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W OE AW RT@ILEE P (CYP)3A4* 18 3 A % AW 544w 204k /s fm I )% (NSCLC) & % £ % A& K B F % R ik 2082 8k
B4 %) 7 (EGFR-TKI) 97 2 & R BB R B9 AR 2, Fr ik a2 IR 201341 A —2016 4 3 A T4 % k4% EGFR-TKI( & 3E % B &,
JLik o) 8 7 B R IR Rk % 69w B NSCLC & % 46 4 , R A Je Bk R B B4 5 i Ah ) & 8 % CYP3A4*18 3 K
AR A AR A B el KT AR EAFI(PFS)Fe R ER M E AN, &R 466 &H P CYP3AAX I8 HF AR 174, R &
294, R TINE ) 63.0% . CYP3A4*18 F A A & K 69 B #E 5 (ORR) % 23.5% , % A4 4] 5 (DCR) % 70.6 % 5 52 T A & o4
ORR # 27.6% ,DCR # 69.0% ; %3 B 2 36 o 2% fift A4 5E  BEJR 49 B 4 Y] VA& ORR \DCR Jb4% , £ 539 L 4it 3 & L (P>0.05).,
SR EFHPFSEER TN, ARMEL EWPFS BEK THEME #, 2 F YA % FEL(P<0.05);m EH 58 575
Wy E BRI BIWAELLRIES R KA KA T ZIR(EGFR) R E A CYP34A4*18 AR A F W A5 L PFS L X (P>0.05); &4 1
F FavBUR ¥ 5T PFS 9 3% .U B & [ W/ 1 451 4 3.438.,0.205,95% & 13 X 14] 451 4 (1.393,8.488) . (0.088,0.481)]. CYP344*18
IR B R A RS 6460 (35.3% ), LIS 69 340 (17.6% ) 5 % & A B 8 & B9 A 2640 (89.7% ) , L5 698 1541 (51.7% ) ,
2 1A) Lg% £ F ¥R 403t 5 L (P<0.05) 5 Mo & 25 B AL B 5 BT o RE 5145 A= ) b R K 69 & A RbaR £ F ¥ Rt Saasl(p>
0.05), % :CYP3A4*18 AW % AWM THL 578 WM NSCLC & # EGFR-TKI 6977 & L& 425 R B R 69K & Ae, RE A &
FEATHRA ARG MBEHFRRER .

KEBIR  CYP3AA*18 I 5 % AW s W AE /) m R e 5 A B AR K B - 2 AR B U BR B B 3 a5 7 205 SRR R L 5 A8 K

Relationship Analysis of CYP344*18 Gene Polymorphism_with Therapeutic Efficacy and ADR of EG-
FR-TKI in Advanced NSCLC Patients Receiving Primary Treatment

CHENG Yanfang, WANG Yanna, WANG Hui, MENG Lingli, GONG Ping(Dept. of Oncology, the First Affiliat-
ed Hospital of Shihezi University Scho®l of Medicine, Xinjiang Shihezi 832008, China)

ABSTRACT OBIJECTIVE: To investigate the relationship of Cytochrome P.s(CYP)344*18 gene polymorphism with therapeutic
efficacy and ADR! of epidermal growth factor receptor tyrosine kinase inhibitor (EGFR-TKI) in non-small cell lung cancer
(NSCLQ) patientsireceiving primary treatment. METHODS: A total of 46 advanced NSCLC patients receiving primary EGFR-TKI
(gefitinib or erlotinib) treatment until disease progression or intolerance were selected from our hospital during Jan. 2013-Mar.
2016, and (gefitinib of erlotinib) treatment until disease progression or intolerance. CYP344*18 genotype was detected by PCR and
direct sequencing. Clinical efficacies, progression-free survival (PFS) and the occurrence of ADR were compared among differ-
ent genotypes. RESULTS: Among 46 patients, there were 17 cases of CYP344*18 wild-type and 29 cases of CYP344*18 muta-
tion-type, with mutation frequency of 63.0%. The objective response rate (ORR) of CYP344*18 wild-type patients was 23.5% ,
and disease control rate (DCR) of them was 70.6% . For CYP344*18 mutation-type patients, ORR and DCR were 27.6% and
69.0% . There was no statistical significance in the proportion of patients with partial response, stable disease or progressive dis-
ease, ORR or DCR among different genotypes (P>0.05). PFS of female patients were significantly longer than male patients;
those of patients without smoking history were significantly longer than those with smoking history, with statistical significance
(P<<0.05). There was no correlation between patients’ age, therapy drugs, Eastern Oncology Collaboration scores, EGFR muta-
tion types, CYP344*18 genotypes and PFS (P>0.05). Patients’ gender and smoking history were independent prognostic factors
for PFS [odds ratios were 3.438, 0.205, 95% CI were(1.393,8.488),(0.088,0.481)]. Among CYP344*18 wild-type patients, 6
patients suffered from rash (35.3% ) and 3 diarrhea (17.6% ). Among mutation-type patients, 26 patients suffered from rash
A AR B L EF AR S BT (No.81560381) ; %I (89.7% ) and 15 diarrhea (51.7% ), with statistical signifi-
= 24 4 23 PRI I 9% B ik 41448 (No0.320.6750.14269 ) cance (P<<0.05). There was no statistical significance in the
LRI BRSO T MRS AR BRI . IR jncidence of liver function injury and interstitial dermatitis
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among different genotypes (P>0.05). CONCLUSIONS:
CYP3A44*18 gene polymorphism may be not associated with
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therapeutic efficacy of EGFR-TKI in advanced NSCLC patients receiving primary treatment, but it is correlated with the occur-

rence of ADR. Mutation type patients are more likely to suffered from rash, diarrhea and other ADR.
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FHOCHFEUE S, 28 B2 AR A DR 32 1A i 2 R 41 1)
77l (Epidermal growth factor receptor tyrosine kinase inhib-
itor, EGFR-TKI) & £ i 2 ¢ fz 4= K K - 3% {& (Epider-
mal growth factor receptor, EGFR ) 2% [H 4 JF /N 4 e fifi
J# (Non-small cell lung cancer, NSCLC) i # ) —£RI6 7T
259, I IR BRIk 70 % , m A= A7 HF ] (Overall surviv-
al,08) 2k 2~24 4 U, ikt FHIF R MA 2 57, B
HIG R ¥ IR g T bR . S A WESE B, BUIE 2
VISR 2V MBI T R 2 A (4 25 5 4 ) 5 A Rl
it 41 Jifd {5 2 Pso (Cytochrome Piso, CYP) V% CYP3A4 Y
Z A S0 Ruan CT 2% 3, EGFR-TKI 12 75 #5 Je
ARG CYP2C19 19 Z2 A Mt 233 i HL 2 8l 2 R AE
DRI, A X6F 245 0 g 5 g 5 A 35 T P 4 PR 85 DD ARG
111 2 5 55 DR 1) A% 11 1R 2 25k (Single nucleotide poly-
morphisms, SNPs)#EIA A& B4 R,

CYP3A4 i/ i R I FH 12 19 NSCLC #E1{f 97 24
) EGFR-TKI(# AEE e fJe s & e ) i = 2 AR ,
I B L 2 18 JE R 55 4~ SNPs v &, F 0 7 s s T
CYP3A4 i1 R35 , T BT 25 1 9 2 A7 AEA A 22
5, o CYP344*18 SNPs o f B AEAE 5 AR R 25 997
RN 22 S 3 YA O, AR A E A SCER Y LAl L, 9
ARV T CYP344*18 BE [N £ 251 5 NSCLEHE # EG-
FR-TKIST R A BB Y fRefE S NSCLC &
A ARATRIT RIS S
1 BEEAE
LI\ BFRMR

AW5E T RA R R i A% S it
B 201341 A 10 H —2016 43 H 30 H TR BEw k252
EGFR-TKIAYT 25 i J 5 0 123 1} 52 114 16 19 NSCLC
B A6, NAFRIE : DY 18~80 4 ; @2 4 i B
S YR IE2 ) IV IINSCLC ; @IRYTHIA T EGFR
LA, Sy 942 FRE , A 322 EGFR-TKIVAYT ; @&
AT LA AT B AT PEAG A AL s ©RERE S A5 AR
Vi @%F MER E A . HEBRAR I : OBEE G EG-
FR-TKIIRYT# s @QBEA: [ i A 9 Ho A A i 5 B
B I R s A ™ EE N RO R
1.2
1.2.1 {¥ %% Nano Drop 2000 5 %8 &} 43 5% 5% BEAY |
Biofuge Primo 7 = 34 Hi 21 2.0 1L (32 [& Thermo 23 ] ) ;
TC-512 R K B 5 4 Tl 5% I v (Polymerase chain reac-
tion, PCR){Y (9 [ Techne /A #] ) 5 SK-1 HU H 3 i &) 7%
(VLIRE S IR ESFAUART) s Gel Doc XRBIEEI 15 5
4t (3 [H Bio-Rad A )
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1.2.2 357 MR ZH DNA $2 8GR & [ RAR A LR
(b s) A BRAE] L 5 P4129]; 2xPCR MasterMix (75
Yk}, € [F Thermo-fermentas 23 /] , fIL 5 : 00343740) ;5%
Tris- B % . Uk 2% #h & [TBE Buffer, £ 445 mmol/L Hli iz
(Tris-Boric Acid) . 10 mmol/L Z, %P Z. g (EDTA) , 4t
5 :BB19KA1583]; CYP3A44*18 K:[H | FiEg| W[4 T
A AR () ey A BR 2 w175 B s b (P B Biow-
est Agarose 23 ) ) ;0.5 pg/mL iRk £ 8¢ (b SR fiE A 1)
NI
1.3 RITHIE

i A ORGSR e (Bl AstraZeneca AB,
T WHIE S« 625 ME 57 120100014, # A : 250 mg) 250 mg,
qd 3B & Je i (925 Roche Registration Ltd. , i HiE
5 [E Z5MEF 120120060 , BUA% : 150 mg) 150 mg, qd, HLE
P 1 S B OGTATR 52 A RSO T 522 o
1.4 EFEBH
L41 FRACRAE 46 FlE T 7E IR T EL ST & i ik
I 2 mL, & EEDTAHHEE 1, T4 CokFE b R A7
J& , AT =80 CRMRIR KA IV A7, 45 FH o
1.4.27 JANJE I DNA $2HL R F il 9% 35 [K 2 DNA $2 5L
BN SR BUE A 9 DNA , EAS BRS B Sl B 45 .
1.43  PCRJI S MF SR HIPCR K B ANy 0 8
R AU TR . S5 SCERISTIR TR 1, LT [k
5'-AAATGTCTTTCCTCTCCTTTCAGC-3', Fii#5| ¥ N
5-AGCCTTCCTACATAGAGTCAGTG-3', FZ W14 Z 1,
F5 DNA BN 2 uL, [ FiE5 14 (W EEE R 10 pmol/L)
4% 1 uL, 2xPCR MasterMix (5 44} ) 25 uL , 25 8 F K 21
uL, 50 pL. [R5 B4 0 BEAL , B RR A 15 8 4T
fLo PCR S 440 94 CHASE 10 min, 94 C7E T 40
$,55 CiRk 45,72 CHEAf 35 s, 235 MEIA ;72 CH
ZEMP 10 min, J=Y)EF —20 CUKA P ORAE. =H)F 92
VRS T S BUR RS [ 5 0.5 ng/mL iRk 2 5E
TBE Buffer 1 2% 35 i HL Uk 50 min J& , & F5E I 8%
R g LE R, # S PCR ik BAL SIS R
FEPRBHE A F) R FH B2 P70 2 DNA RS
1.5 JTROEM

R FH SRR 7 ST A7 M (Response evaluation cri-
teria in solid tumors, RECIST) 1.1 #Ff TP ——58 42 5%
fi# (Complete response, CR) : A B k31 5% , o
B, B AR R Y IEH , YRR 4 8 0 %
(Partialres ponse, PR) : IR e KAR I 5 Z T EH AR Z
KA B B4/ 30% , 2 /0 Yk 4 F 5 17F 7 (Pro-
gressive disease, PD) : M A2 BRI 22 /DG A1 20 % B8 4
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BN M Lh B s ks F2 € (Stable disease, SD) : i
K42 SR /N ARG PR, 803 KR IK PD. % L% i 32
(Objective response rate, ORR) = (CR+PR )/ & L Hx
1009% , ¥ Ji 45 1l 2% (Disease control rate, DCR) = (CR+
PR+SD )/ E4x100% .
1.6 BEAREGFST

K12 For i AT BE VT , R Uk Bl 5 B ]
2016 48 J1 1 H o VLB B H MR IRFFE 7R R
R, FF i 55 H G i i 4R 77 3 (Progression-free survival,
PFS). HHpr PFS & Xk ¥ H 432 EGFR-TKIIAYT Z
H e 2P ik BT sl & AR RIS 32 (A RN 1k
F RS E] o X F ZE RE VTR L B A A & A g i J (1) 5%
AR MERR B AL R
1.7 ARERMNFEH

2 16 2009 41 32 [ [E 93 5 W5 It (National Cancer
Institute , NCI) #ill 22 [ 5 WA K20 AR 15 45 i (Common
Terminology Criteria for Adverse Events, CTCAE) 4.0""
HATPEMY . AN R RV ARFEHESZ B R 2 iR T
B B A A 3 8 5 25 B JE G U, CTCAE B A
RN BRG] ~IVE—T B 55 W
TRER, TCFHRIT s R h AR AR IR (A H
WA SIS WA B RS RN, Al A B
B T INBFF AR BAEBEIR YT 5 IV BE : AT BEXT A= 1w #4) B
Jofy, FEAE AT B s IV SET
L8 ZitFAHiE

KT SPSS 17.0 B AR B AT He 140 H . TP
BHPL X + 5 R, BLIA R 43 i R HiKaplan-Meief 745 il
Log-rank #745 , Z2 K 2 43t R JH Coxlali-1s 11450k LA 3l
BECRFEIR K K6 56 5 Risherdifi DI HE 1k . P<<0.05
RESAGE IR
2 €]
2.1 WEFHER

W7 25 R W R, CYP3A44*18 WY A= B (B8 3 7 41 Ry
CCA) B 1055+ 55 27 (i C, 1M 58 A8 Al
(B FEJFH R CA) B 1%L 5 A 3L C Kk AR SR 5878
TEULE L,
2.2 EEBSH

46 151 35, CYP3A44*18 B A= RIS 35 17 f51] , 58 A8 7Y
R 2911, LI D G AR A 4 63.0 % o
2.3 BEFBBE-MAMLE

2 BE R AU B B ) RIS RIS R s S
[ A< 3 988 ¢ 7 2 21 (Eastern Cooperative Oncology
Group, EGOG) ¥4 | EGFR J: [H 2 A5 2 I 2 — gt 0
Hoi, 2 R 2R 7 L (P>0.05) , HAG o] Hudk 1
WL,
24 FBEREBBEIGKRTILE

17 ] CYP3A44* 18 BFE AU 35 v, PR \SD \PD {35 />
%9 4.8.5 %, 1o CR % , ORR i 23.5% , DCR i
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B. /-7
1 CYP3A4*18ERMF LR
Fig 1 Gene testing result of CYP3A44%18
x1 BEFBBE—RBRILEIGI(%)]
Tab 1 Comparison of general information of patients
among different genotypes|case( %) |

. CYP344*18 S ‘

EiE n(%) W %7\.; W e P

fE5 0478 0.552
Itk 24(522)  10(417)  14(583)
Bt 2(478) 7(318)  15(682)

A, 0.047 1.000
>60 28(609) © A0(35.7)0  18(643)
<60 18(39.1) 70389) T 11(61.1)

T ] 0.000 1.000
HEske 19(41.3) 7036.8)  12(63.2)
JE%ER 27(587)  10(37.0)  17(63.0)

W 0.013 1.000
4 14(304) 5(35.7) 9(643)
& 32060.6)  12(375)  20(62.5)

ECOGIF4, 4 1577 0.282
0~1 36(783)  15(41.7)  21(583)
=) 10(21.7) 2(20.0) 8(80.0)

EGFRRA A 0.006 1.000
19-Del 24(52.2) 9(375)  15(625)
21-L858R 2(478) 8(364)  14(63.6)

T 1 % 19-Del J55 195 b i 7B 5875 ; 21-L858R 53 21 541 i

Note: * 19-Del means No. 19 exon deletion mutation; 21-L858R
means No. 21 exon point mutation
70.6% ; 29 {7l 58 A8 B f 35 v, PR . SD . PD {5 43 1] 4 8.
12,94, J& CR % ,ORR 4 27.6% ,DCR 4 69.0% . %%
SEN I PR (SD \PD HY % L] ) A ORR \DCR L5, 72
S TG L (P>0.05) , FERFE 2,

*2 BEEBBEIRKTHLER
Tab 2 Comparison of clinical efficacies among differ-
ent genotypes

BB 0 PRLBI(%) SD,(%) PD,BI(%) ORR,% DCR,%

YRR 17 4(23.5) 8(47.1) 5(29.4) 235 70.6

A 29 8(27.6) 12(414)  9(31.0) 27.6 69.0

Pe 0.091 0.141 0.013 0.091 0.013

P 1.000 0.708 0.908 1.000 0.908
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2.5 BREZENH

I8 1 £ R, HLA 38 i - A Y F- 34 PFS
(6.5 +3.3) )1 BHNZR IR BN, LB E D
PFS K 93, JoW AN 52 5 19 PFS K FAH IR L 3, 25 5%
YH G 2E X (P<0.05) 5 11 5 AR IS IRI7 259 .
ECOG P-4 \EGFR 7L K7 CYP3A44*18 FE K A1 5 H:
PES LK (P>0.05), ¢ 2 3.

x3 HEESWER

Tab 3 Results of univariate analysis

Ehx n PES, A b P

P 8.138 0.004
otk 23 73434
ik 15 6.0%3.1

A, 0.456 0.499
>60 22 33,
<60 16 6.9+3.1

RITE 0.441 0.507
e 15 70£3.0
[ER%= A 23 62+35

WA B 6.000 0.014
f 12 34429
o 26 8.0+23

ECOGF4F, 4 2453 0.117
0~1 32 6.6+32
=) 6 6.0+4.0

EGFRGEHR 1.296 0.255
19-Del 20 9+2.
21-L858R 18 50+33

CYP3A4*18 FEH Y 0.001 0.981
A7 14
G 24 +

2.6 SEENH

ZHNR DI 4531 Bon , BEA 1 (P=01007) 1
A 52 (P<<0.001) /2 PFS, 1 7 7. il 52 [ b L (Odds
ratio, OR) 43 %Ik 3.438 . 0.205, 95% & 1 X [a] (Confi-
dence minterval \CI)" /> %Il S~ (1.393, 8.488) . (0.088,
0.48W)], WA= J6I7 2549 \ECOG 43 \EGFR 58 7L 251
FI CYP3A44*18 JE [H BU A AN J& PFS B4l 57 1l J [ 3R (P>
0.05), £ 4,

x4 ZEESTER

Tab 4 Results of multi-factor analysis

s 7 P OR 959%CI

Y5 7.174 0.007 3.438 1.393,8.488
a8 0.056 0.813 0.914 0.436,1.919
RIT4 0.647 0.421 0.751 0.373,1.510
WA 13.274 <0.001 0.205 0.088,0.481
ECOGiT4} 0.867 0.352 0.609 0.215,1.729
EGFRHVEHRT 0.632 0.427 1.361 1.637,2.910
CYP3A4*18 JL [ 0.979 0.322 0.686 0.325,1.447

2.7 FARRM

B AR e i B B IR I7 I NSCLC g i &
FUR RN B2 95 TR TS | B4 S A 55 I D RE 47 . (8]
TR ZEND CYP3A4*18 WA= T g 3 kA e B 1A 6
1(35.3% ) , BTG4 31 (17.6% ) 5 28748 Y 28 5 ke iz
A 26 491(89.7% ) , TG A 1541 (51.7% ) , 411 tb
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BESFIA G FE X (P<0.05), £ E BT
REABL P FNIR R B R Y K HE AR AL, 22 S TG
SL(P>0.05), LS5,
®5 BREEBEFARREEZERRILEIF(%)]
Tab 5 Comparison of the occurrence of ADR among
different genotypes [case( %) |

JEH A n % 3] JFOhRES Y SRR R
Ligacei] 17 6(35.3) 3(17.6) 1(5.9) 000)
AR 29 26(89.7)  15(51.7) 2(6.9) 1(3.4)
7 12.502 3.892 0.000 0.000

P <0.001 0.049 1.000 1.000

3 Tt

i 35 2 E R HHE S b 2R 9 S5 R FE R a5 e A e
B, S AR AR R 16.8% , HiFp £ 85% S NSCLC, H£
Bt 2k =, 5 NSCLC kA4 & % UM
KHIFEHRFEH , EGFRIL R T i 2 W) 21
— AN HZWAS Y EGFR 25 )8 TR & BRI 5 1)
5 AR 32 AR T a5 S AR AR 45 A IO B IR
AE , Mt o Mk 22 MR 5k 5L 0 M2 fb , i 1) Ras/Raf/MEK/
ERK-MAPK & PI3K/Akt/mTOR 1 % #1715 5 5, i
6 AN — R AV A AL N, 1755 I8 4 B e 3 e
R, 7ENSCLC B # H g BGFR HEH 1 HL 4§
W AR Ik B SEIEAER BORRGH 85% ~90% N
19-Del F121-L858R G548 s EGFR-TKI 1 FML I 2 5
EGFR .1 B9 AR BB 0 S AR 45 A, BELIBT R Ui 5%
TR, BT A A K AR E R T, R, EGFR L[
Y P 28 A8 J& EGFR-TKIIRYT A 2N R A, BEAR EG-
FR-TKIJ 32 I TH H NSCLC 5 % 1 —23697 BT 4L
AR 2E S B3 . AR BoR, W otk IR A
WA ) 5535 A EGFR-TKLIRYT A DL RE , i Ho A 3%
AR 22 S 1 S R 7 S SRS

T CYP3A4 255 — U EGFR-TKI )4 E &% Je
B e i LA B , & CYP S 1) H 2 4
O3, T AFTET NARIAF i B il 96k B 20 R R %5
PE CHA T 2y FE CYP A S R 309 1Y, i
11 50% (25 2 HARHE, H 2 85% CYP3A4 il 2k 111
2z IR A R RSB AY "™, SNPs 245 3k [ 41 7
YR 1% BT IR & AR AR S X R AL AR S ]
=) B IR SR e TR 7K By Rl AR Ok R 22 1)
UEHE 2 BH , SNPs 19 A7 7E AT 5 AN [A] A~ 406 /] — Fh 254
BB AN TR] ™ DRI, 38 e G 00 G 35 PR PP 91 R 2R s
£ R 2 SNPs 5 24 P 50U AR G 1k, X R 259 -1k
25 R DR 2 I A A4, T | T AN R RN ) R A
HAEE IR X o Wore b 3Ll -, A0 58 it
CYP3A44*18 FE[H 1) SNPs 5 EGFR-TKIJ7 % M A KL J
PR AT THIAHR T .

AHFFE KPR, CYP3A4*18 7875 F J& HIA 10 5 4h i
T 2T il C R A B 2878 , R LR S th A
T e 2 A Ry KA , R T AR T 22 K ) A L R Rl 2
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KFA, 5 Yang JW S5O A 9% — 2. 46 6] B E
CYP3A4*18 J& [H 28 A8 I | 3 A7 29 f41] , 58 A8 i %5 Ry
63.0% , = T REAEWF 5T 45 2R (39.6 % ~45.29% )™, FL A,
TR RLR A it — 5T

AT FE KT CYP344%18 3 [ #I Xt EGFR-TKIJ7 54 1)
ST TRV, S5, CYP3A44* 18 £ BL R AU Fi 3
ORR.DCR 3, 22 ¥ TG it 5 (P 435 2 1.000
0.908) , &/~ CYP3A44*18 £ [X SNPs ] fig 5 EGFR-TKI 1)
JPRTCR, 5 SCHR[25] 45 R —3, AT B 5 CYP344 45
PRI R 35 A 4% JE 24 ) 2 5 /K P 3 e B K A7 e,
TEX 5210 5 PFS Y 4 A, A 8 191 i 5 A U 4K
P, H 5 H(17.4% ) At 709% , 3¢ BIASHE 53 B4 245
AP BRI R R, i B E M PFS KT
PE(P=0.004) , SWEAH #9 PFS K T #E (P=0.014) ;
Z I Z a5 R WoR , BFEE R (P=0.007) (W AR B
(P<<0.001) & PFS (il 37 Tl IR 26, AR % JARYT 259
ECOG -4} \EGFR 5375 H A CYP3A4* 18 JEH AU AF I R
HHPFS Jo 2k , A 57 45 5 IPASS I IRWF 5% i 7 1 4.
PE AN A B EGFR-TKI J7 %508 U 1) 45 5 25 L =0,
Lee CK ™M R, AR5 B A JEIK B JE , ] 2L
AP 24 2 R A FE W) e AR, (R R R TR 3 2 5 o
3 PFS 22 5 M BLIE Js ], & A A R R (1 2 5 AR 1
BE— B SE s oM BB N BGFR-TKI B 3525 %4 U1 R T3
EGFRZ7E30 LI AR DB T2 5™

AWFGE L EL T 45 F R RS B8 O RO Y & A T
o G5 IR, CYP344*18 JE R 5 R 1 HA AH
Pk, H CYP344*18 5878 R 8 35 W1 by e A= J o N i
MR EGFR-TKI 5| 5z 92 #1516 (o AS B , {5 AT
B TS 25 W T e (1 R e ol 20 M R 1S 4 ok,
TS A A S5 G AR 1, B E 1Y
KA NS R AR5 Bz ™ AR B — 2 i
SCPERIL R, 78 9% FT EGFR-TKI 22 i k6 ) s & A 54 ity
A I PR 98 AR S R Tl | T B AN R SO ) & R BT —
]l =

25 LTk, CYP344*18 JE [K SNPs A7 A] fig iy Tt
EGFR-TKI AN B [ b B 4r Fhr i), AR R B H 5
EGRF-TKIJ7 R Z [A] (ARG o T AW FEREAS 45
/N, AT R BUAE RAFTE— 7 B AT, WOA FRE— 224K
FEAEE IR AR T EGFR-TKI BN B 2 1948 FHLi]
S NSCLC (835 A0 25 i T X 1 | s Rk S 2e 4k
Rt
S E 3k
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