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CTZ op%ttsd CEZ, CER orh& H#lLizE
Table 1 77T X 51z CTZ wwxtLTit 0.39~

o,

0.78 pg/ml D& % ¢, CER ¥ h #HF % » -2t CEZ
EIIFRIETH - 1o

2. E. coli. X0 Klebsiella iz5xt3% CTZ DI

B

BEERF A Bt Lic E. coli, Klebsiella 50 #iiT
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500 mg #H5E, #ELBEOMHERE S L O RS

% cross over THBHEIT LI,

AEROKIEPEEEL B. Subtilis ATCC 6633
w5 paper disc FERFHRETITo o oo HEIEMHIR
T IFEEE R Moni-Trol I 35 X ¢t PBS (pH 7.0)
AR, RAEEREI: PBS (pH 7.0) %R (Fig. 1)

e

Table 4 List of volunteers

Volunteers Name Sex Body weight Age
A S.K. M 72 kg 29
B T.S. M 72 kg 30
C M.K. M 58 kg 28
D Y.Y. M 67 kg 26
E M.Y. M 81 kg 36
F H.T. M 67.5kg 28

Table 2 Sensitivity distribution of clinical isolates E. coli 50 strains
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Table 3 Sensitivity distribution of clinical isolates Klebsiella 50 strains
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Drugs <0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
CTZ 1 35 5 2 3 1 1
CEZ 35 6 2 2 1 1
CER 1 2 9 28 .5 1 1 3

MIC(ug/ml)  Number of strains
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Table 5 Serum levels of CTZ and CEZ administered 500 mg I.M. in
6 healthy volunteers (cross over method)
CTZz
Serum levels in hour (ug/ml)
~ Volunteer 0.25 0.5 1 2 4 6
A 38.5% 22.0 8.8 5.2 1.0 —
(21.5)** (11.5) (4.2) (2.4) (0.4) (=)
B 36.0 22.0 9.7 4.6 1.6 0.9
(20.0) (11.5) (4.7) (2.1) (0.9) (0.3)
c 37.5 19.5 8.0 3.4 - -
(21.0) (10.3) (3.8) (1.5) (=) (=)
D 37.5 16.0 6.2 2.4 — -
(21.0) (8.1) (2.9) (1.0) (=) (=)
E 34.5 20.5 9.0 4.5 1.0 - .
(19.0) (10.6) (4.4) (2.0) (0.4) (=)
F 33.5 13.0 6.0 2.6 - -
(18.5) (6.4) (2.8) (1.1) (=) (=)
Mean 36.3 18.8 8.0 3.8 0.6 0.2
S.D. 1.9 3.6 1.5 1.2
(Mean> (20.2) <9.7) (3.8) (1.7) (0.3)
S.D. 1.2 2.1 0.8 0.6
¥ Standard : Moni-Trol I Mok — 1 <0.6 1g/ml
¥ ( ) ipH 7.0, PBS (=) :<0.2 ug/ml
CEZ
Serum levels in hour (ug/ml)
Volunteer 0.25 0.5 1 2 4 6
A 46.0 39.5 30.0 21.5 6.5 3.2
(18.0) (15.3) (11.0) (7.4) (1.9) (0.8)
B 49.0 39.5 31.5 14.0 6.2 3.0
(19.5) (15.3) (11.5) (4.5) (1.8) (0.7)
c 64.0 49.0 30.0 14.8 6.2 1.9
(27.0) (19.5) (11.0) (4.9) (1.8) (0.5)
D 41.5 31.5 17.0 8.9 3.0 1.7
(16.0) (11.5) (5.6) (2.7) (0.7) (0.4)
E 49.0 37.0 28.0 17.6 6.8 4.0
(19.5) (14.0) (10.5) (5.9) (1.9) (1.0)
F 54.5 38.0 28.0 12.2 5.4 2.3
(22.5) (14.5) (10.5) (3.9) (1.5) (0.6)
Mean 50.7 39.1 27.4 14.8 5.7 2.7
S.D. 7.8 5.7 5.3 4.4 1.4 0.9
(Mean) (20.4) (15.o> (10.0) (4.9) (1.6) (0.7)
S.D. 3.9 2.6 2.2 1.6 0.5 0.2
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1) CTZ 3 Xt CEZ 500 mg #i:pso MR ks
T O Rk

5% 7 FosEg 20 ml 1o CTZ %i5f8, 34MHTH
HLI, EmEgolhiEEiz, Fig. 2, Table5icas
b, 6FIDFHT 15 4tk 36.3 pg/ml, 30 Ltk
18.8 pg/ml, 2§14 3.8 ug/ml, 4, 6BFEHICE
wTRBEHEIREWL DL R bR, CEZ ZREEDOS
e LcBombEEy CTZ orht HET 5
L, Fig. 2, Table5 w7 X 51, Moni-Trol I
SEmtE sy AV e s, CTZ 1k CEZ i, 20D
peak (3K, LadbIinbled sRMLE-C &
NT i, 7ok Table 5 @R T X 51 PBS #HHUE
e AW BE, MIEFIO peak EIRFAEETH-
12

- oo Ry Fig. 3, Table 6 ichbhd &
0, 6#OFET CTZ 1 4% 2 B ¥ T 78%
RN, 6B E T 88.8% » kit S hicht CEZ
DBLWIT 2 B ¥ TIC 58%, 6 R E T 81.9% A%
iz, CTZ oFpt CEZ [~ R~ HEtE2 T
BN TH B ENRINT,

2) CTZ 3 Xv¢ CEZ 500 mg ik MPiREE s

T O R

CTZ 3 X0 CEZ % 500 mg i Lo My
1% Fig. 4, Table 7 icxbhd X 51 6 FIOFHETH
WD peak (¥ 30 4T, Moni-Trol I FHRIELEHIR
w4, CTZ 19.2 pg/ml, CEZ O%hit 25.3
pg/ml, 1EE% 1% CTZ 14.8 pg/ml, CEZ 24.0
pg/ml, 6REM% T CTZ 120TH5 Dic CEZ T
1% 5.2 pg/ml 7L, CTZ % CEZ i Z D peak
V& A BT B L B E O & AT 200
THHZENRINTI,

7535, Table 7 wiR7T X 51 PBS FHREFEHEMIRE
FAuicBe, mEKlO peak [ XRABETH -,
Redety Fig. 5, Table 8 iwi$ & & b, CTZ
i3 2 B5[E % T2 66%, 6 Bl ¥ Tz 86.7%, CEZ T
3 2 BRI E T 39.6%, 6RERIE T 79.0% »ipE S
i
HERCEWCTLEEROR AR, CTZ ofi2R
BADHEMNTZRNTH B Z & BRI NI,

2. BEYARELUTkotk CTZ 0B E LT

Bttt

AEERD KGR B &3 B. Subtilis ATCC
6633 I X BHEFR Y v THETITR o7,

1) CTZ 500 mg RO Ry X OB
REsREED R EBE 2 flo CTZ 500 mg kRO I

FhiEEEY, Fig 6 ioR3 & B b CIIFEED peak i
13~16 p#g/ml Z/RL, BREOEEL & L@ L, 6
REEBIC BT h 0.78~3.7 pg/ml RS h, 8K
TR 1 PIRG R I ic, RAPHETESER 2 ~ 4
Nhod b, 8HEMIE TIZ 49.1 ~66.6% 2 HE X
nico ThbDOBEEXBERAD 500 mg fiEs BT
Z5E, MPBEORHIKZL, FtioeER T2~
AERNRE L Lo T B,

2) CTZ 1000 mg #HERFDOBILEs X O HkiH

FRisEED I 2 flo BFiz CTZ 1000 mg FHEk
D IfiFiEEY, Fig. 7 i3 X 51 30 {4 22.5~30.0
pg/ml, 2B5fEIH% 3.9~7.6 pg/ml, 4 % 0.78~3.6
pg/ml, 6 BB T 1 AT RE IR,

BEERAD 500 mg FFERpC LN, RO &7
DINFEEE S E o oo RPFMIIFETAE L
A%, Fig. 7 @id X 51 6 Bl & TIC 77.7% & BRiFis
HERE R U, Uh LIESTR 2 ~ 4 Refll D BEER AL
o ELEL, REBEDKLVEZD 500 mg HiER L [
B0 pattern %7z L, volunteer iZ X %FEEizH,
B,

BE K R #K

Table 91z 7T X 5ic, FEF149 4 5 A2 HLIEFI50 4
1 A& LicEMEmiz 1261, BERmELLA, &
HED 5% 2 fl, BHEBRETL 246, BEEL 1HID18
#lTHhHb, Table 9 ® organism in sputum (LFE4
Bl h BAHETERER L,

FAEME RO RBEFOHD L DIXEREE A&
Db DTHH, OHIDI DITHEIL HEHE & i
L7,

SHELHE BRI R & IR o THIE L
Too SO I1T BERRSIR O HBITIRD X 5 7T
ot

ES )5 7 AU OB L owE, OFED
FEdL, @BMIROEHL, @ERERDHINRALR
cb D,

% 157 BEOERLURBIC W THELALR
7e2%, EEE3EE (@®®) D 12H B WL TRTOHK
BZ7TAPBEEELLO,

&L R’E THEDOLURETHEDALRIL WL
D, FRLIPPHELTLOQO@ODEF LI REH 258
BRI AR igh o e b D,

FIFHERE : REMEA 7 BUAD L D,

T DFEMETHE - T MBS 12 PlOMRYHET S
L, E26, BB, B3, PRHETE2H
Eeh,
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Table 6 Urinary excretion of CTZ and CEZ administered 500 mg I.V.
in 6 healthy volunteers (cross over method)

CTZ
Volunteer 0~ 2hrs 2~4hrs 4 ~ Ghrs Total (0~6 hrs)
pg/ml¥  ml® g ,e/m] ml mg | pug/ml ml mg mg %
A 2000 200 400.0 400 150 60.0 | 120 80 9.6 | 469.6 93.9
B 1480 268 396.6 225 180 40.5 | 130 108 14.0 ) 451.1 90.2
C 3450 130 448.5 250 160 40.0 25.5 130 3.3 491.8 98.4
D 1650 230  379.5 320 100 32.0 95 100 9.5 421.0 84.2
E 1600 234 374.4 525 108 56.7 | 220 64 14.1 | 445.2 89.0
F 1730 198  342.5 270 125 33.8 69 118 8.11384.4 76.9
Mean 1985 210 390.3 332 137 43.8 | 110 100 9.8 | 443.9 88.8
S.D. 739 47 35.2 113 31 11.8 65.8 24 4.0 36.0 7.3
CEZ
Volunteer 0~ 2hrs 2~4hrs 4 ~ 6 hrs Total (0~6 hrs)
otun pg/ml¥*  ml¥ o 0 /m] ml mg | ug/ml ml mg mg %
A 1200 260 312.0 425 120 51.0| 220 220 48.4 1 411.4 82.3
B 490 508 248.9 450 200 90.0 | 260 170 44.2 | 383.1 76.6
C 2600 130 338.0 650 140 91.0 | 230 120 27.6 | 456.6 91.3
D 2400 120 288.0 815 130 106.0 1 480 20 9.6 | 403.6 80.7
E 1950 138 269.1 1150 90 103.5 | 460 92 42.31414.9 83.0
F 1900 150 285.0 585 145 84.8 | 185 100 18.5 | 388.3 77.7
Mean 1757 218  290.2 679 138 87.7 | 305.8 120 31.8  409.7 81.9
S.D. 787 151 31.4 271 36 19.8 | 129.6 €9 15.71 26.2 5.2
¥ Concentration ¥ Volume 3% Excretion
Fig. 4 Serum levels of CTZ and CEZ adm- velml.
inistered 500 mg I.M. in 6 healthy
volunteers (cross over method)
—C=— CTZ
30 —— CEZ
‘[ Standard : Moni-Trol I

20
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| L L e J
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Table 7 Serum levels of CTZ and CEZ administered 500 mg I.V. in
6 healthy volunteers (cross over method)
CTZ
Serum levels in hour (ug/ml)
Volunteer
0.5 1 2 4 6
A 18.5% 16.5 7.1 1.0 — XX
(9.5)** (8.4) (3.4) (0.4) (=)
B 16.5 15.5 8.0 1.8 —
(8.4). (7.8) (3.8) (0.7) (=)
C 21.5 10.8 6.2 0.8 —
(11.0) (5.3) (2.9) (0.3) (=)
D 17.5 12.5 4.8 1.0 —_
(9.0) (6.2) (2.2) (0.4) (=)
E 18.0 15.2 11.5 1.1 —
(9.2) (7.7) (5.7) (0.4) (=)
F 23.0 18.0 8.7 0.8 —
(11.5) (9.2) (4.2) (0.3) (=)
Mean 19.2 14.8 7.7 1.1 —=
S.D. 2.5 2.6 2.3 0.3 (=)
(Mean) (9.8) (7.4) (3.7) (0.4 (=)
S.D. 1.2 1.4 1.2 0.1
¥ Standard : Moni-Trol I #xx — 1<0.6 ug/ml
#O%- ( ):pH 7.0, PBS (—):<0.2 ug/ml
CEZ
Serum levels in hour (ug/ml)
Volunteer
0.5 1 2 4 6
A 30.5 32.0 27.0 17.0 9.0
(11.0) (11.5) (9.6) (5.7) (2.7)
B 20.0 20.5 19.0 13.5 4.5
(6.8) (7.0) (6.4) (4.3) (1.2)
c 23.5 25.0 17.0 9.0 5.0
(8.4) (9.0) (5.7) (2.7) (1.3)
D 28.0 23.0 15.7 7.8 3.3
(10.5) (8.3) (5.3) (2.3) (0.8)
E 29.0 26.0 15.7 8.5 5.1
(11.0) (9.3) (5.3) (2.6) (1.4)
F 20.5 17.5 15.3 9.4 4.3
(7.1) (5.9) (5.1) (2.9) (1.1)
Mean 25.3 24.0 18.3 10.9 5.2
S.D. 4.5 5.0 4.5 3.6 2.0
(Mean) (9.1) (8.5) (6.2) (3.4) <1.4)
S.D. 1.9 1.9 1.7 1.3 0.7
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Z5t No. 6, No. 12 tH b, No. 6 (¥ 73 FTiT
Hoteny, BEELERERN VLR BE THhoTo
No. 12 (LU ERERIZ EH LIV D TH - 7ot
ffige & LTRRIETH - 1o

A&, No. 2, No. 4, No. 5, No.7, No. 10 o
5 i<, No. 2 1% 80 F T, WKIite, BARENHbH,
REFIEETIETRIL1I A AU EXYE L, No. 4
iKmte, HERBOEMERILD - opy, HIMEKES D
TEWEEERITH D, No. 5§ Fsh, EMBKIES DR EE
EMTH o7 No. 71333 F T, EEERIL/C) -
2, WOV EAMEEYETHEEMELT, BHET
27 B, BMEELOREC 2:8H, KL g i
BHERETZ 1 AU E%R B, No. 10 (IHEEED
EMEBO L WEBERNETH - 1o

FRHERED No. 9 1352 HEZ BENHBEL

7eDT, 4 ARG THIELI:E 2 A, 3HEBRMEE
Lic, No. 11 3#56 B HICEANLERITTETL
o2y, REWRE L ORFEREFRIIEZ 2 bhith ot

iR x+2 CTZ 05812 1H1.5~4¢
T, REWHEIDRHETEMARKRL L 13~358TH
ol WEFEILEMEEE, #E SIOWETLIAL
~2[ECHFFHFRE L,

No. 13 i22HRME T, BH 10 HEEREBAR. A
PR RMIRIE LLEARL, BEThkbh, Gl
SHETHERERLEHACTH -, CTZ 5% 3HE L
DIRE LIAY, RMIROFTR bk, HEIRER LEE
LEpHT7 BRECIZBMENTRL AL T E L
A, ABlik 37.0°C FiE OB AR 15 BHE * T
2o 080T, AFUXEH LIV F, —SHEEHEL
o

Table 8 Urinary excretion of CTZ and CEZ administered 500 mg I. M.
in 6 healthy volunteers (cross over method)

CTZ
Volunteore 0~2hrs 2~dhrs | 4~6hrs | Total (0~6hrs)
pg/ml*  ml¥* mg#R¥| e /m) ml mg | pg/ml ml mg mg %

A 2950 120 354.0 1320 80 105.6 230 70 16.1 475.7 95.1
B 2100 138  289.8 1300 88 114.4 375 72 27.0 ] 431.2 86.2
C 7100 50 355.0 1950 50 97.5 215 60 12.9 465.4 93.1
D 4450 90 400.5 560 100 56.0 130 60 7.8 464.3 92.9
E 1300 215 279.5 760 120 91.2 140 125 17.5 388.2 77.6
F 2500 120 300.0 440 150 66.0 94 100 9.4 375.4 75.1

Mean 3400 122 329.8 1055 98 88.5 197 81 15.1 433.4 86.7

S.D. 2093 55 47 .4 573 34 22.9 101 26 42.8 8.6

CEZ
Voluntee 0~ 2 hrs 2~ 4 hrs 4 ~ 6hrs ‘ Total (0~6hrs)
OlUnteers I g/ml*  ml®™ mg™* | ug/ml ml mg | ug/ml ml mg mg %

A 680 220 149.6 790 240 189.6 480 100 48.0 | 387.2 77.4
B 1100 140 154.0 780 118 92.0 310 300 93.0 | 339.0 67.8
C 4400 60 264.0 2800 40 112.0 1200 50 60.0 | 436.0 87.2
D 3700 70  259.0 2750 40 110.0 1350 50 67.5| 436.5 87.3
E 1450 154  223.3 1250 78 97.5 1000 100 100.0 | 420.8 84.2
F 1150 122 140.3 1050 110 115.5 820 114 03.5 | 349.3 69.9

Mean 2080 128 198.4 1570 104 119.4 860 119 77.0| 394.8 79.0

S.D. 1561 59 57.1 950 74 35.5 406 93 21.3| 43.3 8.6

¥ Concentration

3% Volume 333X Excretion
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Fig. 5 Urinary excretion of CTZ and CEZ
administered 500 mg I. M. in 6 healthy
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No. 14, No. 15 (3faD 54T, @WHIE » CTZ &5
#7 BEENDRE, BMREL, BRI HELE
2%, EITRHEENIEEME L Uish 5 1,

No. 16, No. 17 3 &aMBEE4 <, No. 16 11514
3HBE X VS, 7 BRBIEELONE, RiLEOH
IERDIEFEAL, RAPMESEEL L,

No. 17 (3#%5 2 HE» LAER, RILEMRIX5HE
WCIEFHLL, RAPEELEMEILL,

No. 18 IZBIEREIRTRIFL, RWUH ARG, MK
& B DR GEH S M ME B TH »
Too VEEUW L F=r 30 mg A LA, &53
HEWCH#EE, amEk¥Esy 7 BRCTER/L, LBIE
FRCAEB LR L oo M3 X OBEIE A B DI A EREIL
FIRREETIEMET, TOBRIBERTH -T2,

Bk, BERRENZ 18 BITH B2S, ZIRHIEREE 2 %
FRutc 16 FiFR, 13 BISNERIT 81% DEFIRE R Lz,
B £ H
ERPRAVICEIER E LCRBEZER 1 Alic A bhic, 20
EFNLIRG 2 HE X O RBSHE, REEXOFE A
HMELLDOTY BRETHREXFIE L. 2RI DORS

Rk 3 HEIZEE L,

CTZ #Ewitkic ILERE, #iEHRE, BUN, Co-
omb’s test FHEITLAFIC X B ELXRE L., BFE
3EA, M, voav) /=5 R onTRELRY, £
P& LI GBI EFLRD b oo FOMDKE

Fig. 6 Serum levels and urinary excretion of CTZ in patients (500 mg I.M.)
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BfEix Table 10 wabihd EBH THD, MIEKRE
123\~ C Hb, RBC 0 2R@A LTV AEFRALR
B4, 5N MEAEEL Ht fomnb 0b%
, ELEHRMOHED LIEALDD, KX
BEA & TV 27t GOT, GPT oW THa % & E
FEL7boix, No. 1 @ GOT 23 citid E¥E&EEA
DEFHNHETLTWBERALS D, Lard Nool

BOARENEHLTWADT CTZ DEFEz L BLDE
MR LAV, BUN s\ Th ERLTWA DI
7¢{, Coomb’s test % 9 BT IV TRE LIARFIX
o1,

- (63

1. BEEMEIO5uE LT Staph. aureus, E. coli,
Klebsiella wi+2 CTZ ot CEZ LizigH
BETH-T.

2. CTZ 500 mg sk L O EMEROMAPERE R X
U Reh$Eit % volunteer 6 4% i\, cross over T
HE Ui,

CTZ 500 mg &5 o M Moni-Trol I fEis
ghisd A o884, 30 4014 19.2 ug/ml, 1 RERi1%14.8
pg/ml, 6 MBI RHE ENT, CEZ oxhick~z
D peak ZRXRMEL, TORGERHD Ehbotce L
L, PBS #FFZEHEMiREAGICHE X, WEEH O
peak fHIXFIEETH -,

CTZ 500 mg xRy M & (3 /&, 15 5%
36.3 pg/ml, 1BEREH 8.0 pg/ml, 2R 3.8 pg/
ml, 4ERE% 0.6 #g/ml T, 6BFMHTIL 1HAKXTR
H&h, CEZ ickh, #hERss REL D peak ML,
BRI b g oo LrL, PBS FHRehisx A
BRI, BHEOL EF LA BERID peak HIIFARE
BTHhoto

Ry CTZ wk\ T, ik, #Ee biedn
%2R EE S R, B T 6 R ¥ TIC 66%,
BETIL 78% Mkt & h, CEZ kKR, 2T <hic
BEMERAP R LI,

3. 2floBE 500 mg vE LB O MAFEER,
volunteer DEFHTHN, £ D peak (100K, it
BRI R R o T RAFHHERIZ 2 ~ 4 RN b o &
34 <, volunteer DEFRTHN, HTFHilirEhic,

2 FloEEiT 1000 mg FuE LIcR o MAEEX, 30
53¢ 22.5~30.0 pg/ml, 6 BT 1 BI7ET 1.56 pg/
ml Bl X hic, KPP R & R 2 ~ 4 F5H
MEET, 6MME T 77.7% »HE I hic,

4. BEPREUAE, MEMEMZ 124, JERMK KL
fl, kB0 > K246, 2HERBEL 2, BEKL1H
DE 18 BT, NRHERED 2 BIERNC 16 FID 5D
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Fig. 7 Serum levels and urinary excretion of CTZ in patients (1000 mg I.V.)
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CLINICAL AND FUNDAMENTAL STUDIES ON CEFTEZOLE

KEICHI NAKAGAWA, KENTARO WATANABE, JUNZABURO KABE, NORIO KIHARA,
TATSUO SUZUKI, Y OSHIAKI KAWAGUCHI, and MASARU KOYAMA
Department of Internal Medicine, Tokyo Kyosai Hospital

MITSUHIRO YOKOZAWA
Laboratories, Tokyo Kyosai Hospital

Ceftezole (CTZ) is a new cephalosporin derivative developed in Japan. This report describes the studies of
antibacterial activities and the absorption and urinary excretion as well as the clinical trial with this drug.

The antibacterial activities to Staph. aureus, E. coli and Klebsiella were similar to those of CEZ.

The average serum concentrations in six healthy volunteers were 19.2, 14.8 and 0 ug/ml at 1/2, 1 and 6 hours
after intramuscular administration of 500 mg of CTZ, which were a little lower than those of CEZ and the-
duration of detectable serum concentrations was shorter than that of CEZ.

The average urinary excretion within 6 hours was 66%, and the majority of injected CTZ was excreted within 2

hours. .
The average concentrations were 36.3, 8.0, 3.8 and 0.6 ug/ml at 1/4, 1, 2 and 4 hours after intravenous
administration of 500 mg of CTZ in six healthy volunteers, and CTZ was detectable at 6 hours after
administration in only one case. The average urinary excretion was 78% within 6 hours, and most of injected CTZ
was excreted within 2 hours.

The serum concentrations of two patients after intramuscular administration of 500 mg of CTZ were a little
lower than those of volunteers. The peak of urinary excretion was at 2~4 hours after administration, and the

excretion was somewhat delayed in comparison with that of volunteers.
The serum concentrations were 22.5~30.0 ug/ml at 1/2 hour after intravenous administration of 1,000 mg of

CTZ in two patients, and 1.56 ug/ml at 6 hours after administration in one of these cases. The urinary excretion
within 6 hours was 77.7 % in one case.

Clinical results of CTZ in various diseases, including 12 cases of bacterial pneumonia, 1 case of acute tonsillitis,
2 cases of acute cholecystitis, 2 cases of acute pyelonephritis, and 1 case of meningitis, were excellent or good in
13 out of 16 cases. Two cases were excluded since the administration period was less than 7 days.

In one case, urticaria-like eruption was seen. No abnormal findings were seen in laboratory tests.



