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(4 E] 8 & @i BRI, PG DC-CIK 41MIIEA EGFR- 22 BUHHM 1 51( tyrosine kinase inhibitor, TKI)JE#%
B e s AR RIAYT EGFR 5275 FIVE iy #E R B 4E /N0 B 98 non-small cell lung cancer, NSCLC )& M7 iM% 4k, &
ik A AR 34 BB WS N EGFR 5375 B E A9 3k R ) NSCLC, 355245 H JE 1K 2 150 mg 575 JE8 8 250 mg YA Y7, F
o 17 BlEE RS DC-CIK 4JIEYT . 43Tl DC-CIK 4 ik & 2541 5 325 4 iy AL, LA KM Il D3 .CD4 ™ #i1 CD8* T
MRS, 46 R BES 2G4 7 (IR 41.2% )35 PR,8 (47, 1% 345 SD,2 fil B2 ( 11.8% ) I g ¥k
JE BRI N 41.2% IR TSI 2R 88. 2% s k& A A iR A WS & AR R BAR FHRAAYTAH( P <0.05 ), HGHME
AR CD3 * .CD4 * .CD8 * 4 it L A 34y 7 G JC W] B BsE( P >0.05 ), EGFR-TKI 645 DC-CIK £ CD3* .CD4 * T 4 L (7l 34
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Efficacy of DC-CIK cell combined with EGFR-TKI in treatment of progressive
non-small cell lung cancer patients with EGFR-mutation positive

HAN Tao', YANG Xiaodan'’, LIU Zhaozhe', XIE Xiaodong', ZHENG Zhendong'( 1. Department of Oncology, Cancer
Center of People’ s Liberation Army,General Hospital of Shenyang Military Region, Shenyang 110086, Liaoning, China;
2. Dempartment of Oncology, Guilin Medical University, Guilin 541000, Guangxi, China )

[ Abstract ] Objective:To evaluate efficacy and safety of DC-CIK cell combined with EGFR-TKI ( tyrosine kinase inhib-
itor ), erlotinib or gefitinib, treatment for progressive non-small cell lung cancer ( NSCLC ) patients with EGFR-mutation
positive through a retrospective analysis of the patients. Methods: All of selected 34 patients were pathologically diag-
nosed as progressive NSCLC with EGFR-mutation positive, and treated with erlotinib ( 150 mg/d ) or gefitinib ( 250 mg/
d ). Among them, 17 cases accepted the combined DC-CIK cell treatment. Curative effect and changes of peripheral blood
CD3", CD4" and CD8 " T cell subsets were compared between the combined treatment and mono-drug groups. Results:
In the combined treatment group, 7 patients ( 41.2% ) had achieved PR, 8 patients ( 47.1% ) achieved SD, and 2 pa-
tients ( 11.8% ) emerged disease progress. Objective remission rate was 41.2% , and disease control rate 88.2% . Inci-
dence of diarrhea in the combined treatment group, was obviously lower than that in the mono-drug group ( P <0.05 ).
Peripheral blood CD3 ", CD4 " and CD8 * T cell subsets didn’ t show any obvious changes before and after the treatment in
the mono-drug group. However, in the combined treatment group after the treatment peripheral blood CD3 " and CD4 * T
cell subsets were significantly increased ( P <0.05 ) and peripheral blood CD8 * T cell subset decreased ( P <0. 05 ).
Conclusion: The treatment of DC-CIK cell combined with erlotinib or gefitinib for progressive NSCLC patients with EGFR
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mutation positive had good efficacy. T cell immune status of the patients in the combined treatment group was significantly

improved and adverse reactions tolerable.
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Tab.1 Basic characteristics of patients( n )

Feature Combination ~Monotherapy P

Average age (t/a) 53 (34-70)  55(30-69 ) 1

Gender
Male 10 12 0.47
Female 7 5

Clinical stages

I 3 2 0.63
\Y 14 15

ECOG grade
0 12 14 0.42
1 5 3

2.2 DC-CIK %ape3a- 7 254097 24k T8 A 2540

FEFTA 252 DC-CIK 41 ik & o i 8 Je ol Ak
BRI R E T A MR 5E 2 CR ). Bk
EHE M FE ORR( CR + PR )N 41. 2% , Bhwf5
1% DCR ( CR + PR +SD )4y 88.2% , ¥4 T EAZ4H
(£2),

*&2 EGFR-TKI £ #B& DC-CIK 42
W8TT NSCLC B M nl % ) ]
Tab. 2 Treatment effect of EGFR-TKI combined
with DC-CIK cells on NSCLC[ n( % ) ]

2.4 DC-CIK % JB:A-4L 77 74 77 NSCLC %9 44 h

AT B I AT IR YT R 0N B RN i A2 PFr
W 4, 22 BEEE(64. 7% VEARKHFFE B E
AR AR . H WA KR R % #5941,
26.5% ), B 14 ,41.2% ), TR HHEC 4 F,
11.8% ), M85 14 9,41, 2% ), B & F [ 12 41,
35.3% )o WA R BN, A IRIT A IR
RAEFRMLT (P <0.05 ), AR R RNV &
A= R R ARRL, 25 R4 IR BT A R &4
P A BE R 2014 4F 12 ABEVF 45 R A LT
FIFAT B AT RO KRR A TP, 35 5 HE R
AN T 22 AR 7 R

%3 NSCLC g&iaraia
T ALK E (n=17,x £5,% )
Tab. 3 Changes of T cell subsets before and after
treatment for NSCLC patients( n =17 ,x =5, % )

Group CDh3* cb4* Cb8*
Monotherapy
Pre-treatment  41.5+11.5 33.8+6.3 32.8+9.1
Post-treatment  45.2 £12.9  34.1 7.7 30.7 +£11.2
Combination
Pre-treatment ~ 40.6 £9.1 34.2+9.3  33.7+7.9
Post-treatment  56.4 +£10.7" 39.6 +8.2" 25.6+6.8"

ORR DCR

Group PR SD PD
(%) (%)
Monotherapy 5(29.4)  8(47.1) 4(23.5) 29.4 76.4
Combination 7 (41.2) 8(47.1) 2(11.8) 41.2 88.2

2.3 BEGFAEHC TR T

HZi A IS CD3 T .CD4" .CD8 ' T 4l fifg b
B IR 7 T JC R W23 (P > 0. 05 ), 1 EGFR-TKI
B4 DC-CIK 2H CD3* .CD4 " T 4 Jfd Fb 451 594 77 Ril
B FHE( P <0.05),CD8 * BHAITHIA I FIE( P <
0.05), W33,

" P <0.05 vs pre-treatment group

3 i

it 9 2 8 ] 3 A T SRR K e Oy TR 1 9
i, E 3 R R e 3 R AR RS 26. 9% , Tt F)
2025 4, F ] fili 95 F8 K35 100 7, Bkt AVER —
it R B AR A g © R 3 R I A
FERYFET SRR 2 — il 5 (0 S0 T R AE 45 Rl b
PR T R A6 YT IE A 2 5 AL G
AR AR Tr] AT A9 A 1 2 B 08 ) 3 97 0 5 A 4
5 B 6 97 o P . 1 B M EGFR-TKI B 4 i K
EGFRZ 7 Iy i R ] NSCLC 9 & ¥E iRy F B ),
JE iR e B AE R e RV E F EGFR-TKI 2 4§ [ 24
Y1, 48 NCCN F5 1, b i1C 28 ik 1 J 9] NSCLC
—LRIBITIE R 25, MR IR R, 5154
fEI7 M L, EGFR-TKI #7194 97 AE Wl & SE K R H 1Y
PFS f1 0S. {H—SLdf i 7R 2 i B e s JE &
JETIRYTT FH AN R S A Kb B il 1 AR I PR b 1)
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sCR BN AR B e sl AR e R —4k
JRYT NSCLC HARBEMGE A A7 . Ik, fb2AIRTT
64 EGFR-TKI J&J7 NSCLC Ff AN & — /1R I ) 2k
PO AR AT WF ST R X — BT SN 24
SR BAE IR i T 0 BRI AR IT L R TR T 1]

SRR IR VAT 1N R RO, 45 - R R 1 5 0 ) i
ITI7 O] DA AN R RO IR B TR T SR S 2 Y
HIGRAF M v 2 &, PRI fE AR G v, B 2R
£ T EGFR 278 [RYE R i e 1] NSCLC R E 7E#E 32
DC-CIK BKA g Je s AR e 107 Ja i i R Y7
LIRS i

R4 PMABELHNEURNEZEZNLE ol % )]

Tab.4 Comparison of the toxic reactions of drugs between two groups| n( % ) ]

Group Tired Rash Hand-foot syndrome Diarrhea Loss of appetite
Combination 2(11.8) 6(35.3) 1(5.9) 3(17.6) 5(29.4)
Monotherapy 7(41.2) 8(47.1) 3(17.6) 11(64.7) 7(41.2)

p 0.05 0.49 0.29 0.01 0.47

H & DC-CIK Sy inyr HAR R RERE A HIN
AP JE I L — 2 e Y B A% A A, HEA TR SN T
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BRAE T KBS R CIK B Ak 7 VA 7 I 9
BE G R 5% 19 45 S 5 7R, DCR A1 ORR 43 51 4
89. 8% H18. 16% , [A] i i 35 Y AN B B g it 52 1k R
U, —ANERRBEHLIG A IR I 25 520 R, 7E 733 1
ERFG JEURB (9 (35 v, i i B e Xt b 2 10
EREENIT R, (AR AL, AL E R
HABAFFE A G, A & DC-CIK ¢4 EGFR-TKI J4 97
EGFR 2875 FH%: Y NSCLC 1 /R T 4% 1 ORR Al
DCR, [FIEAN R N ERAT ARG A 521 s S ge i) —
LIRIT( ZVUMFE, LI Je sl AR TR 2 )AL
DC-CIK B4 EGFR-TKI 1877 B IA %L

gi I, SR, B IR DC-CIK BX A H74E
TKI JAJ7 EGFR 278 BH MY NSCLC M & R 4
GFAY T ORI AN B RN T 221 o BRI 3R T

JTEAEL EGFR FATER) NSCLC B Rt — A R it
IVAIT TS BRI, R R A2 3 K 5 2 K [ Joig
PRI BT S 1 B GE TR A L IKTR YT 7 58 W T ik — 2
() A AR St %) T B I PR A 52 SR B o

[ & % 3 Wk ]

[1] SIEGEL R L, MILLER K D, JEMAL A. Cancer statistics [ J ].
CA Cancer J Clin, 2015, 65( 1): 5-29. DOI: 10. 3322/ caac.
21254.

(2] /e, FkE=2. dEREIEAE/N0 IR — 23R 7 h B2 kT
SHA ST LB Meta 2387 [ J 1. W[4LEE2Y, 2011, 33( 13 ):
1958-1960. DOI:10.3969/j. issn. 1002-7386.2011. 13.016.

(3] & 0, SR, B ML, 5. H2HA 5 P b IR sl A B i
TAIF IR /DN 20 R R B Meta 34 [ 7], o R R 2R A
2009, 12( 1): 3843. DOI:10. 3779/j. issn. 1009-3419. 2009.
01.006.

(4] XIR4, R4, SR, % HBKE 2V bFESRKFRGK—
LRIGTT MRS /N BT 35 ) meta 23T [T 0. o [ il 2 Ak
2014, 17( 4 ): 327335, DOI: 10. 3779 / j. issn. 1009-3419.
2014.04.07.

[5] Bk, SAZEEIR G BRI yT W BTl /DN 200 L i s 14 08
g [ 1] hEEEZHER 2014, 4:137-138.

[6] REGUART N, REMON J. Common EGFR-mutated subgroups
( Del19/1.858R ) in advanced non-small-cell lung cancer: chasing
better outcomes with tyrosine-kinase inhibitors [ J ]. Future Oncol
2015, 11(8): 1-13. DOI:10.2217/fon. 15.15.

[7] GHILLON SOHITA. Gefitinib: a review of its use in adults with
advanced non-small cell lung cancer.[ J ]. Targeted Oncol, 2015,
10( 1): 153-170. DOI: 10.1007/511523-015-0358-9.

[8] SINGH N, JINDAL A, BEHERA D. Erlotinib usage after prior
treatment with gefitinib in advanced non-small cell lung cancer: a
clinical perspective and review of published literature [ J ]. World

J Clin Oncol, 2014, 5(5): 858-864. DOI: 10.5306/wjco. v5.



- 412 -

o [ g A M Ay 4 2016 £ 6 H ,23(3)

i5. 858.

(9] ARA, RIue JH B, 2. [ CIK 4UAEIA T XA [ B B fif
P ERCE PETIRERGSE A [ ) . I RS 2 44k, 2014, (6 ):
498-502.

[ 10 ] XUHate  Fh=JC, PN, 45, DC-CIK 34 77 1 4 Joh g (0 iF 5
[T]. E2£{5 8, 2014(25): 225-225. DOI: 10. 3969/j. issn.
1006-1959.2014. 25. 259.

[ 11 ] BRNI. DC-CIK 20}t G 5 VA 7 16 W 30 05 1 b 988 vl 1 s R 4F 5
[J]. EEZyaiuy, 2012, 2(19): 217-218.

[ 12 ] 245, 8305, FOAT, 25, DC/CIK 4EHA 7 WAk /N 0 it
I I RO ZE [0 . I R b 2% 243k, 2014, (110 ): 917-
920.

[ 13 ]t FtmsWopr b [ 1], IR 223K, 2007, 12( 8 ):
847-849. DOI:10.3969/j. issn. 1009-6663. 007. 08. 037.

(14 ] BRI, sBgE, Marty, 55 PR 2010 455 & 9% S5 5T
[ 7. JEME, 2014, 23(1): 1-10. DOI:10. 11735/j. issn.
1004-0242.2014.01.001.

[ 15 ] MELOSKY B. Review of EGFR TKIs in Metastatic NSCLC, Inclu-
ding Ongoing Trials [ J ]. Front Oncol, 2014, 4: 244. DOI: 10.
3389/fonc. 2014. 00244

[ 16 ] HERBST R S, PTAGER D, Hermann R, et al. TRIBUTE: a

phase III trial of erlotinib hydrochloride ( OSI-774 ) combined with
carboplatin and paclitaxel chemotherapy in advanced non-small-
celllung cancer [ J ]. Clin Oncol, 2005, 23( 25 ): 5892-5899.
DOI: 10.1200/ JCO. 2005. 02.840.

[ 17 ] GIACCONE G, HERBST R S, MANEGOLD C, et al. Gefitinib in
combination with gemcitabine and cisplatin in advanced non-small-
cell lung cancer: a phase Il trial--INTACT 1[ J ]. J Clin Oncol,
2004, 22(5): 777-784. DOI:10.1200/JCO. 2005.02. 840.

[ 18 ] skisfli, “Ré%. DC-CIK U/l PR s M iaAbat e [ 7 ).
Jifse , 2011, 20(2 ): 85-88.

[ 19 W7, . CIK ZEH536 Y7 WG 301 i 988 1 1 PR WL B 52 ) 1A
Foor [1] WRMRNRR, 2014, 19(4): 706-709. DOI: 10.
3969/j. issn. 1009-6666.2014. 04.043.

[20 ] KIM E S, HIRSH V, MOK T, et al. Gefitinib versus docetaxel in
previously treated non-small-cell lung cancer ( INTEREST ): a ran-
domised phase I trial [ J ]. Lancet, 2008, 372( 9652 ): 1809-
1818. DOI: 10.1016/50140-6736( 08 )617584.

[ fsEE] 2015-12-14
[ AX4E] PiI54

[f&EHH ] 2016 —-04 - 05

0 <

<

JR--F SR F I E

FUl PR i 56 #R Rz 7 Hp [ e PRI 36 i A o O i AR

Fp [ I PR 56 M 0 ( Chinese Clinical Trial Register, ChiCTR VR AR R 8 04 R RIS A A0, 5 A4 4
[ Bl AR50 A UM X — 22 FE LA World Health Organization International Clinical Trial Registration Platform Primary Regis-
ter, WHO ICTRP Primary Register ), B A5 3 i FE AR UE B 2% 0 D DU 1R 2246 76 2 e 25T 2005 4F 7 H 25 H IEZUSSE 81T,

A BRI RIS [0 B2 e th 54 B BUR R R B WHO U3 287 I R e R A BRI 27 Y XU 3 S, H 2
N T EMEBR A RS S E R TR, AT H ST T e Ak 2 i BT R A, DRI AT AT I PRI SR #8852 AR 4 A G
ATFRIR RIS A5 B RS T ARME Z TR B 7 # 1 55 FIETE DT i R IR VRS AS (L BE A £ 18 993 44 i IR
I RIEE R, AT AR R g 45 R 5 B A B T A b B R R ST

ChiCTR %5 B KGRI R I PR BE 0 RIRA T 22 K Gt = R AT 2 2 F BT TR B, ARk b A
b I R R B, B BT, ) KR 55 AR | BT T A IR S5 T 2 3 FBUR T AR B T i & Bk P2 1 e R 30 i
AR BT AR BRI A M R 55 T b R A4 AR R Rl .

JIT A A AR STt 1Y) 0 4 S T I PR , RN S W St . FLE PRI R 90 8 25 i 45 T WHO ICTRP 23R4 — (1Y
ME—YENS o

F T AR 2 1= 2 0 ) vl s A e e B v S ) N7 1 W PRI 04 5 S R ML, (EAE 3 b It e R LB A R R
BAT A RV — VS A i RIS 12 5

ChiCTR #2732 ] 1 X K A= RR i il PRI TR i , 38422323145 WHO ICTRP AR — 2 AL i 6 A 1 A DR 3 1)
WHO ICTRP RSO e i ik T HE BB 4Bk 2 BREEAMIG RIS S, ChiCTR DA TR R E Pk B 5 Pl IR S 52 50
P LA AERFFE TG B Cochrane Hly (B2 Cochrane HCx | U1 IR 2% AV 5 B 6] B I IR 2 A7 0 27 I A2 8 B R 5 35 )1 v
HANA BRIV, TR IR B PO BEHL I8 SCHEE R B I, Tl 5 v 3 1 1 R i ) o ek

it ChiCTR #:3 A H M kwww. chictr. org, 25 AR AT 5 (1l 2030 & FUHIG R IR0 (5 5, IF 5 WHO £FRE R A DB, 7T )7
68 b A 1) A TR L UG PRI

(AT 238 )



