~13 days.
The clinical effects obtained were good in 4 cases, poor in 1 case and undetermined in 2 cases in RTI,
and excellent in 1 case, good in 2 cases and undetermined in 1 case in UTL

No adverse effects and abnormal laboratory findings were observed except for 4 cases, 1 with liver
damage, general itching, drug fever and microscopic hematuria, respectively.



