VOL. 42 NO. 11

B iz3x3 32 BRM & L T O clarithromycin OB¥E

1293

[RFEMENER 13 2 clarithromycin RS DOH S
—Biological response modifier & L T DATHEME—

=% B8k BuP - B3
WY« BIE K" - kK
B R - ik ERY - A
Ei BR - EX A=Y RE

]

XV R @ X
EwY - g
EzV-% B
=14

URRRIEMAEENRS, Y HEEME

(PR 6 % 6 A 20 H32{T - WAL 6 5 8 A 23 H32HE)

B2 13184 T SERREICNT 3 erythromycin (EM) E#iLEREOHRAM L £ OER
BFECOWTMN LT &L, #DOHT, EM-clarithromicin (CAM) iz Natural Killer #f
FOVEME LMY 4 My 4 ESRES IS ¥ 5 Biological Response Modifier (BRM) & LT
DERANDZ L 2RWH L, 22T, #4 BIH%EEZC CAM 2B E5 L 204EH
it LIZTREEMET L 7o, SRIZLUBHT ABE L 22 FRAEE & ¥ L 7o RSB R 50
Bl - Btk 35, ZtET7H, FM41~82& (64.5+9.8), Hikiz CDDP %l & ¥+ 1L ik
CBURSRIGEE 2 JBTT L, EREVIEN K22 IC CAM 5 L ERSH L REACH D
i, MRMOEFAMEIC O XML -, £ %Kit Kaplan-Meier i & 0, 2 BOZDOKR
FE X, Generalized Wilcoxon &, ¥ & Uf Logrank ¥:%B\>7z, o3, 2 BRI 2R - 450 -
A - ARE - MBS LU ZOEBECHEREZRIED Lo, BRI/ TIRERF
S CHBEMICERZR o L FE/MERBE CREFNMLERCERL (P=0.003),
50% &AM (MST) 23 CAM B: 588930 H, CAMJERE# 299 HCh o 7zo MEn S,
CAM BB RBEOEFHHEER X ¥ 2% BRM & LTOER%2 b DAJREM S TRE S iz,

Key words: lung cancer, clarithromycin, biological response modifier

U AMAMTE X% (Diffuse panbronchiolitis LA T
DPB) %#F &7 2T XERREE IR T 5 erythromy-
cin (EM) RI{tEREOBAIMEIC DL TIRT TICEKIC
BLTBOSATWE'™, R BEOMFEMAL TV
{# T, EM ® clarithromycin (CAM) %t b ® Natur-
al Killer (NK) #Hfa3%54> < Interleukin (IL) 2 - 4 O
SHEAHELEZ LM, vV ARBWT bERKI
YA VA VEEERAEI LI EEFRHLLEYY, &
DX 52 EM - CAM iZ Biological Response Modifier
(BRM) : LTOERBH S EHBHLOIICRD E5KEH
BEEHCEB LRI LIZEZ A2y A RBY THEEE
BERTZLERRLLY,

—7, WS IFRREER T8I I/ IMERIRE T 13477
PERTEIBERALKEBEIREDL 232K, Hiltkis
REOBADBFINWTWELIBTHE,

SE, R4 FERMEMEEEIC CAM 2 RS A4

EEHMCBLIRTEEZC DL IRNLEDTHRE T
%,
I MR & H &

HHRIZLUEHT ABE U 7 FATEE & ¥ U 7o 91E1 #e
DFERFEHBESFl. BEBH, ZH760, 813
41~82 K (64.5+9.8%%) TH 3,

B A 77 F > (CDDP) %tk ¥ 21k
&L BRI R T L, BREVIESNRSLZEIC
CAM 858 £ CAM SR HEEIC L D ¥ EA
ICEIF I 2fT- 72 (Fig. 1),

%7, BRIKHRHASE IR UICC @ TNM S8 iV,
EEfE/INIREE RAERMRERD [REER S U
TR R RS DRFRR B o0 3 2 (LR B & UBUHE
RO BRI E N | TR 72,

CAM D# 5 /i3 200mgXx2/B2EOBS5 LA
RATREZRZBR D #5617, £EHMZECB X IZTEE

* MRS 840



1294

CHEMOTHERAPY

NOV. 1004

ERNL

47X |3 Kaplan-Meier #iz & 0, —#{t Wincoxon

¥, Logrank (ki CHBERE%1To 7t
II. R [ |

1. BREFDOAR
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Cisplatin (CDDP) 100 mg/m? day 1, XU Vinde-
sine (VDS) 3mg/m’ day 28, Mitomycin C (MMC)
8mg/m? day 1 %17 =1 ELbD, /MEREH
izt LTk CDDP 100 mg/m? day 1, 8 XU Etopo-
side 100 mg/m? day 1:35%12—rkLT:bO,
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Fig. 1. Method. 6. BREOSHMAE
Table 1, Patients characteristics
CAM (+) CAM (-)
Total cases 25 24
male 2 20
Sex female 3 4 NS
~49 2 1
~59 3 10
~69 1 4
Age ~79 7 8 NS
80~ 2 1
Mean+SD 65.4%9.5 63.8+10.3
Squamous 12 9
) Adeno 9 9
Histology Large 1 9 NS
Small 3 4
A 6 2
Stage 1B 8 16 NS
v 11 6
0 0 0
PS. ! 16 19 NS
2 7 6
3 1 0

CAM: clarithromycin
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Table 2,
Basic therapy
Non small cell carcinoma CAM (+) | CAM (-)
CDDP+VDS+MMC 4 3
CDDP+VDS+MMC
+ 8 8
radiation
NS
radiation 4 5
(-) 6 3
Small cell carcinoma CAM (+) | CAM (-)
CDDP +Etoposide
+ 1 2
radiation
CBDCA +Etoposide 2 1 NS
CBDCA +Etoposide
+ 0 2
radiation
Response to basic therapy
CAM (+) CAM (-)
CR 1 0
PR 9 10 NS
NC 9 10
PD 0 1
Response rate 52.6% 47.6% NS

CAM: clarithromycin
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Fig. 2. Overall survival curves. Fig. 3. Survival curves (small cell).
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Fig. 4. Survival curves (non-small cell).
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Clarithromycin in the long-term treatment of primary lung cancer

—Possibility of clarithromycin as a biological response modifier—

Keiichi Mikasa", Masayoshi Sawaki”, Eiji Kita®

Kaoru Hamada", Mitsuru Konishi”, Kouichi Maeda",

Shoji Teramoto", Shoji Takeuchi”, Kazuya Fukuoka",
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Mikikazu Kunimatsu”, Shuzo Kashiba®,
and Nobuhiro Narita®

YInternal Madicine II, Nara Medical University 840 Shijo-Machi, Kashihara, Nara 634, Japan
Bacteriology, Nara Medical University

The present authors investigated the utility and mechanism of long-term chemotherapy with
erythromycin (EM) in the treatment of chronic lower respiratory tract infections. In parallel,
we found that EM-clarithromycin (CAM) possesses properties as a biological response
modifier (BRM), stimulating the activities of natural killer cells and producing various
cytokines. Given these characteristics of CAM, investigations were performed on the effects
of CAM on the survival of lung cancer patients receiving long-term administration of CAM.
The subjects were 50 inpatients with primary lung cancer not indicated for surgical
operation. They consisted of 43 males and 7 females, 41—82 years of age (64.519.8).
Patients received concomitant application of radiotherapy with chemotherapy including CDDP;
after discharge, they were allocated randomly into a CAM administration group and non-
administration group at their initial visit to the outpatient clinic, and subsequent survival
times were compared between the two groups. Survival rate data were analyzed using the
Kaplan-Meier method and differences between the two groups were compared by the
generalized Wilcoxon method and LongranK method. There were no significant differences
between the two groups in terms of age, sex, stage, tissue type, basic treatment or efficacy
rate. Results indicated that the survival curves of patients with small cell cancer were not
significantly different between the two groups, but the 50% survival time of patients with
non-small cell cancer was 930 days in the CAM administration group and 299 days in CAM
non-administration group, indicating significant prolongation of survival in the CAM
administration group (p=0.003). In conclusion, CAM was suggested to have potential as a
BRM in eliciting prolongation of survival time in patients with lung cancer.



