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Clinical Efficacy of Z-100 for the Treatment of Leukopenia Caused by Radiotherapy
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The clinical usefulness and the optimal dose of Z-100 for the treatment of leukopenia caused by
radiotherapy for malignant tumors was evaluated in a double-blind study comparing 20 xg and 30 ug
injections of Z-100 and inosine (Z-20, Z-30 and IN group, respectively).

The effective rate according to the evaluation by the attending physicians was 67.4%, 79.1% and
48.9% in the Z-30, Z-20 and IN groups, respectively, with a significantly higher efficacy rate for the

Z-20 group than for the IN group. The frequency of adverse reactions was

1A 9 O 0D 100 0o s
14,070, 0.9 aid 0.07%0 111 the

Z-30, Z-20 and IN groups, respectively, with the highest rate in the Z-30 group, but there was no

significant difference among the three groups.

The useful rate based on total evaluation considering the effective rate and the safety profile in
each group was 60.8%, 77.3% and 46.8% in the Z-30, Z-20 and IN groups, respectively, with the highest
rate in the Z-20 group showing significant difference from that in the IN group.

The above data confirmed the clinical usefulness of Z-100 and suggested that the optimal dose was

20 ug twice weekly for Z-100.
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Table 1 Institutions and Investigators Participating in This Study

Institutions

Investigators

Sapporo Medical College

Hokkaido University, School of Medicine
Aomori Prefectural Central Hospital
Iwate Medical University

Tohoku University, School of Medicine
Miyagi Prefectural Seijinbyo Center
Fukushima Medical College

Jichi Medical School

School of Medicine, Gunma University
National Institute of Radiological Sciences
Chiba Cancer Center

The Jikei University School of Medicine
Tokyo Women’s Medical College

Keio University School of Medicine
Tokyo Medical College

Tokyo Medical and Dental University School of Medicine
Nippon Medical School

Nippon Medical School Second Hospital
Tama-Nagayama Hospital, Nippon Medical School
Showa University School of Medicine
Nihon University School of Medicine
Kanagawa Cancer Center

School of Medicine, I'okai University
Niigata University, School of Medicine
Niigata Cancer Center Hospital

Toyama Medical and Pharmaceutical University,
Faculty of Medicine

National Kanazawa Hospital

School of Medicine, Kanazawa University
Aichi Cancer Center

Nagoya University School of Medicine
Faculty of Medicine, Kyoto University
Osaka City University, Medical School
Kansai Medical University

Hyogo College of Medicine

Hyogo Medical Center for Adults
Shimane Medical University

Okayama University, Medical School
Kawasaki Medical School

Yamaguchi University, School of Medicine
School of Medical Sciences, The University of Tokushima
Kagawa Medical School

Kochi Medical School

School of Medicine, Fukuoka University
Kurume University, School of Medicine
School of Medicine, Kagoshima University

Kazuo Morita
Hirohiko Tsujii
Sadao Watanabe
Tohru Yanagisawa
Sumihiko Sakamoto
Hiroshi Asakawa
Kazue Kimura
Tadashi Sugawara
Hideo Niibe
Shinroku Morita
Koyo lida

Yukio Mochizuki
Tomohiko Okawa
Shozo Hashimoto
Saburo Amino
Junichi Horiuchi
Kinichi Ebata
Yoshihiko Yamagishi
Kanae Yamamoto
Toyohiko Hishita
Rikisaburo Kamata
Toshihiko Tanaka
T'omoyuki Mori
Kunio Sakai

Shinji Niizuma
Masao Kakishita

Ikuo Tatsuno
Chikara Takashima
Kozo Mirita
Sadayuki Sakuma
Mitsuyuki Abe
Yasuto Onoyama
Yoshimasa Tanaka
Takashi Miura
Shuji Kimura
Tetsuya Ishida
Kaname Aono
Soichi Nishishita
Takashi Nakanishi
Yoshihiro Takekawa
Masatada Tanabe
Tomoo Maeda

Yo Ono

Hisashi Ohtake
Shinji Shinohara

*Some investigators were transferred to another institution after the study.

SERL 248 A25A (79)



930

fo. ¥, ABRICEILL, BREYEM, B
ELLRREBALYBREMETIAELE
7z,

AAERL, PB624E 9 B HREFI63E6 A ¥ T
DO Table 11278 L 7c45HE 3% O Bt R ft °E
k=Y Iy

2. WMEHRIE

A& LT, 100cm? (10X 10cm) Lk o B 55
THEMRE & L TGy LA LB H# 1T - 72,

3. HEBRAE

D HABREH

RBRE . 17 v /A hriEREEMEYE20
72id30ug (7 7€ 7 —ARE) €FT5EHFS
IOED S 7wl (EEAER)

SBIE A v30mg EFEHERE L OLFD
75 A (REHD

2) FEHIBE

FINF -z, LTO3IHCL3_EF
BEERT .

Z-100 30pg B Z-100 30ug HEHF & 75 w4
gEER (LUF Z-308F & 85)

Z-100 20ug B : Z-100 20ug HHF & 7 5 € 4
ge A (LUF Z-208F & BS)

17wV IZI0 T EeRTEHFIEAL >
v 300mg $£F] (LT IN B & BE)

3) EHDEIMFIF

2V e —F—1Z30& Z-206 X FIN i© >
WTEFRFNRORELE 75 w40, 48 . otk
FeBuTtouThdFEITERbOTHE &%
MR L, 3SEASE 18 & L, &8 Z-30,
Z-20,IN 23& % 1T oeEh 5 X 5 EEAT
B, #¥M4x—Fixav b e—35 -3 HER
FTHHEHRE LA, e, 2vie—F—12Xb
EBEACHZ E bR Y IO, R
FlOBBAITEEY:, BARR, SRS, #=
EEE (ERBAFEFZ#HE KFETIHED
TEEh, BBCEET?Z LrERIR.

4 B5HE

BHEE, 1617708208 EFE RS
L, ¥ 1@281 B 3EEREEKCED
BE L, 50, HEHFIICOWTIHSH

(80)

A7 >R REE L Lo Bils — HHE

WIEERBEGEA L 3 AN L Y, TR o
TIRBHBERMGE X Y 7v, £hF b
IR TR TS Lo, inds, B issng
238 AL FDFEFIT oI, FERHAR L 8 H ¥
Tk Lz,

5) BfFAEEFH

JRRI & L TR iR 3 il i B % s
TEEZ DR DHRER], RERER, ALK
REWSHRA, A7 w4 FHl, ikt Oz o fiyEim
REOEBICHEY RIETEFAOGR XL L
f,

4. BEEES L UFHE

1) BinEEs X OE Bk 4 E

AR R NBALERT, BAHRED 1B E, B
MTH, BERTHE2EERSIURHEETH®4H
B g MmERECS X A MBS (GFRER s L O
) v ARRED ABELI.

2) BfEER

HHRB NIRRT SRR TR 4EE T T2
BHCBEL, EROBEY, Ko 4B RS
L,

- el +  BE, H . chEE, 4 BHE

3) £&FiRE (PS)
BEOLFWAES 0~ 3 D 4 BIET, HHER
HEAERI 2 LBHEK T 48E ¥ © 2 BREIE
=L,

1) B

Heatir BB H K TR 48H £ 7,
TEREHEHA 0N, MugHdEx 18MHE, *ofb
OFEIZDOWTIE 2 B4 ER L7z,

(D) MEHE : KROER, ~es ey, MM
#

(2) mEEAFE TP, A/G, B I A E

v, GOT, GPT, LDH Al-P, BUN, 7L 75 =
g

(3) Rgdr . 2viy, B

5) BlfEH

BIfER L E 2 b 3 EERVBE I LG,
F8H, ER, BE, RRIcoRE BHFE,
*oROBREBER O LN, AE B X ORI
DWTHELEELC,

AAERSE 5550% H8 5



®A 4= 124

5. FHMEBIEE & & UFE

1) EREIZX HHE

(1) AImMEREA 3 5 RS R
HAHARFBSTBALART O B MERE & BEBAAE DR
BLY, [FER] (EL) ToER T8 o4
B CHIE L e,

(2) ek

BlfFA B L UBRREORTE ¥ RBESIICEIEL
T, TERIEERE, THRDTRE ) [Re ) [
Re| [RETR] O 4 BETHE LR,
BHTRE  BEBRL

Ze BWERAARD b hich, LBk L cikis
B b wTHE
PRRL !
ML 57T BE
REeTH | BIfFAO D, #5vdleXs
Bl otc (FiiddhiETIREThoic)

Q) FHE

BIMERFA X T 5 BEDR S L U RELE
YREMWCEHELC, BOTERITHER] M2
BH] TRRERL) THELE,

2) HEZBSw X 5¥E

(1) AMmEREA R X 5 5

R EA0GYy OFFE R X UBHE TRICE
5 BMERE OB Fiz o T, KB oS
BT HE (R THE%H] © 2 BRBETHITE L1,
FRAHAT B I ER 20236, 000/ mme SR i o fE
BWARDIBB LU T SIHR ), 35%% & 278
AL TS

FE 58l B MEREL 436, 000/ mmeLL_E o SEH)

B HUSR AR I BIERY ], 45%% & 2 7B
i TES)

(2) BMmER%3,000/mmHExiz X % SR
BHBAME I I T 5 B MER A3, 000/mm3 L
LR S [H%], 3,000/mmé% FE-7:i b
MEzh) o 2 BECHE L,

. RERRIE

BRPEF g NREOBEOHL, HEBREH
L2 EBbh2EBLEEAORE, REFR
DB, EELAHEORE, EROME, BE
FRREORBANGTFROH LT, FofloiE

FRL 24 8 A25H

BIfEAARD bl D TREEZIT W

(81)

981

HTEBRENBBROPIEZ NI L BDTBE R
Barhilk Ui, ik L8, bIkEBAE s
CErDBERPEFETIZ LICL, TORAITE -
TAHE LB b A0 2 1T - 7z,

7. EAIDENFEVE & U

BB TR, RBRIRIEEEAT,
REBREC L VBRI WDHUEER LB\ TR
BIER CFo@kg s b O RELF) OB 215
L, BITHROBE s & OB HE R 1E L,
T, HEZASW X DHEXEEICOWT b BT
Lz, ¥4 2—-FOBREIL, BEOTHLL OB
ETCRIEGID T — 4 R, BELE, = vk
R—5 =X bhfiTote,

3. ERATH %

At D\WTiE, BTFok 51Tl o 7,
75 — 2 12\~ T ik Kruskal-Wallis © H #€
(LIF H&E) %, 587 — 21020 T 2288
2iTote, Tie, BEDER 2BRELLER L UF
AECOWTHRECTHEEZVNRD L B4
%, Dunn B0 B EILBE 1T o 7, Tk, BIMERYEK
DB S WTHHEETE iz, —TRES
BT xR T - lc, BEAKBIIEHRRS BT &L,
BEETIRBREIBUT LR LE:, RESRI
LIPS TERRLI,

* % 1 1 %BOEBRECHERERD (p<0.0D)

* | 5 BOBEBRETHEEESD (p<0.05)

+ L 10%DERETEREEAE Y (p<0.1)

NS.: BEERL

II. HBRAHR

=‘/]~:1~—-§»—-,

1. BRArstsR
MBIEPIBURITIOIC, B G220, 5L
Z1561T, +XTOFHIMEEE DTSR & 72 558
20NE134BITH - 7z,

itds, WEMFHEIC R WTIE, FHEEG - R5E
2PTH->TH, 4BHELUERE LIS ORI
ANRBHR LS ORFHEONE L L,
ARSI EE LT, RERA - AT
HoTHEIWEAORB Licb ok [HFHE TR
LEHM L, srERcinz e,

LLEX b, M REENIIE BRI 61
13401, 2B BTN RI16161, 75 vk



982

17 v HBEE LcBEINE 8RR

Table 2 Stratified Evaluable Cases

No. of cases Inclusion/exclusion in/from evaluations
(Classification for Evaluation P judgment b
Z-30 Z-20 IN s general useful- o ¥
group group group total efficacy safety ness lh(e:on:';;lil.;:;;gm
cases excluded from all not conforrniu‘:% to the criteria
evaluations(not completing for WBC before the study(2
4 weeks of treatment with cases) 1 4 x * x ",
the test drug) non-target disease(l case)
metastasis to the bone(l case)
Inel-  cases excluded from some not conforming to the criteria
igible evaluations for WBC before the study(7
cases cases)
lack ugf g;ta on ;NBC before the
study(2 cases n y \
insufficient wash-out period(5 (g-] i 1 (13?) 2 = {é) s
cases) N !
advanced age(l case)
metastasis to the bone(2 cases)
insufficient field of irradiation(1
cases)
cases excluded from all early termination(5 cases)
evaluations(not completing long dose-free period(]l case) 9 9 3 6 % % % <
4 weeks of treatment with
the test drug)
Incom- cases excluded cases with study termination due to
plete  from some adverse adverse reactions(3 cases) 1 1 1 3 X o o «
cases evaluations reactions
early termination(l case)
use of prohibited concomitant 2 1 3 6 X o X <
drugs(4 cases) [e)) (@ (o)
complicated infection(1 case)
Complete cases 46 43 45 134 = o =] Q
() Cases with adverse reactions

%t 41214260 L T - 7= (Table 2),

2. BEER

BESEBTNSA o BHEE R, BHPRE
BT IBMcELR DB EA (HBRE) Habh
febs, MBI, Fid, WG, ETELEOLTOM
ORFICIERE D s bhish ot (Table 3), %
fe, efReERITHRAOBETRE, TXC
DODRFI2OWT IHEBIZREY XL bhithoie
(Table 4).

3. AEHR

D) EFREI X AHE

H#BEORKE, 3HMcHERDRICEERLRRD
BRDHLN, SEHEOER T Z-2000 IN B
LhAEBERTEY, ZIOWLINFLIVEER
IR AMEA AR LT,

—%, BRHRGEBHLUEZL, Z-30867.4%, Z-
20%£79.1%, IN B48.9%THH, LEHEOE
B, Z20BXINBI ) EECABCELLER
HHE A7 L7z (Table 5).
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Table 3 Patient Characteristics for Complete Cases

- Z-30 Z-20 Statistical
Variables group group IN group analysis
male 17 14 18 x2=0.530
Sex N.S.
female 29 29 27 (x? test)
under 50 7 3 9 s
Age 50-59 11 1 13 e
years) 60-69 16 10 11 H ton 0
70 or over 12 14 12 S
cervical cancer 21 17 11
lung cancer 15 11 16 x*=8.286
Diagnoses esophageal cancer 4 6 4 N.S.
marmmary cancer K] 4 5 (x* test)
others 3 5 9
1 7 [ 4
11 11 16 7 x2=10.980
Stage 111 16 15 2 NS
v 10 5 7 (x* test)
others (no stage classification) 2 1 5
0 15 12 15 220y 9
Performance 1 24 24 23 x N S,‘.Sl
state (PS) 2 3 ] 6 (H test)
3 4 2 1 .
yes 9 11 10 x7=0.464
Complications N.S.
no 37 32 35 (g test)
3,600-3,999 1 1 0
4,000-4,999 7 1 14 .
WEC before 5.000-5, 999 7 1 11 s
radiotherapy ' ' i S,
6,000-6,999 17 11 9
(cells/mm 7.000-7 999 o 7 3 (H-test)
8,000-8,999 o 2 3
Duration of 4-5 26 20 15 x*=5.889*
radiotherapy 6 1 10 12 (p<0.1)
(weeks) 7-8 9 13 18 (H test)
’ 36-50 28 22 20 x*=4.085
TO*EEIG%% 51-60 16 17 16 NS.
61 or over 2 4 9 (H test)
Area of 100-150 9 14 10 x:=1.343
irradiation 151-225 14 11 15 N.S.
cm? 226 or over 23 18 20 (H test)
Total number of cases 46 43 45

CERSEAEZR L, Fi, HRHERE Z-308
88.9%, Z-20%69.2%, IN ££38.9%TH b, Z-30
HEHRINBIVEBCELAAREDRYRLE
(Table 6).

@ BHAHEGIEDHROEEERELE I L 55
i

BHIARI DR b  EEERE(E N X W FIEL
EOFHREYEE T I L, BE#EOR
RELZ-208 TEA K ot B, Z-308E X

ER24E 8 A25H
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70.2%, IN Bf1353.2%icis b, FHIERTILE %R X
higm<lente, LaL, MEEBOBHERIZ ST
LHIERT & Rk, Z-208F & IN Bz 2 A8
NGRS btz (Table 7),

D HEZESK X H¥HE

O BMEREFA R X 5 i

i) BEEE40Gy Br k1T 5 5Hf

BEIH, Z-308£76.1%, Z-208¥83.7%, IN ¥
66.7% TH b, 2-30, Z-208EH° IN BEL b EVER
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Table 4 Patient Characteristics for General Safety
. Z-30 Z-20 Statistical
Variables group group IN group analysis
male 21 18 22 #2=0.336
Sex N.S.
female 35 33 32 (x* test)
under 50 8 9 11 .
Age 50-59 15 12 15 "f’;]”S'E'”
%years) 60-69 19 12 12 (H t . ~
70 or over 14 18 16 es
cervical cancer 24 19 13
lung cancer 17 12 18 x3=4.754
Diagnoses esophageal cancer 4 7 6 N.S.
mammary cancer 5 5 6 (x? test)
others 6 8 11
I 9 6 4
11 14 16 9 2*=7.680
Stage il 19 19 25 N.S.
Y 12 7 11 (x?® test)
others (no stage classification) 2 3 5
0 21 15 17 o
Performance 1 27 2% 27 X ;l 15.015
state (PS) 2 4 6 8 H 1..e’t)
3 4 4 2 s
. yes 10 15 13 r¥=1.986
Complications N.S.
no 46 36 41 (x*® test)
3,599 or less 1 1 1
3,600-3,999 1 1 1
4,000-4,999 10 12 14
WBC before 5,000-5,999 8 11 13 x7=4.140
radiotherapy 6,000-6,999 21 11 9 N.S.
(cells/mm* 7.000-7.999 9 9 9 (H test)
8,000-8,800 5 3 5
8,801 or over 1 3 1
no data 0 0 1
Duration of less than 3 1 1 3
: 4-5 31 21 19 x%=2.233
radiotherapy 6 13 14 13 (H test)
7-8 11 15 19
35 or less 1 1 4 _
Total dose 36-50 3 2% 2 ﬂf’z;lls' 153
Gy) 51-60 18 20 16 (H t At)
61 or over 3 4 9 =
100 or less 1 2 0
Area of 100-150 10 16 12 2*=2.20
irradiation 2o N.S.
(em?) 151-225 13 10 14 (H test)
226 or over 32 23 28
Total number of cases 56 51 54
BaRLicn, SHMCHERRZRED LR kRbR, ¥, SEHBOKR T, 22080 IN

-7z (Table 8).

i) BAHRBEHET R % R

BRI, Z-308£71.7%, Z-20%¥86.0%, IN B
64.4%TH b, Z-308F, Z2080 IN L h BWE
BEERL, IFEOBHERIFEICE L AER
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FXo, AECENSERZZADT (Table 8),
@ HEMERFS,000/mmHERR & B PR
FHLhEIL, Z-308¥78.3%, Z-208£79.1%, IN B

66.7% TH 0, Z-30, Z-20BF X F W AHERE R LI

7, 3HEIAEEEZXRD Ao (Table

H AR E st

50 H8F
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Table 5 Evaluation of Efficacy for the Treatment of Leukopenia (evaluation by attending physicians)

effective rate  H test x° test

Treatment very : slightly  ineffec- “effective” or —
group effective effective effective tive total better multiple multiple
evaluation(%) comparison comparison

Z-30 group 8 23 10 5 46 67.4
(17.4%) (50.0%) (21.7%) (10.9%)

Z-20 group 5 29 7 2 43 79.1 = |4.767*| 0.425 |Z‘-30 pi=  |3-202 | 1.539 JZ-SO
(11.6%) (67.4%) (16.3%) ( 4.7%) 8.852* |[7.815*| Z-20 8.982* |8.655%*| Z-20

IN group 3 19 14 9 48.9 IN N
(6.7%) (42.2%) (31.1%) (20.0%)

tip<0.1, * D p<0.05, ** I p<0.01

Table 6 Clinical Efficacy according to Duration of Radiotherapy (evaluated by attending physicians)

Evaluations by attending physicians

Stratified

: Treatment effective  H-test x° test(effective or better)
analysis very flec-  slipghtly  inef- te(%)
according to Lo etl’_fe:- Eti\‘?\g esfflgchti\ﬁe fégfive total (l;affg:tive- multiple multiple
it or better) comparison comparison
Z-30 4 12 7 3 26 61.5 '
45 weeks  Z-20 1 14 5 0 20 5.0 Fom ¥
N 1 10 2 2 15 73.3
. Z-30 2 5 3 1 1 63.6
Duration — —
1= 2.149 [1.297|Z-30 e 2,112 [4.492%]Z-30
cadio.  Bweeks  Z-20 1 9 0 0 10 1000 Fgpo. [S_m_ ;m] foovre E“- o -2720]
therapy N 1 3 6 2 12 33.3 N N
Z-30 2 6 0 1 9 88.9 2] ]
1= 4.614°]0.341]2-30 e 6.075°[ 1.170 | z-30
7-8 weeks  Z-20 3 6 2 2 13 69.2 & 700+ [3_0?3 o ¥onse Eﬁ_m
IN 1 6 6 § 18 38.9 IN IN
+:p<0.1, *: p<0.05, ** : p<0.01
Table 7 Effective Rate Corrected by the Direct Standardization Method (evaluated
by attending physicians)
c i Effective rate (%) x? test
orrecte .
; Correction -
variable Z-30 Z-20 IN s . :
group group group multiple comparison
bt 3.202 [1.539]z-30
erore 3 —_ * =
. Correction 67.4 79.1 48.9 x7=8.982 8.655%| Z-20
Duration 1
of
radiotherapy 2.783 [0.994 |Z-30
after e _ - 1
coiTection 70.2  79.4 53.2 x*=T7.14 5,1?24 Z-20
* I p<0.05
8). DIEAERD bh, BMREOHE & RRIC Z-

4) HMERE R X OAIMmERS EOHR 208> Z-30FF >IN B E o 2 iH & Tt
HIMEREG VY, HoHiREEEE L &bl L fz. U v SERBuToWTIE, SERTERES L

B, Z-20BE0WA DS/ <, KT Z-308F,
INBTH -7, foks, ERIICRWTHBICER
EXFED LR -1,

BIMERSE T, AE TRV IFRERE OB

ERL 2 4F 8 A25H

(&5)

hich -7 (Fig. 1).

a,

wet

1 BIfed
BIfE B o RBEGNT, Z-308E 8 41(14.3%), Z-



986

17 v RMIBE L L RRE E5E

Table 8 Evaluations of Efficacy by the Evaluations Committee

Treatment  effec- inef- o % " test
group tive fective multiple comparison
Z-30 group 35 11 46
Brdationsd (76.1%) (23.9%)
valuations by :
percentage of gzgéuf\at;gg g i Z-20 group 36 7 43 =
decrease of Y ose (83.7%) (16.3%) 5.465
WERBC of 40 Gy
IN group 30 15 45
(66.7%) (33.3%)
Z-30 group 33 13 46
(71.7%) (28.3%)

1.557 | 2.709 |Z-30
at completion of Z-20 group 37 6 43 t= g 73 Z ;‘ |
radiotherapy (86.0%) (14.0%) 5.484+ I.INS <

IN group 29 16 45
(64.4%) (35.6%)
Z-30 group 36 10 46
(78.3%) (21.7%)
Evaluations by percentages of 720 ) 1
p -20 group 34 9 43 =
o e 5t more of WBC (79.1%) (20.9%) o275
IN group 30 15 45
(66.7%) (33.3%)
+1p<0.1

208 261 (3.9%), INBE3 M (5.6%) THh,
ZIHORBARIRDEN 1A, IBEMCEE
EFFED bR o7,

Z30FILED, MK, Eo.EE LB FEoR
2, £508E - #KZ, GOT - GPT o L&,
GOT «GPT - LDH o b5, @HEa#Eifr o, &
AL O FHFHE LT o@D b, Z-2081
D\ TiL GPT « LDH @ k&, S0 0% -
- ERSE L AT o@D bhic, IN HTR
B, TR« MRIE SRRBRIELSE 1HTR
Bdbhic, BHAIRDLRL 1HFIC2WTIIRE
EH L OB BEHEEIAHTH -, ERHOVWTHD
FER b RBREROH G b L < dpibicd
L IC{H& L7c (Table 9),

2) &MRELE

HER(@HTEEL L)W, Z-30%85.7%, Z-
208¥94.1%, IN B¥92.6%TH b, IBMEE L
ZIRDBhich -7 (Table 10),

5. BRE

H®REOHKR, 3HMOEFRKIAEERRE A
b bh, LEHBORER T Z2052IN B X
DEBCERCERAELRLL.

(86)

FHE FHL L) 3, Z-30860.8%, Z-20%8
77.3%, IN $46.8% Th h, LENLBKOER, Z-
WBENINBEI VEECAECBLL-ERARYT
L7z (Table 11).

I, & ==

EHES RS O BUHRIE R UEERICR B L
BEETHHD, EEHEBcToBEYELIC
E#ES 2 Z &RV, IO RER R
3 5B S RESE O —o T B 5B BN EN T E i
REAEG &R L, REEE T EE L R
EFFROIRRA L o b, HEREEYEET S LT
DT E T35,

WIE, MEEFEOWEHAELS I, MiEHO4E
MEMAEITTNTE—OBMIC kYL, &4
OoLBEIFA B FIC X b £ 4« ORiERAI
BT, BBL-SEMIC s 2 L0 BT
ThTW39, BRI HCESE RE» R
THERERD ML EE L AT HAHERTFTH % CSF
1%, G-CSF, GM-CSF, M-CSF, Multi-CSF (IL-
DHAREBENT A, Bl TIREETF TR
HPE U fo CSF # Rk oL E R E L 1T 5 I
CEROLhAEMRBEPCHFRLE Y EF2R

AAREREE 550% 845
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®—® [ Z-30 group

A—u [ Z-70 group

O—0 [ IN group
(Mean+S.E.)

3 () :No. of cases
= (44)
(39) 40 1(36) (45)
(41)%-(41 (40) of (43)
4000 1) {39 (42) S %(45)
GI ke L L L L 1 1
(/mm3)
4003'—
3800}
g
3 3600
v )
= 3400 (38)
o
2 3200}
2
Zz 3000
2800k (40)
a‘[ L 1 L 1 . L L
(/mm3)
2000
é 1500 Fis0) @
(&)
1
'3‘, i (38)
o 1 s '35 (36)
1% & % ey
= (an) i}m guo
=) (40) t
500 [m(m [&2)] gan
u & L L 1 L 1 L
before 1. 2 3 4 5 at com-
irradia- gl
tion therapy
Duration of radiotherapy (weeks)
Fig. 1 The Time-course of WBC, Neutrophil

Count and Lymphocyte Count in Complete Cases

ZO~-1nfTbh Tk b, FRHC CSF HEERY
BTAEAZCAT AR Thbh TV 5,

B AR 513 Z- 1000 BRI 1EH 7o b O HIES
G2 WIS 5 R CAHFI S MBS TTEER %
BLTWBZ LR RH LAY, AFIIRHRRE
kB =w AHMEREAD € 5 At U aimEkE

ERYE 24F 8 A25H

(87)
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ElREFEREZRL, TOERAEFL LTI, FH
MN=rzrevy—2fEAL, CSF2BETS L
wrh, FBENRYENILDHEEL R
TWAM, i, Z-1000E 2o T e
K 5BHERBR S CEES-HRR 2O
HERTWA,

ZITC, BARZOL I RREEEFE oE
FOEH & 3R 705 1F BB B MERE A 2 30
T HEA L BRI THEL TP L LRE
BdHDH L EE 2z, AFOBEKRIGHAICVCTRE
HEAIA L7,

HATRBMEE IS S I D AF o MR AR, W
EoAMREBRE LT Z100m0 3 HEC2, 10, 20ug)
KOWTE2BIETHED 3HLEBICL 541
w oy FERERAER LY, Z-100 20ug fd 5Hu
WREBDHL, i, EHORERAORRERIR
BRECERITNTCEBETH - L LD, &6
i, 20ug LLEo AiECcHERERRZ BT %04
EXHDH EE bR,

FITARBRTIRZI00EFE R E T b U
FRERELERT2BAE HERE LT, Z-
1000 2 A (20, 30ug), 8 2 EE FH4-5F & xf
BEA /v EAENEEHO IFLEIC L 52
EERBBRAYER L. Z-1000 BEZRE B LT
TEERE— AR N\ T Z-1004330ug £ T
DEED L XERESETRAERERD LRIV
Py, 40ug DHEERE S U 1320ug O EfEHE S5 T
FHESSAORENAD LRIz d, FRELT
330ug DB 2EEENEHRTH B EE L, F
fo, HBHEIEROBTHEAIATV-23EATH
b, BEF O B MmERGEA-IEIF O FEShHiic 31 5
xggggI R L UC A EREShTWB 1 /&
vREATL,

MBREBIRT1IHIH 2h RHE 0 B 2 1T » T4
B (134410) o BEWEF R, B, 8@
(p<0.DHM&H BRI, Z-30Bic 4 ~ 5BOHER, *
INFCT7T~8ADEA NS MEREH - T
2, TofoFRRETCERLEREh -7, B
SFPEC R LR b, #ikT5 X 5cE%MHE
DOHEBILERIEE 2 bR, ARRBRIB—
BEERZAETHHELERRTHL LUK TE
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Table 9 Type and Incidence of Adverse Reactions

Treatment group Z-30 group Z-20 group IN group
Type Severity 14 e‘?,gﬂ severe mild L';g?é severe mild ;l'(;.ge severa
Skin and eczema 1
g?sp::‘l?jgﬁsges urticaria 1*
rash 1
Psychiatric insomnia 1™
disorders unrest 100
Gastro- nausea 1
intestinal
system
disorders nausea/vomiting 1
}I\.‘il\.fer and GOT elevated 19 1?
ngﬁirﬁ GFPT elevated i 1= 1%
disorders LDH elevated 19 1?
Metabolic hyperuricaemia 1
disorders
Disorders of redness 1
injected site redness swelling 1
induration 1
el
whole-genera
disorders fever 1
No. i \
o. of epls()d(?s of adverse 12 g q
reactions
No. of cases with adverse 3 9 3
reactions
No. of amined f
o. of cases ex rrfmeu or 56 51 54
adverse reactions
Incidence (%) 14.3 3.9 5.6
®-¢ represent that these two or more reactions occurred in the same cases, respectively.
Table 10 General Safety
Treatment slightly . Safety rate . xi-test
group very safe safe Gata unsafe  total (very safe) (%) H-test (very safe)
Z-30 group 43 2 4 2 56 85.7
(85.7%)  (3.6%) (7.1%) (3.6%)
Z-20 group 48 2 1 0 51 94.1 - _ p
(94.1%)  (3.9%) (2.0%) (O %) =88 x50
IN group 50 2 2 0 54 92.6
92.6%) (3.7%) 3.7%) O %

7z,

EHBRER X AEREHE T, Z-308E L Z-208E0
MTeEREEX D ooh, INBE Z20Bo/ T
BEE(BDLR, INBFL Z30HOM THEEMR
FEAAZ bR, XoT, Z100ik, 412> Xbid

(88)

BN BIEMR YR T EE L bR, i, Z-208
DHEZHETI. 1%, W IHERB YD Z- 2080
HBHRTRBEREETH D, INFEDOHZEL.9%
W, MEENR Tl L-v AT, 17 vEE
U7 7 R0 IFTOHBRBR TS SE A 2 >

BAERSEE 550% $£8%
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Table 11 Usefulness

utility rate H test x? test (useful or better
Treatment  very " slightly ("useful” or _—_— L P e B
group useful useful useful useless total better evaluation) multiple multiple
%) comparison comparison

Z-30 group 8 23 10 10 51 60.3

(15.7%) (45.1%) (19.6%) (19.6%)

- — 1.924 | 2.972 |Z-

Z.20 group 4 30 7 3 44 77.3 2= (2558 [1.367]z30 e 8911+ zzo1 .

(9.1%) (68.2%) (15.9%) ( 6.8%) 7311 (72977 z20 8.895° 2 -
IN group 47 46.8

3 19 14 11
(6.4%) (40.4%) (29.8%) (23.4%)

~ o O/ Lot e bk e —_
VOEHRIM2UEBIFRALER L o T 5,

BETROBHIPEICRE ) BabhiZ L0
B o\WTHEET S L, Z-30503, BEHIESNEW
BEAOHRNBL RoTEb, $i, Z-20BE12E
AL coRHRICEIT L bRich -1,
—77, IN 582, BHEPMAEL 85 L BAHE
DPMET LT, CoBSBEIRICR T 5 £ BOE
PIBOR Y X EHEEELEIZ L Y BIEL-BDE
ZHEL, Z-30F & IN BEDSE < To o 7o, BIERT &
FHRIZ Z-208F & IN ORI O AEBENTD 5
T, o TEHOBYRIBHEEOED
WEE X T X,

Z3FEL D Z2ABWOBE WV E oo EH &
LT, Z-30BF B o B\ ERI 24 <, =0
MR, BEMEOEVEMD Z-30BF e %< 7t b,
DT LD Z30FCAFNIC @ T o & piE
Abhd, Tic, BWERCE TR Z1000 BE
EEHEBE I —EDHEU TR TS b —itkd
EHHERERTEH?, SEORRBRICK T H Z-
100D EFBHRZ20ug LLETIRT 5 F —12ie - T
WA ENE Lz bhiiod, HiEiAEHEEE
ZRE L I-ROBR/DHRERREYRIET 5 FET
® % Shirley DRTE 21T o 7o, FDORER, Z-208%
& Z30FI TR IN BB LA B i e i)
REARL, Z-208, Z-308F & IN BEo BRIz
Fro7BBBLELLRIC(NEER). X 5T,
BB A o035 Z-10000 1 3R %H R 1320ug Ll
LTRT T AR EE L Shi,

ARRC BT 5 HMBREOHB I, HMTHE
ERFD LRI, Z-308, Z20BTINBEL D

SERL 2 4E 8 A25H

(89)

*:p<0.05 **:p<0.01

e

B 2l Ehie, £7c, SEOERRT Z-100 &
% HMEBRBE A IENFPRIZERLTVWbB & &
DIHEE S h, BRIERO SLRFE % 3 5 CSF
23 Z- 1008 502 X h M X T B ATREME VT
ahic,

BIfEFO BT, Z-30B %<, Z20BE LD
IN BFiediehote, £, SRELEOHIEICE
W Z-30RFOREENR S ED - o, & DGR
D HREMR D \WTIE 2208 Z-30BE L h B
TwWwasFEzEhb,

FREEOWTRERRR, Z-208E IN B0
I EBE RDOh, 220 RbEEBE
BEDHbh, Oz Lk, Z-308x ST Z-20
Haagmckvwcldtics 2o v X iR T
ey, BREMITI T Z-20BENRLRNE D -
TeDT, ZhbDAS v ADiEER, 22080 & Bk
PiEbm totclELbAD,

LlEoZ & X b Z-1000 B R 4 52 is o 13 1 Bk
BT HEERSE TS 2 o v L hBERAT Y
bEEZ LRI, i, Z-100020ug & 30ug DB
2EETREDERESDRIFARE LMK h, &
WO TIT20ug 2330ug L VEBRTVWAHZ & L
b, Z-1000 F @ FAE & LT, 20ug 8 2 Bl FH
ERBYTHHEEZONRD, SHRIERE=HR
BT Z100 20ug, 2B TFHSOEKE
HEROWTEIKRE LT o,

b5 i

o fE 5 I B O B A BRI A 5 Bk
Wb o EHhc 3% Z-10000 B R 7 i o & o
CEBABICOWT, Z-100 20, 30ug ©E 2 Bl
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