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[ Abstract] Objective: To investigate the relation of PDI single nucleotide polymorphism (SNP) to efficacy of platinum-
based chemotherapy drugs and myelosuppression after chemotherapy in patients with advanced non-small cell lung cancer
(NSCLC). Methods: Efficacy and myelosuppression after chemotherapy were assessed in 103 patients with advanced
NSCLC who received platinum-based chemotherapy drugs.

[YrF5 HHEA] 2020-01-15 [1EHEF] 2020-05-19 Real-time PCR was used to analyze rs36084323A/G and
[E€mBE] "M RER TP EET T4 (4  1s2227982C/T PDI SNPs. And relation of different genotypes
5.:2019Y08) to efficacy of platinum-based chemotherapy drugs and myelo-
[BREE] “#F,E-mail:zwleslie@ 163. com suppression were discussed. Results; PDI 1s2227982C/T
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polymorphism was closely related to the sensitivity of platinum-based chemotherapy drugs for advanced NSCLC. As the num-
ber of T allele increased, the chemotherapy became more effective (CC: 20.0% , CT: 46.3% , TT: 64.7% ). The re-
sponse rate of chemotherapy in CT or TT genotype ( patients with at least one T allele) was 2. 58 times higher than that in CC
genotype (95% CI; 1.370 —4.880, x> =10.84, P =0.001). rs36084323A/G polymorphism was closely related to myelo-
suppression after chemotherapy. As the number of G allele increased, the incidence of grade Il[-IV myelosuppression gradu-
ally increased (AA: 12.2% , Ag: 35.0% , GG: 40.9% ). The incidence of grade I[-IV myelosuppression in AG or GG
genotype ( patients with G allele) was 3. 04 times higher than that in AA genotype (95% CI: 1.258 —=7.356, " =7.625, P
=0.006). Conclusion: PDI gene polymorphism is associated with myelosuppression and advanced NSCLC patients’ clini-
cal response to platinum-based chemotherapy drugs. Patients with rs2227982 T allele are more likely to respond to chemo-
therapy, while those with rs36084323 G allele are prone to grade IlI-IV myelosuppression. PDI gene polymorphism may be

used as a predictor of sensitivity of platinum-based chemotherapy drugs and myelosuppression after chemotherapy in advanced

non-small cell lung cancer patients.
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Table 1. Relationship between Clinical Characteristics and Chemotherapy Response [ N(% ) ]

Variable N(%) CR +PR( %) SD +PD( %) X P
Gender 0.002 0.968
Male 61(59.2) 23(37.7) 38(62.3)
Female 42(40.8) 16(38.1) 26(61.9)
Age (year) 0.595 0.441
<60 63(61.1) 22(34.9) 41(65.1)
> 60 40(38.9) 17(42.5) 23(57.5)
Types of pathology 0.083 0.959
Adenocarcinoma 65(63.1) 24(36.9) 41(63.1)
Squamous cell carcinoma 30(29.1) 12(40.0) 18(60.0)
Others* 8(7.8) 3(37.5) 5(62.5)
Tobacco use 0.179 0.689
Yes 50(48.5) 20(40.0) 30(60.0)
No 53(51.5) 19(35.8) 34(64.2)
Degree of differentiation 1.035 0.629
High differentiation 13(12.6) 5(38.5) 8(61.5)
Middle differentiation 52(50.5) 22(42.3) 30(57.7)
Low differentiation 38(36.9) 12(31.6) 26(68.4)
Chemotherapy plan 1.413 0.527
DDP/CBP + GEM 18(17.5) 6(33.3) 12(66.7)
DDP/CBP + TAX 22(21.3) 8(36.4) 14(63.6)
DDP/CBP + PEM 63(61.2) 25(47.2) 28(52.8)

* Including adenosquamous carcinoma and large cell lung cancer.
CR: Complete response; PR: Partial response; SD: Stable disease; PD: Progressive disease; DDP: Cisplatin; CBP: Carboplatin; GEM: Gemcitabine;
TAX Paclitaxel; PEM: Pemetrexed.

F2 FBUREEBESHRSNTREMEXSE
Table 2. Distributions of rs36084323 and rs2227982 and Their Associations with Chemotherapy Response [ N( % ) ]

Genotype CR +PR( %) SD +PD( %) *OR(95%CI) X P
rs36084323
AA 16(39.1) 25(60.9) 1.000
AG 15(37.5) 25(62.5) 0.961(0.552 -1.672) 0.020 0.888
GG 8(36.3) 14(63.7) 0.932(0.476 —1.825) 0.043 0.836
AG + GG 23(37.1) 39(62.9) 0.951(0.576 —1.570) 0.039 0.843
AG + AA 31(38.3) 50(61.7) 1.000
GG 8(36.3) 14(63.7) 0.950(0.512 -1.763) 0.027 0.870
rs2227982
CC 9(20.0) 36(80.0) 1.000
CT 19(46.3) 22(53.7) 2.323(1.185-4.532) 6.779 0.009
TT 11(64.7) 6(35.3) 3.235(1.636 -6.397) 11.28 0.001
CT+TT 30(51.7) 28(48.3) 2.581(1.370 -4.880) 10. 84 0.001
CT + CC 28(32.5) 58(67.5) 1.000
TT 11(64.7) 6(35.3) 1.987(1.249 -3.162) 6.235 0.013

* Adjusted for gender, age, tobacco use, type of pathological, degree of differentiation and chemotherapy plan.

Abbreviations as indicated in Table 1.
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2.4 BERSSUESKITEEENE
1s36084323AA \AG GG JLH B i Z4byT )5 1T ~
IV BB a0 ) % Ak R4k 5741 (12.2% ) (14/40
(35.0% ) J% 9/22(40.9% ) ,AG JLF A ~ IV B4
BEPI ] KRR R AA LR R 2. 87 £5(95% CI:
1.140 ~7.227, x* =5.783, P =0.019) ; GG K& [} 1
I~ IVEE B BB A A= 2y AA LRI 3. 35 1%
(95%CI; 1.281 ~8.785, ¥ =6.570, P =0.013);
FHEA — A G FAIE W B (AG + GG 3

®3 BURERESHRSEHEMHEEXE

)T ~ IV BB 00 1 % 2 2 AA LY 3,04 %
(95% CI:1.258 ~7.356, x* =7.625, P =0.006) ,

1s2227982CC .CT TT JLE M B EAIF IS ~ IV
JEB B S ) & A 43 5l 12745 (26. 6% ) (10741
(24.3% ) J 6/17(35.3% ) , i 28 MALSAR R B
RUBF I ~ IV B BE0 ] & R R 22 R RG24
(P >0.05) . A o5 3 A 5 407 I B 6
K Z OR {1} 95% CI W35 3,

Table 3. Distributions of rs36084323 and rs2227982 and Their Associations with Myelosuppression [ N(% ) ]

Genotype 0+1+1I( %) I + IV( %) “OR(95% CI) X P
rs36084323
AA 36(87.8) 5(12.2) 1.000
AG 26(65.0) 14(35.0) 2.870(1.140 -7.227) 5.783 0.019
GG 13(59.1) 9(40.9) 3.355(1.281 -8.785) 6.570 0.013
AG + GG 39(62.9) 23(37.1) 3.042(1.258 -7.356) 7.625 0.006
AG + AA 62(76.5) 19(23.5) 1.000
GG 13(59.1) 9(40.9) 1.744(0.921 -3.301) 2.513 0.113
1s2227982
cC 33(73.4) 12(26.6) 1.000
CT 31(75.7) 10(24.3) 0.915(0.443 —1.888) 0.058 0.809
TT 11(64.7) 6(35.3) 1.324(0.591 -2.962) 0.427 0.541
CT+TT 42(72.5) 16(27.5) 1.034(0.546 —1.960) 0.011 0.917
CT +CC 64(74.5) 22(25.5) 1.000
TT 11(64.7) 6(35.3) 1.380(0.660 —2.885) 0.346 0.551

* Adjusted for gender, age, tobacco use, type of pathological, degree of differentiation and chemotherapy plan.

Abbreviations as indicated in Table 1.
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0.001) , JF SE A< T A8 5 19 JC F & A6 A7 30 e G AR AF
1, Gadgeel 4" 5 Landre %) b % M0 7E AL I
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I, 2 U ATLA ) S RS 50 200 B 04 T, 2 T 2l
ALS P ROPE . PRI, FRATTHEI PDI B[R 2 251
A B I R R 3R GA (MU PDL 2 A B A5 Bl T
AE , FEC AR ) A7 U 0 22 5

1s2227982C/T L5141 T PDI 3£ AN E T 5,
J& TR TR SC eSNP ( Val215Ala ) , g ith & 4k 1R i T
PD1 SZ AR B P X, G475 G028 52 1A s 20 410 ) ) 4k e
FIARRESZ AR A IRIT AL, P RERE (5 S e 5, ok
TS P A7 522 8 45 508 B o i £ F . Tang
IS T 12227982 Z AR BET 1R A9 A OC
PE AT CC A, TT 5 TT + CT BRI AN i 1
O 0 & KR [ AR, 55— WF 58 & B
1s2227982 Z A CT BL BN T L fE R 2 8
51k 40 Jitd J& ( easophageal squamous cell carcinoma,
ESCC) f AUBS: , T 4541 CT ik A Y LA I 00 50 Y £
ERRFH BUGRIE " . SRiT, EA MR PDI £
SYEALE ST ROVAEZ A AT 40E . AT &
B PDI rs2227982C/T L35t 58] NSCLC 41284k
ST UBEAF AR R VA oG, BEE S5 A2 B6 P T %0 H A 1
o, BE AT A RCR B TR (CC:20. 0% (CT:
46.3% , TT:64.7% ) . 2/l —DHFAEER T 1Y
BEAIT ROV ARy CC B 2. 58 4% (95% CI:1. 370
~4.880,P =0.001), FRATHEIN rs2227982 L3514
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