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ERAIZEZ A, EHEHHOFEZERVHE SN,
R#F L LT, BRIMETTIE CAM #% 5 T Interleukin 12
(IL-12) m RNA O #HHEHES, NK i1t D EH, Interleukin
6 (IL-6), Tumor necrosing factora (TNF-a) DEAH]
FARDOLNY, ChoDOBELPREIN, Tz, KR
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bz, $IZ IL-12 12 Natural killer cell stimulatory
factor (NKSF) & LT IFN-y, NKi&WHD EROHT 254
CAhbhdb0L LT, HEHEETH Mt REICES
Th eGS0,

—7, Interleukin 10 (IL-10) & T #2245 @ IFN-y
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RNA DR S Nk o T2 EFNIAT & 5> D Hpfil # e A3
KWE5ELThaWEEMIEZ 5N b, 50, bhbihid CAM
512 % 5 11-12,JL-10,JFN- y m RNA 02T % fll = L,
BRM & L COER 2 REF LD THET %,

IL. &K & B &

1. % % (Tablel)

SR YIRS B R T IR/ R B 2 15 B (B
1060, M5, FHERGES ), BRFBITTIHI
B, M 8B, VHHen, MERIIRF LKHE 106,
W% 5 BITd Bo PiREHEIALFERE - BU AL OF
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B, WHEH 2P TH 5. PUREIHHE DR E L partial re-
sponse (PR) 7 f5l, nochange (NC) 5 #l, progressive
disease (PD) 16 TH 5., PUBHEHEEIT - 7HlILiEHE
BTRHABEBIIA 7= Farty M5B,
WREDBREIIA 7+ —LFarty 3B,
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% 72 AGPC T total RNA #HiH U7z MH L7
RNA E&BEH 720 1ug 2 HEERHERISEEE (20
mM Tris-HCl (pH 8.4) , 50 mM KCl, 2.5 mM MgCl,,
10mM DTT) & £1mM®»JATP, dCTP, dGTP, dTTP,
0.25 ug/ul Oligo (dT) s primer (GIBCO BRL), 10
H A7 Ribonuclease inhibitor (R ¥#%5) X 50 H{7 Re-
verse transcriptase (GIBCO BRL) & IiZiR& L, 43C
90 7 D I T cDNA (22 # L 7=, % ® ¢DNA % PCR
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Table 1. Patient characteristics
Case Age Sex Histology Stage Basic Response
no. chemotherapy
1 56 M Sq 111 MVP +RT PR
2 62 M Sq 111 MVP +RT NC
3 74 M Sq 111 MVP +RT PR
4 75 F Sq 111 MVP +RT PR
5 67 M Sq 111 MVP +RT PR
6 70 M Sq III  CBDCA +VP-16 PR
7 76 M Sq 111 RT NC
8 33 M Sq v MVP +RT PR
9 64 M Sq v MVP + RT NC
10 55 F Sq v MVP PR
11 80 F Ad 11 RT NC
12 78 M Ad 111 MVP +RT PD
13 52 M Ad v MVP NC
14 60 F Ad v NT
15 73 F Ad v NT

Ad: Adenocarcinoma, Sq: Squamous cell carcinoma
MVP: MMC +VDS +CDDP, RT- radiation therapy, NT: no

I # e
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Fig. 1. Changes in cytokine m RNA levels in patients
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Table 2. Primer for PCR
G 3 PDH

sense primer
anti sense primer

IL-10
sense primer
anti sense primer

IL-12p 40
sense primer 5-GGACCAGAGCAGTGAGGTCTT-3

anti sense primer 5-CTCCTTGTTGTCCCCTCTGA-3

IFN-y
sense primer
anti sense primer

5-TGAAGGTCGGAGTCAACGGATTTGGT-3’
5-CATGTGGGCCATGAGGTCCACCAC-3

5-AAGGATCCATGCACAGCTCAGCACTGC-3’
5-CGACTGGGTCGGGGAACTCTTAAGA 3’

5 -ATGAAATATACAAGTTATATCTTGGCTTT-3
5-GATGCTCTTGGACCTCGAAACAGCAT-3'

product size 983 bp

product size 204 bp

product size 373 bp

product size 416 bp
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#1213 IL-12 p 40, IFN-y OFBAE HI2HM S R,
JEBI 13 Tlx CAM #% 5.5 T G 3PDH, IL-10, 3 & *
IFN-y O%BARD S, CAM #%5-% 1 2 A2 IL-
10 DB S h, IFN-y D %BLid CAM & 5-Hi &
EbbhMorz, CAMI%S 370 H#%IZI1E IL-10 DFEHR
3R X, IFN-y %8l CAM ¥ 52 e L T
sz (Fig. 2).
Im. # =

FE/NHIHAR#E B #12 CAM % # 53 % & cytokine m
RNA i3, CAM #5112 IL-12 & IFN-y LI &A1
A%, IL-10 (XEPHIGEIAARD H vtz IL-12 DR A
B HNHEBNIL IFN-y H35R L, IL-10 340 L T
w5 (p<0.05),

IL-12 i T #ifg 7> 5 @ IFN- y ® Inducing factor T
HHELELIZTHREEDOS LA Th1 KB LFET S
BiErALTEBY, Mlatfkogs LTEHShTW

Table 3. Comparison of cytokine m RNA with or without
enhancement of IL-12 m RNA

Case no." Changes in Changes in
IFN-ym RNA IL-10 m RNA

1 t |

2 t |

4 1 |

5 t |

Patients with 6 t |

enhancement 10 t |

of I-12m RNA 14 t |

15 f i

3 t t

12 | |

11 i |

Patients without X ;

enhancement | :
of I1-12 m RNA

13 I t

*Case number is same as Table 1.
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Changes of cytokine mRNA in peripheral blood mononuclear cells from unresectable
non-small cell lung cancer patients before and after clarithromycin therapy
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Koichi Maeda', Masahiro Sakamoto', Eiichirou Yoshimoto", Koichi Murakawa',
Katsuhiro Ueda', Eiji Kita”, and Nobuhiro Narita"

"Internal Medicine II, Nara Medical University, 840 Shijouchou, Kashihara, Nara 634, Japan

*Bacteriology, Nara Medical University

We have reported that long term clarithromycin (CAM) therapy improves the survival time of patients
with non-small cell lung cancer. In the present study, we examined peripheral blood mononuclear cells for
changes in cytokine mRNA by RT-PCR before and after CAM therapy. The study included 15 patients with
unresectable non-small cell lung cancer. Before CAM therapy, 13 patients received basic therapy
consisting of chemotherapy, radiotherapy or both. Two patients received no basic therapy. Interleukin-10
(IL-10), Interleuikin-12 (I1-12), Interferon-gamma (IFN-y) mRNA were measured before and at one
and three months after starting CAM therapy. IL-12 and IFN- y mRNA were significantly increased, and
IL-10 m RNA was decreased. The results suggest that CAM exhibits an antitumor effect that promotes Th-
lymphocytes shows a Th 1-like cytokine production.



