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Fig.1 Chemical structure of Ara-A
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Table 1 Institutes and doctors

o0

YOSHO MIURA:
AKIRA WAKUL:

KIYOSHI MIWA:
OSAMU TAKATANL:
TOSHIRO OGATA:
SEIICHI YOSHIDA:
KATSUJI OKUL
HISASHI MAJIMA:

TOMOHARU MATSUYAMA:

KAZUYUKI ISHIHARA:
MICHIHITO NIIMURA:
ATSUSHI KUKITA:
HISANOBU NIITANL:
YASUNOBU SAKAL:
OSAMU HONGO:
TAKEJI NISHIKAWA:
YUKIO IMAMURA:
TADASHI KIMURA:
KOICHI HIROKAWA:
TATSUO SAITO:
HISASHI FURUE:

KEN HASHIMOTO:

MIZUHO YAMADA:
KIYOJI KIMURA
YUTAKA HIROTA:
TERUO AZUMI:
YUZURU SUGAWARA:
KENSHIRO SASADA:

+ KAZUO OTA:

SHO AKAL
TORU MASAOKA:
TETSUO TAGUCHLI:

MASAHIRO FUKUOKA:

KIYOYUKI FURUSE:

TAKAO HATTORI:

KAZUKATA NISHIO:
HARUKUNI URABE:
MITSUO OTA:
MASAAKI TASHIRO:
KAZUO YUNOKI:

AKIRA SAKUMA:

Department of Dermatology, Hokkaido University, School of Medicine
Department of Clinical Cancer Chemotherapy, the Research Institute for
Tuberculosis and Cancer, Tohoku University

Department of Surgery, Gunma Cancer Center, Tomo Hospital

‘The Third Department of Internal Medicine, National Defense Medical College
The Second Department of Surgery, National Defense Medical College
Department of Respiratory Internal Medicine, Saitama Cancer Center

The First Department of Surgery, School of Medicine, Chiba University

Chiba Cancer Center Hospital

Department of Surgery, National Matsudo Hospital for Chest Discases
Department of Dermatology, National Cancer Center

Department of Dermatology, The Jikei University School of Medicine
Department of Dermatology, Faculty of Medicine, University of Tokyo
Department of Clinical Pathology, Nippon Medical School

Department of Chemotherapy, Tokyo Metropolitan Komagome Hospital
Department of Dermatology, Tokyo Metropolitan Komagome Hospital
Department of Dermatology, School of Medicine, Keio University

The First Department of Internal Medicine, National Medical Center Hospital
The Second Department of Surgery, National Medical Center Hospital
Department of Dermatology, National Medical Center Hospital

Department of Internal Medicine, Cancer Institute Hospital

Department of Internal Medicine, Mizonokuchi Hospital, Teikyd University, School
of Medicine

Department of Dermatology, Mizonokuchi Hospital, Teikyo University, School of
Medicine

Department of Dermatology, Hamamatsu University School of Medicine

Department of Internal Medicine, National Hospital Nagoya Japan

Department of Dermatology, National Hospital Nagoya Japan

The Second Department of Internal Medicine, Aichi Medical University
Department of Dermatology, Aichi Medical University

The Second Department of Internal Medicine, Aichi Cancer Center

Department of Dermatology, Niigata Cancer Center, Niigata Hospital

The Fifth Department of Internal Medicine, The Center for Adult Diseases, Osaka
Department of Surgery, Research Institute for Microbial Diseases, Osaka University
The Second Department of Internal Medicine, Osaka Prefectural Habikino Hospital
The Second Department of Internal Medicine, National Kinki Central Hospital for
Chest Diseases

Department of Surgery, Research Institute for Nuclear Medicine and Biology,
Hiroshima University

Department of Dermatology, University of Occupational and Envirenmental Health
Department of Dermatology, Faculty of Medicine, Kyushu University

Department of Surgery, National Kyushu Cancer Center Hospital

Department of Dermatolgy, School of Medicine Kagoshima University

Department of Cancer Chemotherapy, Institute for Cancer Research, Faculty of
Medicine, Kagoshima University

Department of Clinical Pharmacology, Medical Research Institute, Tokyo Medical
and Dental University

* ! Representative,

»+ ! Subsidiary committee,

«++ : Controller.
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Table 2 Patients studied

Patients Ara-A High Ara-A Low Total
Total number of cases 61 66 127
Excluded from evaluations of both usefulness and safety 3 4 7
Evaluated only for safety 7 9 16
Violation of indicative disease 2 3 5
Violation of underlying disease 20 2% 4
Violation of day of disease at the entry of study 20 5 7
Violation of concomitant drugs 3 0 3
Evaluated for both usefulness and safety 51 53 104
1),2),3) : Duplicate
Table 3 Reasons for exclusion
(Excluded from evaluation of both usefulness and safety)
Doctor's judgement 3
Drug | Drug No. Reasons for exclusion
Usefulness Safety
23-3 e —_ Violation of administration (1 day-administration)
39-4 -_— _— Violation of administration (2 day-administration)
Ara-A . .
. and concomitant drug (Acyclovir)
High | 452 — — Violation of indicative disease (Not zoster)
with serious underlying disease (Lung cancer)
12-4 3 0 Violation of administration (3 day-administration)
Ara-A 33-4 —_ —_ Violation of administration (1 day-administration)
Low 46-2 — 0 Violation of administration (1 day-administration)
53-3 — —_— Violation of administration (2 day-administration)
Table 4 Reasons for exclusion
(Evaluated only for safety)
Doctor’s judgement
Drug Drug No. Reasons for exclusion
Usefulness Safety
0 14-1 2 0 Violation of concomitant drug (Ara-C)
k i 21-3 1 0 Violation of indicative disease (Herpes simplex)
39-2 3 0 Violation of day of disease at the entry of study (7th day)
© Ara-A and concomitant drug (Acyclovir)
High 43-1 1 0 Violation of indicative disease (Not zoster)
g 46-1 2 0 Violation of concomitant drug (Ara-C)
47-1 1 0 Violation of underlying disease (Gastric ulcer)
49-2 2 '0 Violation of day of disease at the entry of study (10th day)
2750 and underlying disease (No underlying disease)
13-1 1 :,‘ “p0.- .| Vielation of indicative disease (Herpes simplex)
- ... | ~.and underlying disease (No underlying disease)
21-1 1 **0 '] .Violation of indicative disease (Herpes simplex)
 Arah 26-1 1 i 0 Violation of day of disease at the entry of study (10th day)
ra- 29-3 3 ’ 0 Violatioh of day of disease at the entry of study (Sth day)
Low 30-1 _— 0 Violation of underlying disease (No underlying disease)
35-2 3 1 Violation of indicative disease (Not zoster)
39-3 4 0 Violation of day of disease at the entry of study (3th day)
40-4 2 0 Violation of day of disease at the entry of study (7th day)
53-1 2 0 Violation of day of disease at the entry of study (7th day)

JAN. 1988
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Table 5 Background characteristics .

. ’ - ny § . Statistical results
Items Categories Ara-A High | Ara-A Low Total -test U-test
Total number of cases * — 51 53 104 —
. Male 31 28 59 . :
Sex Female 20 25 45 NS :
~19 2 3 5 :
Age (yr) 20~ 2 2 4 :
30~ 3 3 6 ;
40~ 5 10 15 NS ¢ NS
50~ 14 13 27 Do
60~ 17 10 27 :
IO B 12 20 ] e
Mean *+ SE. 57£2.2 55+2.3 56 + 1.6 N.S.
. Inpatient 41 42 83 :
In or outpatient Outpatient 10 11 21 NS ¢ -
0 4 3 7 e
1 15 20 35 ;
Performance status 11 11 14 25 NS. : NS,
1 10 10 20 ;
v 11 6 17 i,
Underlying disease Lymphoproliferative c. 12 13 25 NS ; .
(Cancer) Other c. - 39 40 79 .
Absent 27 32 59 :
Chemotherapy and / or Chemotherapy 21 19 40 NS :
radiotherapy for cancers Radiotherapy 3 1 4 ’ :
Both 0 1 1 :
st 3 2 5 i
Day o}f1 disease ¢ ctud %nc(ll 1(53 11 %g
at the entry of study I - : .
4th 11 16 27 NS. ¢ NS
5th 13 11 24 :
6t N B 6 e
Mean + SE 3.7+0.18 3.7£0.17 3.7+£0.12 N.S
0 23 23 46 H
1 14 15 29
: S
. K 4
Number of concomitant
drugs for Herpes zoster 4 5 4 9, N.S. NS.
5 0 0 0
6 0 0 0
7 0 0 0
8 0 1 1
Mild 9 15 24
Severity of Herpes zoster Moderate 35 29 64 N.S. N.S
Severe 7 9 16
None 7 7 14
Erythema Mild 14 12 26 NS NS
Moderate 18 26 44 > )
| Severe ... | 12 | S O 20 e,
> Unknown 0 0 0 —
§ Pustul slol[clie 12 2 5
< Vesicle, Pustule i 5 14 29 . '
£ Moderate 24 19 43 NS. NS
) | Severe 10 . 18 28 i
o Unknown 0 0 0 o
° None 40 43 83
e Ulceration, Erosion Mild 9 4 13 NS NS
g Moderate 2 4 6 e R
g LSevere 02 2
2’ Unknown 0 0 0 —
© None 41 47 88 NS .
2 | Crust formation | Present .l 10 e G 16, ... TS SR
5>3 Unknown 0 0 0 —
& Dissemination of None 45 44 8y NS .
skin lesion CPresent Sl LSRN ISR C SO RO e
Unknown 1 0 1 —
None 10 8 18 NS
Pain | Dresent e 39 4 | 81
Unknown 2 0 2 —
1 41 43 84
Number of infective derma- | 2 9 7 16 N.S N.S
tome 3 ~ 1 3 4
V 7 7 14
C 11 10 21
Infective dermatome* Th 32 33 65 N.S —
L 10 10 20
S 4 6 10
Varicella-zoster virus Isolated 27 32 59 NS S
isolation No_isolation LA . 16 o 3 T
Not tested 7 5 12 —

* Multiply counted
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ZUE— kB AT TV —Z LD 2x2 PREDRY
WS T > Pkt R, Ara-A R 5EBO TE 12
BRI EERTERBASIC3IARE T, £48
B (17%) B XVU36 (%) ThHo1=Diz L, EES
Bl Fhiz 18 fl 35%) 5 = U7 14 44 (30%) -
Ara-A BE5ENN EHSRHELY, BEZ P2
- (Fiser DHEHRE, 5 THER P<0.05, &
LgT#H 388 P<0.01),

Bl (12%), LR EHETHT BB Ara-A RS Xhiz, BERTH7HBIZETi2, Ara-A RS
Table 6 Skin lesion improvement
- . Treatment . |
Evaluation day +4++ | ++ | + - X Total Unknown , U-test
group
Ara-A High 0 1 4] 3 16 51 0 NS
2nd day of the treatment Ara-A Low 0 0 l Sl 1 5 1 1
Ara-A High o [ 1w ][] s T NS
3rd day of the treatment Ara-A Low 0 1 15 19 15 l 53 1 0
Ara-A High 0 502 | 12| 8 50 1 NS
4th day of the treatment Ara-A Low 0 5 | a6 n 13 l 5 )
Ara-A High o | 7 2] s|w 4w [ 2 NS
5 0
5th day of the treatment Ara-A Low 0 7l g 13 ‘ 52 | 1
. T
Ara-A High 3 | 72| 4] 5] 8 | 3 NS
1st day after the treatment Ara-A Low 2 9 a1 8 n 51 9
Ara-A High 5 12 25 1 2 15 6 NS
3rd fter the treat
3rd day after the treatment Ara-A Low 2 {1616 6| 7! 4 6
] ; N | X N T
7th day after the treatment Ara-A High 1 19 15 1 0| 16 ! NS
Ara-A Low 7 16 14 0 1 41 12
14th day after the treatment Ara-A High 20 15 7 0 0 12 9 NS
Ara-A Low 15 17 7 1 1 41 12 l
, Ara-A High 26 9 7 0 0 42 9 b NS
21st d fter the treat t
st day after the freatmen Ara-A Low 24 | 8| 5| of 1| 38 ER

+ + + : Cure,
N.S. . Not significant

++ : Markedly improved, + : Improved,

— . Unchanged, X @ Aggravated.



CHEMOTHERAPY

VOL. 33 NO. 1 61
Table 7 Evaluation of overall improvement
. Treatment
Bvaluation day +++ | ++ | + - X Total | Unknown | U-test
group
Ara-A High 8 22 10 3 5 48 3 N.S.
1st day after the treatment Ara-A Low 6 21 6 7|1 51 2
Ara-A High 11 21 | 10 1 2 45 6 N.S.
3rd day after the treatment Ara-A Low 8 22 3 6 8 a 6
Ara-A High 23 17 5 1 0 46 5 .
7th day after the treatment Ara-A Low 13 15 8 ) ‘ i 12
Ara-A High 32 9 1 0 0 42 9 .
lth day after the treatment | ) Alow | 22 |13 | 4| 1| 1| 4 12
Ara-A High 33 8 1 0 0 42 9 .
21st day after the treatment Ara-A Low 22 13 1 1 1 38 15
+++ : Markedly improved, ++ !Improved, + :Slightly improved, - : Unchanged, X :@ Aggravated.
N.S. ! Not significant
¢ 1 P<0.05
Table 8 Evaluation of clinical usefulness
Treatment group +++ | ++ + - X Total | U-test
. 15 22 7 7 0 51
Ara-A High O8) | (59) | u3) | (14) | (10) | (0)
12 10 17 14 0 53
0,
AraA Low 00 | 53y | 19) | 32 | 28 | (0

+++ : Markedly useful, <+ : Moderately useful, + : Slightly useful,

— : Useless, X : Undesirable.
* 1 P<0.05

BEROERHES LOHHE LIEMH 405 (87%) CH
SO L, EFSEFTIZ 28 §) (68%) & Ara-A
RE|SEFFVERSREFC HBE LT S (Fisier OH
BRERY:, HERTHT7HB P<0.05), #5ERTH 14
BER IOHERTH 21 B B CIEHHE LICERAD
Shot- (FisHER DEEHRY:, HERTH 14 BHE
P<0.05, #5&TH# 21 AH P<0.10),

ZDX 5L BHEECSITS Ara-A BRSRFL
ERERROERIFERTHBEAS LU 3HBEDORVF
PeRAEERELEMCL Y, #ERTHRTER
LI cizoiss L ERROENRRBR LI, D TH D,
Ara-A BH5ERORZRMIERSFEF L H B
Ddbhi,

5. HAE¥E

HHEHE Table 8 wRT &b, Ara-A RS
BB sWCESTHER 15 6l (29%), »ichER 22
Bl (43%), ©LoHBTH (14%) HIUEATH (14
%) extlL, Ara-A ERSEFHCIIEDTHAE 12 f
(23%), /e B 10 §] (19%), LLHA 17 4

(32%) W XUMRA 14 f (26%) & Ara-A B SR
IRERSRBCHEER EFHES A EAXERICS Y
» 7z (U-test, P<0.05), ¥ 7, Key code ¥ /&
B2TIHh Y ERUEX > THARYAR TS &
1 L7oAt, Ara-A By 5 &R 37/51 Ml (73%) X U°
Ara-A £ 5 &P 22/53 4| (42%) & Ara-A B 5
BB ERHRY R LUK (Fisuer O HERR
#% P<O0.01),

6. FERCRIFTEE

BMHERE LT, X - IMER LIVVUHA - RBOH
KRESH, MEORBRMOKBY, MREERL LTOE
B LU LU Ab R B IERO AR S XU
MOBBEIOHBY Fig.2 TRl

¥, BEROEBYHRAESHERLTIBETFLE
2bh3 PSkIVERC L VB LcRERY Fig. 3,4
R LT

1) 240K

FEEMERDBBOHBTII AR X RD oS
o, KK BAEOHETIRGRTHRTIHEER LV
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Fig.8(A~C) Duration of various events for the two treatment groups (Classified
by performance status)

P.S. 0,1 and 2

P.S. 3and ¢
A. Vesicle, Pustule
100,
e Ara-A 300 mg/day (n=329) = Ara-A 300 mg/day (n=31)
""" Ara-A 80mg/day (n=38) === Ars-A 80 mg/day (n=16)
,lu
E 3
3 X """""l-
[An-d ] jrrowm

°| M M
Stedy days Study days

Cox Mantel test P=0.98657 (N.S.) Cox Mantel test P=0.01469( #» )
Generalized Wilcoxon test P =0.76838 (N.S.) Generalized Wilcoxon test P=0.01077( » )

“Pw-v'~

B. Ulceratlon Erosnon

e Ara-A 300 mg/day (n-ﬂ) }
w=e== Ara-A 50 mg/dsy (q'!!) -

% patients with
S -
9% patients with
k-

. ] -

eme Ara-A 300 mg/day (n=13)
wewe= Ara-A 50 mg/day (n=13)

1 H - 10 15 20 25
Study days
Cox Mantel test P=0.65364 (N.S.)
Generalized Wilcoxon test P=0.81218 (N.S.)

Ars: Ara-.
oE—“-'-‘-'-'-'-‘-‘-“-‘-“—""“"""' 0 5

10 15 20 25
Study days
Cox Mantel test P=0.43724(N.S.)
Generalised Wilcoxon test P =0.24683 (N.S.)

C. Crust formation

—

e
S

% patients without

FETEAaS P

-Study days

Cox Mantel test P=0.40829 (N.S.)
Generalized Wilcoxon test P =0.71020 (N.S.)

= Ara-A 300 mg/day (n=24)
e=me= Ara-A 50 mg/day (n=31)

% patients without

100,

S0

e Ara-A 300 mg/day (n=17)
@ew=e Ars-A 50 mg/day (n=16)

Adddd

B0 520 %
Study days
Cox Mantel test P=0.69160 (N.S.)
Generalized Wilcoxon test P =0.52457 (N.S.)
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Fig.8(D,E) Duration of various events for the two treatment groups (Classified by

performance status)

D. Neurological symptoms

= Ara-A 300 mg/day (n=17)
aceee Ara-A 80mg/day (n=38)

Study days

Cox Mantel test P=0.98150 (N.8.)
Generalized Wilcoxon test P=0.73257 (N.S)

— Ars-A 200mg/doy (s =17)

" ._1.1 ----- Ars-A S0 mg/dey (n=18)
1
i
]
0 -]

Study deys

Con Maatel test P 0.08427( +)
Generslised Wilconon test P =0.06675( + )

E. Reduction in pain

g

——— Ars-A 300mg/day (n=27)
weme= Ars-A 50mg/day (n=3)

9 patients without
g T

Study days

Cox Mantel test P=0.99018 (N.S.)
Generalized Wilcoxon test P=0.82494 (N.S.)

14 H A CELS RN Ara-A B S RFTIRHE
LIERDOEIE B ol BHA - REOHRTIZE
5345 BERIVHERTRBASIVRERTHR
3HHK Ara-A B 5REFL Ara-A ERSEHICE
NAabh, Ara-A HERERNT BEMcHEN BHLHR
f2o

7eds, RIRIZRLTWiEWA, KEREMOIEIIC )
WTIRAHECEELEZIBDLhigh - 1,

MEIERES L OEMCOWTRAERLEIBD AL
holeh, BEFEIVEHERTHEKC Ara-A K5
BN Ara-A EREERID, BAKSIUVERLIE
2PAT 2/

2) PSicxasR@yl

PS CRZML LR, PS2 LITOMICES W TIRESD

e Ars-A 300 mg/dey (=17)
esmee Ars-A 50 mg/day (a=1S5)

% patiests without

I
Stedy days

Cou Mastel test P=0.15753 (N.S)
Generalized Wilcezon test P=0.12034 (N.S)

ZERCERTZII BHORh o1, PS3 UEOR
C\V TR A - BAD HRENDO £ ¥ 5 EMD A
A BESEBCHBIS) -1, UHA » RETIRIN
CHETHEMOHAL Ara-A HR SRR Sk
A, 25ORBCHERLBIZRD bhirh ol HED
REBMCALTLES 3, 4 SIUWS5HAT An-A
W5 RBCHEORALSBRITED b h I EASSD
27

PS2 LUTORTIXMEERD WA X U ERE
MEEHIIC 35\ T Ara-A BRSEFCERSREL),
HEMMC B\ THERT HERAN S - Fobt, RHRAE
BRI EIEDShILh -7,

PS3 Ll EORic 517 5 MBERE Ara-A KIS RF
» Ara-A EHSETHCHE LTRHETHEADS
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Fig.4(A~C) Duration of various events for the two treatment groups (Classified by age)

Si-year-old or younger 80-year-old or elder
A. Vesicle, Pustule
100y o Ara-A 300 ng/day (a m38)
== Ara-A 300 mg/day (n =328) =eeme Ara-A W0 mg/day (n=18)
wes=e= Ara-A 80 mg/day (n=129)
2
»
{d T
Rk
yr | — w.73.9)
of % [}
Stady days Study days
Cox Mantel test P=0. 84969 (N.S.) Cox Mantel test P=0,03709( & )
Generalized Wilcoxon test P=0.74222(N.S.) Generalised Wilcoxon test P=0.07682( 4 )

B. Ulceration, Erosion

109 e Ara-A 300 mg/day (n =21) 100 ---l ——— Ara-A 300 mg/day (n=1¢)
T Ara-A 80 mg/day (n=18)

=== Ars-A 50 mg/day (n=23)

4 21
[ 13
2
i |
i —
L L N SU—
- 1
i S, ___L_
[
S WS W W W W N U U W S S S I B S A S
— 19 is ) % o 5 10 is % %%
Stody days Study days
Cox Mantel test P=0.61845 (N.S.) Cox Mantel test P=0.58295 (N.S.)
Generalized Wilcozon test P=0.86127 (N.S.) Generalized Wilcoxon test P =0.40569 (N.S.)

C. Crust formation

——— Ara-A 300 mg/day (n=21)
===ee Ara-A 50 mg/dsy (n=19)

«—— Ara-A 300 mg/day (n=20)
eweme Ara-A 50 mg/day (n=28)

% patients without

Ara [T r— —
_u—l—l—l—l—l—hl—l—&_hl—hl—h‘_l—l—‘_‘_l—l—t—l
o 3 70 i 20 2 0 5 10 15 0 %
Study days Study days
Cox Mantel test P=0.52447 (N.S.) Cox Mantel test P=0,04788 ( * )

Generalized Wilcoxon test P=0.27532 (N.S.) Generalized Wilcoxon test P=0,02521( * )
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Fig.4(D,E) Duration of various events for the two treatment groups (Classified by age)
D. Neurological symptoms
100y — Are-A 300mg/dey (n31) 3 e Ars-A 300 mg/dsy (s m13)
L a==e= Ara-A 80 mg/day (n=30) cwace Ars-A 50 mg/dsy (n=20)
_____ 3
s e
ito» l L
. . —
® e
0. 0 e |1 I.‘ll'.‘ Pl J Al Ai““a'
Study days Study days
Cox Mantel test P=0.72302 (N.S.) Con Mantol tast P=0.22000 (N.8.)
Generalized Wilcoxon test P = 0.60695 (N.S.) Generalised Wilcenen tast P=0.16307 (NS)
E. Reduction in pain
100 -
a—— Ara-A 300 mg/day (n=21) —— Ars-A XOmg/dey (a=21)
| === Ars-A 50m|/dl: (n=29) === Ar-A Wng/ley (=20)
i
B
]
]
i
)
"L""'l
e o o 15 I.znf‘:jzs
_‘_‘_u_‘._x_x_hlo_l_A.J—J—l;l—l—l—l—‘—‘—‘—.—‘—‘—‘ v l
5 l Slr d'l" . . c.:.: ‘.,n. t P=0.43576 (NS)
ante] test =0. -
Geneuliz:z:i“ W:'l’:::;vln :::: ;:::;g::gg's.i; Geaeralized Wileonon test P=0.31258 (N.S)
WEEIZH - o RBEARERIOBHOH, BERTHRIBERR

3) FERICXBBI

SEWY 59 RIAT DEGI T KBREN DI, A -
BB, LA - RBOHARS XUHEORRB I
LAEEIBDOLRIEM 51,

fE§s 60 RL EDFESIT IS\ TIZAM - IBEDO &R
X OB D BB < T EFN BRI £
foo Elo, U'HA -WBEWTLHESAE, #E5ER
THBERIVEERTHIBHIC Ara-A RS ER
2% Ara-A ERSBERCHENTHEA LICERAL S - 70
2, 2FRTRD LAERLERL, -1,

£ 59 BT O ER T BEERD &I 54T
Ara-A EHRSETL Ara-A B ERTMCIEEA VX
XEDLRILh o e, BEEOBERICE\T Ara-A &
BEBFCRIICBRT 5 EAN S0 51,

W 60 BRI EDIER TIXFEEER O I 4p5 A R <

LEMNMV D, 2EATRAERLERIEDLhES-
Too ¥7c, EMO BN R Z23Rh - h,
Ara-A BE5SEF CEMCHEATLEAR SN 1
7. BUfER® XUREKREMREY

EIfFA s LUBKREMRNEYY Tabled K, 23
IEID—%E% Table 10, 11 1IZR L1

Blfe D RB LI M (2 Ara-A BE5EE CIA
(16%) T, Ara-A EFSRFicHS\TIX6 M (10%)
THY, AEREZIBDLhILs -1,
BifEAOARIE, Ara-A BRSEHFCARTRRIA
Bl-mEo 24, RM2/, 0316k XCETRER
105RD LRI, Ara-A EHERNCIXEDL - BH
30U, R¥M2MF IVBE 1 ANED LR, “hbD
A, RREAC BEEY DS L Thi-EIfEAIL Ar-A
BREERCTELOLIA, HHE14 $I0 B TRERT
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Table 9 Summary of side effects
, Items Ara-A High | Ara-A Low . Total
Totil cases 58 62 120
- ~Case ‘without side effects 49 (84) 56 (90)---} 105 (88)
Case with side effects 9 (16) 6 (10) 15 (13)
Total side effects ‘ 10 (17) - 9 (15) 19 ‘616)
_ Anorexia 1(2) . 0(0) 1(1)
Nausea and/or ‘Vomiting 2(3) - 3 (6) 5(4)
Fever 2(3) 2 (3) 4(3)
Erythema 1(2) 0(0) 1(1)
Parotid enlargement 1(2) 0(0) 1(1)
-Lumber pain 0(0) 1(2) 1(1)
Elevation of GOT and/or GPT 1(2) 1(2) 2(2)
Renal function disorder 0(0) 1(2) 1(1)
Leukopenia 1(2) - 1(2) 2(2)
- Increase of urine volume - 1(2) 0 (0) 1(1)
Table 12 Evaluation of safety
Treatment group - X | XX | XXX | Total U-test
. 47 ""10 0 1 58
- Ara-A High (%) @ | an | (0| (2
55 6 1 0 62 NS.
Arv-A Low (%) ) | 0 | (2) | (0

— : No side effect

X.: Continuous treatment with drug toxicity

. XX
XXX

N.S. : Not significant

B, Ara-A EHEETHTIE 216K L0 EL - @t
18TH -7

iAo, sk LAfERIT Ara-A B SR
B 1 AT bl REGO BRI, &5 5 A
BB L, F0REREETH -, BEOREL
IOEEFI LD TH T,

BRBEECH LTI, ARROMSYVELERESE
Ths o bk XUERBBCHNT 5 LERE ¥ it B
LML TWD i Enb, RREHR 5B
1h, REEYETHEANS, REOHAL Ara-A
LAY BRI T - LIXRETH - 1o HARA
PEIER & LTEF R RE EORF X Ara-A B
E@®%Cc GPT LR 141, BHERED 166 LOREH
m1gl, EH5EFTIE GOT XU GPT OLR, B
BAERESE 1 B3 X OB BRI 23 1 BITH » To

 Necessity of some therapy against drug toxicity
- Discontinuance of treatment by drug toxicity

8. KA

FLEEIEE Table 12 w7k Lick s b, Ara-A &
LSRFTIZ “BREEL" 47 51 (81%), “BEkD - Teht
MR RTAE” 10 41 (17%), “R¥ D I SHEREN &
B OOflR XU “BREDHEERE" H 14 (22
T 1o Ara-A EHERTF T2 "BREEKL" 55 6
(89%), “BEb - oA aiRikikmTE” 641 (10%),
“BEDIDRHERENLE 16 %) FXU “RE
DicdEERIE" R 0FTH » oo REFETHE Ara-A
HESENL Ara-A ERSEBEMCHEREIRZIEDD

. foI o f\:o

I11. * .3
Ara-A ¥ Herpes simplex virus type I ¥ X Ut type
Il 72D DNA v AL RCHEVIH AL ATEREZET
BV ANAFTHBYY, Ara-A D H oAV AERY
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R AR DNA v {4 2D DNA dependent
DNA polymerase # {5l I F2 o &ic X B &L
HH TV B4, Herpes |8 TdH % Herpes simplex virus
A M~ RARER" OBIHRRE T L s KL
T, Ara-A BB E(F S ERNDBOLL, (i#HTH-
Teo NS, "Mt~ N REEHR" A2 31T B LEHEMI
2L, Ara-A IR CHARE L b (o R
EXBEM L, TORYEATANDLR TV D,

SE, w@l L - WRMIL (X Herpes 12 I+ %
Varicella-zoster virus (VZV) (=X h gl + 5K TH
B0 B, VIV 2 X2 WIKMZ O BB & T ikl
IZEIH T IgwAy, Ara-A (3 in vitro RIRC 3\ T
VZV M LT 5%,

HRESILER, 10 A0 WA SHTMIC B
b, BREX5HEENSL THRAEE THRLL, LiGEES
BITIZW B, X6 —fc X8RS 3 AMBE TH
EBTOHERTHD, LarLihn, SEDKRBARTS
L EMERE SO L RS BN O WIRAS X
hFEIEL, EREROLVPEITESTERLLL
TuEvbhTwae9, Fomi L LTiE, REED
ETHELOLRT V5, KB, WHITLEY HO#EY - X
i, REONHEATWIBECKT 2% REBETD
“EERAKRT, placebo HEHDHMIERDOBILD €
= 7133BBARRY 10 A»s 11 A (3FBLRCHRER
Bt iwdhbh, thoDoBECKSTIHREZIERD
HREBICH~NBIEL L, BEE TOMMLRC LA
Hhb,

SDLSURBEDET LHRBZBE AT,

RIBTh, BEOHRBSO BB E AR Tiobh
TWHDABRTHHWN, Thbd, EEICKHLTIE
ECABAADOBA L LUEMH LTIIEAT RS FR
DHERPUBFIOMER &\ 5 /HERB LS, w1
AEAHTH Lk b, FOEYME 5 FEARKE
BZIhTuwiovyy Lich T, FERBEED 5 54
VAN ARDOWBRLEIND EC A THB, —F, V1
VAT LD ERDEARFHRBZ O D, Th
DBIREEC L 2 BRI, LichiaT, fiva
N RAFNC X B BBIMO B A M 5 = ENBLEE
ThY, BEABIEEMCKIELTS 20, BEN
EOKBIcAMIIE LV EEX ShTVW3, Thig, H
T AN AFIOFMIHRAS OWE X &= L LUE
BHED FEIAERILRA L1 -> TV B,

KX, WHITLEY 5IX%, Rf#lhi-BE izt
#HRBEZ I Ara-A 10 mg/kg/day % 5 RS L&
BRARYER L, Ara-A ZHRESO EMERD 1
BExMHL, PO I L ARYRL IR, AB~OR

JAN. 1985
BAR DD E BELTVB, SHZEMG I
<, Ara-A (ZBERED Ml E Rt R KT BB HH
BN BHTHD ERMTT TV L,

ToinkNTIE, ARG RERD KT LTz
BB Ut Mk ML~ Ara-A % 5~10 mg/kg/day,
SAMIY- L, BfE?D MBIV ILMOERIE KA
Thotc L #f LTV 5, ¥7:, Ara-A 6.5mg/kg/day
BAELy - Lr-B¢ (3 8.00mg/kg/day) & 6.5 mg/kg/
day KR #O B (P8 5.71 mg/kg/day) 1231, Hi
IR LICE 25, Rt HiE Ry
BHohY, BREE L MIBHShich ot BELT
5o

LichiaT, QEID-HHRKEY T 0¥ BILEY
BECHRBLI-MRAZE L, EHiz, RBEKSHKEY
ROBELRE L, WREBZOVMOMBLYILS -
L¥ Ara-A g5 DAME L1, 1, Ara-A D5
BAKBOLOERYMEL, ¥ Smg kg'day 1igYT
518 300mg A EYTHE LELI, —FH, HBEY
WM LR BE YY1~ AFLFELL
C &R LU Ara-A AKIZRE g% Placebo ¥ fEMT
B ENEMIEC LD, Ara-A D FHR L Exbh
51H 300mg iz LED 1/6 7%~ 50mg ¥ 4B
HLL, RAR- -TGBARLYAB L L. RBHEL
LTit Ara-A 5 RN LELGSRBO 2B /4
LIZBE I I_HEKRAK - L.

ZRR BT OIHBIIAE LI L), BHTES]L
LT EEEERE R LM ST 2L, L
HMoT, ERMEBOLVBEIZL T 2EREZOEAR
MRIcBH S, 1, MO YA AR EXRSLE
BEZHTHE B, 362, RRETHA
EEBLI-BECSVTRFTRAZSOMEMELRLL
higwv e, ThoDENYBRIIL TRITX T

SEDORRERLYAD L, KESUERT HWT A
A By 5B Ara-A ERSRFEL Y, BERTHRE
A XU 3B BiShFELIEMIHL, BERTHTH
Bz s\ TIRBIE LAEERAN DI 5 7225, B5RTE
14 BALE TREZRBEDORIL 22, T2, KTOE
ERLESPMB IOCRERTH THEET Ara-A £
BEEHICHN, Ara-A g5 EC Ridk 2D
bRt “DZ Eit Ara-A Ao A 1 2O FAREEYH
HLIKREELDR, Thizk b, EBOHFHILEMN
CRDHLhLDEELLRB, LichinsT, HIEED
ETLABECKT2HRAS T, 20K ERYEN
cHFELICZ &L, WY M L A E LTD Ara-A OF
HEORbLhLEX LR,

i1, HRAZS Y10 AR SR e 0 E
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TFTLTW3E X263 BEREY N LV —RWO
B\ PS SLlEoB#t Xick\ T Ara-A R SRR
i3 Ara-A EH SRS, RS AERO RMMEMN
S VEECBEDONRI,, O Z ERREEOETORL
VREERVTY Ara-A REZOREWEET IR
CERL VAL RADOMMEYRHLELTV B L DL %2
w‘uz,; Lo, Ara-A ZRBEBOETOR LV
CRETE > TRARERTHD &2 5, ok, xR
RCIZERE PS OMICHEBIEIZMEL, FEME PS 2
RGBT 5 risk factor & LCHBEOBRFCHLS &
#2bh3,

BEORRBBITI T 3 MEERIL, Burcoon 50
HMCRIATWIIOK 66% BEIZEDOABITE
Fitvo L Lindin, ARR T SMME (P53, 7
AA) KI\VUBSEER & W TRV ERYERCTY
# 80% DEMIERD bR, ARROMNBIIHRAEEZ D
BRVEBERN S I EXTRBE LTV S, B
ERD BRUICBED BlA%2DLE 2GTAHTH %
Ara-A BHRSRN Ara-A EFSERL VR NHEL
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EZrOh2BERES IV PS 3L EOBER FiTs\
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Ara-A RZhBHDBED BEERY B HEI RS
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EEUEES LU BEERY 07 £HHUFET T
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CRPCHEIDHHE DD, FHhFFY) - Lok
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ABDB W L, BERTH T A B Ara-A ERS
BERCEEMAKOS 2 L%, XL HERTHE 14
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EHRE L EARD S X R LIcLDTH -
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FRLIEODEMRLTINAS S,

SEORBITH T AEIER L Ara-A B 5B 16%
BIV Ara-A B 5RBH 9% LB I > &
e, |EPRIE LCEMR 1 AR b, KEFADE
ERRBEDHEM THB bbb TREPERC L
b, BEPRIE LD TH B, ZhbLDEIFAIZTT
BEFE B EHTCHEELTV B, —F, Ross D
BEDZ XD L HREEE LU~ R ARPIER Ara-

A RfERLI-$E, 20mg/kg/day LIEHEIhi-BH

TREGICHIFRRARELS WS, WBER RRA) &
EORMIEIBBMRHRA LTV S, LicAt-T, Ara-A
W5 AW CTO {45 &t 5mg/kg/day (2T ReM
DHV R TH LB D, ods, KRBT Ara-
AMBEERCRERD &L ShEAY 19% Ch-1e
DrRlL, EREEROLHIT 12% THh, WM
. 1331218 (B3 08 O

AR T, Key code BREID ¥ — 2 bt s\
T, HEHWES I ULMEMEE X AR LTV 72,
¥, Ara-A NSRBI Are-A ERERRX D, K
REHALMES hic, Ara-A RE5RBEDO 1ich
RBLELEIX 718% THor=Dickf L, Ara-A E# 5 &8O
Ehid 2% LHEBARCEVTLHERC Ara-A Ry
RHA Ara-A EF5RPEL D, B ot

DEDER LD, Ara-A 300mg/day 5 HMIB 5135
BREDET LTV B EEEE Ot R L RES
S5 RRME & LTE» >R R THD LEx
bihtce ¥, Ara-A DIEAB LUEXRROKER L h#
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MULTI-CENTER CLINICAL EVALUATION OF
VIDARABINE(ARA-A) IN TREATMENT OF HERPES ZOSTER
IN CANCER PATIENTS BY CONTROLLED,

DOUBLE BLIND TECHNIQUE

ArtsusHr Kukita
Department of Dermatology, Faculty of Medicine, University of Tokyo

Kazuo Ota
The Second Department of Internal Medicine, Aichi Cancer Center

AxIrA Saxuma
Department of Clinical Pharmacology, Medical Research Institute,
Tokyo Medical and Dental University

Hisanosu Nirtan:
Department of Clinical Pathology, Nippon Medical School

Micuinito N1IMURA
Department of Dermatology, The Jikei University School of Medicine

Hisasur Furue
Department of Internal Medicine, Mizonokuchi Hospital,
Teikyd University, School of Medicine

A double blind study was made to assess the efficacy and safety of ara-A treatment for herpes
zoster in cancer patients. The patients were randomly divided into two groups: one group treated
with a high dose (300 mg/day) of ara-A for 5 days and the other with a low dose (50 mg/day) for
5 days.

Skin lesions improved in more patients of the high dose group than in the low dose group 1, 3
and 7 days after the end of treatment. The overall improvement including skin lesions and neurologic
symptoms indicated a trend to early improvement in the high dose group, compared with the low
dose group. Significant improvement was also recognized in the high dose group 7, 14 and 21 days
after the end of treatment, as compared with the low dose group. There was no significant difference
in the overall safety rating between the high dose and the low dose group. The average rating of
clinical utility in the high dose group was significantly higher than in the low dose group.

We have drawn the conclusion that the treatment with ara-A, 300 mg/day for 5 days, when initiated
early, is useful as an antiviral therapy for herpes zoster in cancer patients.



