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%1% clarithromycin (CAM) #%5 5 / Il BEEOEENM A EREL, HEER*»XETS
CE WM LT &, SHUEREMNE /BRI BE 27 B CAM 285 L, &5 & 3 A HBLICE
WHEEZFHTHH4 b A4~ Interleukin-6 (IL-6), Tumor necrosis factor a (TNF-a) & ERIEHE
(&, MPREHR, 7TLV7IY, aYyZRAF5—¥, ~EFOEY) ZHlEL CAM H&ES5IER, 18
BT RERGE BE, BERA L R L7z. CAM #5581 MigH IL-6, TNF-a #BEE3& 58, ik
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FEAMRMHE X E R TFHRARTFEMNUNG I 2 GEHRED
PHEVRBTH S, HICWBRAREETHRESE TITEWRE L
WO BEDHREYA SN, BMEVHRLEOERR LT
B0R% 6T, BED Quality of life 2 % L { AW ATFH
MEELT 50, B, BREOBRNIIHA A4 2505
THLEZOLNDXHICRY >, A AL v OB EEH
T2 EHERAOMKE LTHHTER»EEZLN
TwaY, BAGUBRAREEBEMEEEIC 14 HR~7 o
74 FRILHE clarithromycin (CAM) D5 %1,
CAM 2s3p/htiRallifs B H O EF N M2 A RICERLY, 15
FTERAYET S L2 MG L TELY, S0, ZOBFD
B D=0 CAM H5-Hith CREBRAZFYETLH1 b A A
¥ T#® % Interleukin-6 (IL-6), Tumor necrosis factor-a
(INF-a) B UHHEBEKEEZNELZOTHET 5,

L X% &F &

MH (Table 1) EFK 74 1 H2H 12 AXTOM
CYPHTARE L 22 Y BR A Bl R R JE /N B R 27
PITHYE 18 B, &tk 9 #l, FRFH 66974 K TH
5o YR ABEHIZ cisplatin (CDDP) ZH. & §51L
FHREL RS GHEE D~ H b VIE N ZHEITL,
BREENEDZHAIPOAL V74— Fa vy bR
729 2T CAM 1 6] 200 mg % 1 H 2 EROHS L7,
ZL T CAM #5415 3 » A% EIKE - b
A -7AM7Iv - -aYryIARTFFI—E - AETOLE
v, M IL-6 - TNF-a ZHlE L, WREFZ -
372 14 Bl CAM 4k 59EH (5% 10 #, =M 4

Bl, FHER 62099 ) BLXURHKETHLLE
e T 5 IR E B E 16 B (B4 10 #1, Ltk 6 B,
FYFEE 56.34.23 i), EHEA 10 1 (B 9 #,
7M1 B, FIER 39.2+2.3 %) & HBRE L7
7o B SHE PN B R GE R B CRIER B A PHE
#%>, Lo Biological response modifier (BRM) H##l
DEEBEOH HEMIZEEIN T Rd 57,

Mmi%Es IL-6, TNF-a ®#lEI2iZ Sandwich enzyme
linked immunosorbent assay £ (R & D ##,
Quantikine HS®, & fRAE 0.1 pg/ml) = v, #lE
fEIPFIE  BEERETRL, BHEOREBIZIE 2 BE
ZH, [FH -HEOZRN 2B paired-t test *
(AYA

II. # R

(1) CAM #5-miDiiEH 1L-6 {4

Mg IL-6 (N SIEF 2B TRIETHET, CAM %
LHi IL-6 fHi CAM 5.8 T 7.99+0.98 pg/ml, CAM
58Tl 7.81£1.56 pg/ml THEMIZZEX 22
Pehs, EEM OB T A ERRE R 4.26%1.14
pg/ml, #EKA 1.44%0.17 pg/ml & W L THEIZE
ChH o7 (p<0.05) (Fig. 1)o

(2) CAM 5-HiomiE* TNF-a fiti

MiFd TNF-a b REFEFITUETETH > 72,
CAM ¥ 5 5j TNF-a ffiid CAM 58T 3.93+x0.44
pg/ml, CAM FH 5B Tid 4.08+0.64 pg/ml & Mj#E ]
W o 728 IL-6 bk, REHEM TRl B

*5R BLRURLIRE T 4 4 BT 840
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Table 1. Patient characteristics

CAM non CAM
Number of cases 27 14
Sex (male/female) 18/9 10/4
Mean age*SD (yr) 66.9+74 | 62.0+9.9
Histology Sq 16 8
Ad 10
La 1 0
Stage MA 3
B 11
\% 13
P.S. 0 8
1 11 7
2 8
Basic therapy MVP 5 3
MVP+R 17 10
CE+R 1 0
R 4
Response PR 8 5
NC 16
PD 3
s

P. S.: performance status

MVP: CDDP + VDS + MMC, CE: CBDCA + VP-16,
R: Radiation

CAM: clarithromycin
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CAM non CAM CLRTI Healthy controls
n=27 n=14 n=16 n=10
Data shown are means + SE.
CLRTI: Chronic lower respiratory tract infection
*p<0.05 compared with CLRTI and healthy controls
CAM: clarithromycin
Fig. 1. Serum IL-6 levels before clarithromycin treat-

ment.

2.34+0.12 pg/ml, EHA 1.16+0.16 pg/ml & ¥
LTHEICRETH -7 (p<0.05) (Fig.2),

(8) CAM # 5.1z X % MiFH IL-6, TNF-a D% H)

IL-6 i CAM %58 T 3 »H#%ICIZ 5.49%1.00
pg/ml L AEIET L7228 (p<0.05), CAM FE# 58
Ti 10.8%3.5 pg/ml L ¥ EAMENTH -7z (Fig. 3),
TNF-a b CAM #5# T#HY5 3 »H#IC 2.84+0.44
pg/ml L FFIET L7224 (p<0.05), CAM F#Hx5 8
TRAELREIED Hh o7 (Fig. 4),

(4) BRIEHEOLEH)

BEWRIEEL DB EZZH TIMBERICHEE
X% ho72h, CAM G5 TS 3 »A%IHKE
(p<0.01), IV YT A7 5—+¥ (p<0.05), "\EZ 1
¥y (p<0.05) 2GR & B L CABICHMLTY
oo —HHBESHTCEIRSGHBTHRRBEEOAEELE
3% h o7z (Table 2),
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CAM non CAM CLRTI Healthy controls
n=27 n=14 n=16 n=10
Data shown are as means * SE.
CLRTI: Chronic lower respiratory tract infection
*p<0.05 compared with CLRTI and healthy controls
CAM: clarithromycin
Fig. 2. Serum TNF-a levels before clarithromycin treat-
ment.
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Table 2. Changes in body weight, hemoglobin and blood chemistry after the initiation of clar-

ithromycin treatment

clarithromycin non clarithromycin
before treatment at 3 months before treatment  at 3 months
Body weight (kg) 51.7+1.31 54.5x1.72** 50.9+3.42 52.0%£2.11
Cholinesterase (IU/) 433 £235 461 £25.4* 404 235 399 +25.6
Total protein (g/dl) 7.28%0.09 7.09+0.11 7.10£0.12 7.29%0.13
Albumin (g/dl) 4.08+0.07 4.09+0.08 3.95+0.08 3.98%0.09
Hemoglobin (g/dl) 11.9+0.21 12.7%£0.23* 11.2+0.31 11.7+0.39

Data shown are means +SE.

*p<0.01 compared with before clarithromycin treatment

**p<0.05 compared with before clarithromycin treatment

(pg/ml) T
12 M before
* > treatment
! l 7] at 3 months
I

{

IL-6

CAM non CAM
Data shown are means + SE.
*p<0.05 compared with before CAM treatment
CAM: clarithromycin

Fig. 3. Serum IL-6 levels at 3 months of clarithromycin
treatment.
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Data shown are means + SE.
*p<0.05 compared with before CAM treatment
CAM: clarithromycin

Fig. 4. Serum TNF-a levels at 3 months of clar-
ithromycin treatment.
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Long-term clarithromycin treatment for cancer cachexia of inoperable
non-small cell lung cancer patients
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We have reported that clarithromycin (CAM) treatment extends the survival time of patients
with non small cell lung cancer as well as improving various clinical parameters in these
patients. In the present study, CAM was administered to 27 patients with primary non-small
lung cancer. The levels of the cachexia inducing cytokines interleukin 6 (IL-6) and tumor necro-
sis factor alpha (TNF-a), as well as clinical parameters (body weight, total protein, albumin,
cholinesterase and hemoglobin), were measured before and after three months of treatment. The
results were compared with those of non-CAM treatment patients, those with chronic lower respi-
ratory tract infections and healthy individuals. There were no significant differences in blood lev-
els of IL-6 and TNF-a before CAM treatment between the treatment and non-treament groups.
These levels were, however, significantly higher than those of the chronic lower respiratory tract
infection patients and healthy individuals. At three months after CAM treatment, the levels of
IL-6 and TNF-a had decreased significantly, and body weight, cholinesterase and hemoglobin had
increased significantly while no significant changes were observed in the non-CAM treatment
group. These results suggest that CAM may slow the progression of cancer cachexia.



