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Expression o multidrug resisgance gene and its reversion by cycosporine in non-small cdl lung cancer
ZHANG Xiaochun ~, QU Fengsheng, YUE Changging, YANG Xiuxun, HONG Shigiang, XU Gongli. * Cancer Re-
search And Treatment Center , Shandong Province Hospital , Jinan, Shandong 250021, P. R. China
Abdract  Objective To invedigate relaion between the multidrug res gance gene (MDR1) expresson and
chenothergpedtic regponse for non-smal cdl lung cancer (NSCLC) and to eval uate the dfect of cydosporine (CsA)
on reverson of MDR1. Methods Cancer tissue gecimens and peripherd blood samples were oollected from 46 pa-
tientswith NSOLC. MDR1 was anplified in totad RNA extracted from cancer cel gpecimens and peripherad blood lym-
phocyte (FBL) by RT-PCR assay. Acoording to the result of detection, some MDRI-postive paients were treated
with CsA and anticancer drugs (reverse group) , other MDRI-postive patients (postive control group) and MDRI-
negative patients (negative control group) were treated with anticancer drugs done. Results  The MDRI postive rate
o cancer cellswas 65. 2 %(30/ 46) , and of FBL was 58. 7 %(27/ 46) ; twenty-four cases were MDR1-postive both in
cancer cdlsand FBL. The podtive rate of patients with recurrence was 81. 3 %(26/ 32) ; o untreated patients was
28.6 %(4/ 14) ; o patients with multi-cyde chemothergpy was 85. 7 %(24/ 28) ; o patients with non-chemotherapy
was 33. 3 %(6/ 18) . The differences were sgnificant ( P <0.01) . The regonse rate was 46. 7 %(7/ 15) in reverse
group and 20 %(3/ 15) in postive control group and 37.5 %(6/ 16) in negative control groyp. There were no Sgnifi-
cant differencesin the toxicities and immunity changes except for hematologicd toxicity and inpaired liver function be-
tween reverse grouwp and other groups. Condlusion  RT-PCR examination of MDR1 expresion is ussul for predicting
regponse to chenotherapy and prognos s in NSOLC patients. MDRI1-postive is asociated with poor prognogs. The re-
vere dfect of CsA for expresson of MDR1 requiresfurther clinica sudy.
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Tab 1 The rdaion between expresson o MDRL and treatment higory
and higologc type o lung cancer
Items n No. of postive case No. dof negetive case  Pogtive rate P vdue
Treatment higory
Recurrent patients 32 26 6 81.3% X2=9.71
Untreated patients 14 4 10 28.6 % P<0.01
Previous chenotherapy regmens
Muti-cyde 28 24 4 85.7% X2=13.25
None 18 6 12 33.3% P<0.01
Higologc type
Squanous cdl carcinoma 20 12 8 60 %
Aderocarciroma 14 1 3 78.6% X2=1.60
Aderosquanous carcinoma 7 3 57.1% P>0.05
Large cdl carciroma 5 3 2 60 %
2
Tab 2 Conparion o the sde dfects and toxicity anong the three groups
Qow Al(n=15) Qow A2(n=15) Qow B2(n=16)
Items Qade Gade Qade Gade Qade Gade Gade Qade Qade
0 - - 0 - - 0 - -
Hematologica toxicity
Erythrocytopenia 6 6 3 8 6 1 9 6 1
Leukopenia 0 10 5 3 9 3 4 10
Thrombocytopenia 2 10 3 8 2 5 9 2
Hepatic , rend and cardiac toxicity
Increased ALT 10 5 0 12 3 0 12 4 0
Increased AST 12 3 0 13 2 0 11 5 0
Increased AKP 11 4 0 12 3 0 10 6 0
Increased hilirubin 8 7 0 12 3 0 12 4 0
Increased BUN 10 5 0 12 3 0 13 3 0
CY 9 6 0 11 4 0 13 3 0
Proteinuria 11 4 0 13 2 0 12 4 0
Hematuria 12 3 0 14 1 0 14 2 0
Abrormel EKG 14 1 0 14 1 0 14 2 0
Nor-hemetological toxicity
Nausea and vomiting 6 9 0 8 7 0 9 7 0
Diarrhea 12 3 0 13 2 0 12 4 0
Somitis 9 6 0 13 2 0 10 6 0
Fever 12 3 0 13 2 0 12 4 0
Allergy 10 5 0 14 1 0 14 2 0
in 13 2 0 14 1 0 14 2 0
Alopecia 0 12 3 0 13 2 2 13 1
Mentaity 13 2 0 15 0 0 14 2 0
Peripherd neuritis 15 0 0 12 3 0 14 2 0
Pan 12 3 0 11 0 13 3 0
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Tab 3 Changesd T-cell subsats and NK cell activity before and ter chenotherapy in three groups(x + s)
Qouwp No. of cae Time a3” m4* as* 4t/ cD8” NK
Before chenothergpy 57.8+5.3 32.7+£7.0 39.2+6.4 0.90+0.22 18.2+5.1
Qowp Al 15
After chemotherapy 51.9+6.5 24.2+7.1 36.3+£8.1 0.78+0.17 14.6+6.1
o A2 15 Before cherrotherapy 57.6+£5.2 31.2+7.1 34.0£6.3 0.89+0.20 18.4%+5.2
0
® After chertherapy 55.1+8.1 20.1+8.8 33.2:7.9 0.87+0.29 16.6%6.1
Qow B 16 Before chenotherapy 59.3+8.6 37.7+£7.5 29.0+6.4 1.27+3.10 20.2%+5.2
W After chenotherapy 56.4+7.2 32.5+6.4 28.7+5.6 0.87+0.29 19.3+4.5
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