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Abstract: objective To observe the efficacy and side effects of autologous cytokine-induced killer cells ( CIK cells)
DC and

CIK cells were amplified in peripheral blood. Flow cytometry was used to detect CIK, DC-CIK phenotype, and then taking

and dendritic cells(DC) and Sorafenib in the treatment of metastatic renal cell carcinoma(mRCC). Methods

intravenous transfusion method to treat the mRCC patients with autologous CIK, DC and Sorafenib. Results In 26 cases of
patients, there were one patient with complete remission, 4 ones with partial remission, 17 ones with stability, 4 ones with
disease progression. The rate of disease control is 72. 7% , and the objective effective power is 19.2% . Median survival
time was 25 months, and the lack of progress in time( mPFS) was 14 months. Main side effects were rash, diarrhea, fever,
fatigue, flu-like symptoms, anorexia, reduced body mass, and neutrocytopenia, etc. Referenced to the risk factors for
prognosis of layered model MSKCC score, RR in the low risk of group was higher than that in the high risk group (P <
0.05). The MST among low, medium and high risk groups had significant differences( P =0.000). Conclusion Autolo-
gous DC and CIK cells combined with Sorafenib in treating mRCC patients has a acceptable curative effect, and tolerated
side effects.

Key words: kidney medulla; sorafeni; kill cells; dendritic cells; adoptive immunotherapy

FERS M B 4R (mRCC) TG 82,5 4EE7F
RAL 5% ~10% 1) A PR [E1 4 A 8 37 P 400 D 0 2o 4%
TS T R FAR T ST Z AN T —FhEE N
FRBEIATT Ik RPN BB 2O 0 M (DC) 2 H R
RIDIRE SR P IR R M, WA ROK T 40

U g AT E SRR LR IRE (2010-SWY-11-056)
*BIIEH

LR 22, SE o g 40 L P G SRR ML o A A
R 5 1 A D5 40 e ( CIK 48 /) e T ik B2 40
Jfa58 K B BRI PR A NK JE MHC RR il 4 5% 98 48
HThRE, BRI SMETRE S o8 B — R R TE B
AR 1 S 58 B B B LA R SR 4l . DC 5 CIK
R R BRI BNEE EER, A A R IR, B
BB RS, B FEE REH SHEELEA
SHBARMLIN TR R A . AR R A B & DC-
7



CIK 40 M bk BB A 4y F R M 29 R B AE B IR IT
26 5] mRCC & , BREWT .
1 BREFE
1.1 fR%R %2006 4£1 H ~2011 43 HIR
BeAEBEHIBI G mRCC 835 26 41, B 16 #1) .4 10 4],
W45 ~771 % VP64 B, BEREE RHEAR
FEAM L, BETFAR KRBT . WS
B 7 W 40 MadE 21 1), BURLAI AL 3 1, PSR4 e
a2 Bl WAEFERE 1 4L 20 ),2 b R LA L6 B, K
Wil 18 B, %S 12 4, B ¥4 8 #, Hifh 6
i, 18 BINRGERER, BHEEELAE 1L
CT W]l B ¥ %4k, KPS P£4> <80 43 8 f1], =80 4
18 i, HERRRAEH A o
1.2 J5ik
1.2.1 DC.CIK fififysE sy 1 BEARS
17 CT K, R4 CT & M /DS, 38 Bk (AR,
K LHT 24 h i GM-CSF 475 A LT 40 sh i , &
CS-3000 I 405 BSR4 5 L ShJA] I A A 3T e 1T
HEHMNE I BAAZ AN B, 5 Ficoll 400 ( H E A} 2B
Yy HBT5T) 43 88 5 £ Hank's MRUE 3 WKk, WEE 4k
E 90% LA | (%) Hh 8 I 54> 4% 4H i ( PBMINC) |, 38 %
WHE 1 x107L, 1 XKMAEHAATHE v
1 000 U/mL, %5 2 RIFGE M ASL CD3 Bdi 50 ng/
mL,IL-1a 100 U/mL,IL-2 1 000 U/mL, 7 ££355% 3
d, EiEH LR TR SRR 1K, ESETR 10 ~
20 d, B FAE 2 Y H 4 Ha g 5E 32 CD3 ,CD56 FH
PN, B DC: CIK = 1: 3 6 Fn1 CIK 40 H iR
4, CIK K3 w35 3% 77 4k DC-CIK 4if, T4M
K% 9 KA DC EEARID CD40 ,CD8O  HLA-
DR 459 14 KK CIK #1 DC-CIK FL8% 3574 R 1 b
il CD3 ,CD56,CD4 . CD8, 440 i 4™ 5 ik B it
H xR, B HARA0HA 2 85% AT 4B YT o
1.2.2 JRIT L BAETT PBMNC REFSA TR
FidEJE 400 mg/ WK ,2 W/d,iEH 4 B 12 JAR—I7
2, PBMNC REFELIENF 2 AL, #171H
&1 DC 4HPFD CIK 40,2 ~3 R/J8, — ik El% CIK
1 x10" ~2 x10”,DC 4HHg 1 x10° ~1 x 10", 4F[H]
a1~ HEEFERT LR BrEngREn
B R, FAEFNEE 1R, M5 <3 x
10°/L s AP S R 53 % B 1525 8 JA G AT VR4, X2y
YIRS R AT A2 B R 2R R 2 ~ 4 FRgkE T —
JARIRIT . LAFHZGRT 4 AP CT Bn iy aT il Bkt
YERIRITHER , 8 8 FfT CT /2 1 IR,
1.2.3 SRS E2EIT ST R A RECIST
LRSS ARYE, 43 R TE 2R M (CR) (BT &
8

A BE2 2012 42258 52 4 1

i (PR) P92 e (SD) At e (PD) , LA CR +
PRITEARCE(RR) . RN CT b EEF M F
B,ERS mm, WA &R RKELL. B
RIT MG 2 B A SR T B Ak U Y Bt [R) 3 S AR A
(0S) , NIeIF FFig B i R B SE T i Tt B At
FH(PFS) , Z BTG53 )2 BRI MSKCC 15 [ R %
o, LDHCGES 1.5 fFIEHE) (= s (2
1E45 > 10 mg/dl 5¢ 2.5 mmol/L) (% Ifl . i2 Wi | & 5
BITHIBTE N T 1 48 B KPS 74 <80 4%, £ bR
B ERETGL, 1 ~2 WP, =3 M hE, 2
YA B SR F4il 2 JL NCICTC3. 0, il JRAE R IF
WIEEHSE B E T =23 hBEWE, TH#
173 JERsyekat, FHE <1/3 e . £HFHRE
TP IR 1R B KPS 1R Fik R &,
1.2.4 Sk SRAI SPSSIL. 1 {4, R LL
MERA Y M. 4R A Kaplan-Meier % A
} Log-rank 555, P<0.05hZRBHIT¥E XL,
2 &R
2.1 CIK #1 DC-CIK ;3458  CIK 1 DC-CIK 3t
REFR PTG AR T iE S W CIK 4 8
A5, DC-CIK Ae3E 57 40 i FLA B S g i v M
MAESS 3 RIGHFIRHAE, 55 5 ~6 R, 1
20 d ), CIK 4B A1 DC-CIK 5% 37 5 40 f 8 54
FEH5T B4 120 #11 000, CIK 53557 21 d, 388 Lt
5:1 B, CIK %} Bel-7404 4 B 4 210 B 35 75 M 0
48.3% ,
2.2 RBEIRITHI G BE N A I B 2E e bR AR AL
Y4JTRT CD; .CD,; .CD, /CD; HAE Bl BAK T EH,
CDy ZAfN s FIER: O REBR I R EBEIRIT
J&,CDy \CD, .CD, /CDy HAABIRITRTF & (P <
0.01),1fi CDy #HIFRIR(P >0.05), W& 1,

£1 REGTFHEEENAMEREFERTN (X £5)

GEEFRIR YBITRI 1R P

cDy 60.72 +6.34 66.32 +8.25 <0.01
cD; 30.36 +2.66 35.76 +4.68 <0.01
CDy 23.56 +3.53 16.29 £2.24 >0.05
CD; /CDy 1.07 £0.23 1.88+1.12 <0.05

2.3 JFEWMEE BFHFL 1 AT DC-CIK #hkE
HVAITIE B AR RO, Ak oE , BRAR DA, KW
B RE IO B R B, O AT, RTAER
TR B R 882 23 B & BT EMITRL, 3
52/ 106 #8145 3.6 AR, 3k CR 1 ], PR
4 ) ,SD 17 45 ,PD 4 % ,RR #19.2% . FEV#ERIEA
#92011 4E5 H 38121 B, (73E 5 B, TG R FE
4 ~58MH, PHLOS K25 PMAH(95%CI;T.9 ~
36.3 I H), 4 PFS i 14 4~ H (95% CI.5.7 ~



AR BEZY 2012 455 52 B4 1 3

19.2408),
2.4 HERSES WEERUE SRR S 5
13§, 4§ 10 #il, 2 3 B, & RR 435024 30. 8% |
10.0% MO, MG AT M TR 4 (P <
0.05), WiEtFeahfr 0S X 28 N H (95% CI 16.7
~36.3 A, AN 20 ~H(95% CI 13.5 ~
26.90MH),FUE£H K 11.2 NA(95%CI 7.9 ~
13.5 MH)o ZHF M S BRI #ER(P <
0.01),
2.5 ARRMN —HHBAESL~2 h, HHEL
FIFEE B &, oA G ER 8 4], B3R 2 4, RRELit )
2 ~8 h, &1 PR RMAAER 25, R 81T
B, RERE 16 #1(61.8% ) ¥/ 1 ~ D, MJE
AEdf, I ~ TETL W64, MEZI1 4,
MEEE1H, | EREMHR 4 5l
3 itig

mRCC 24 5 B 41 M5 f8 35 1 20% , ok s 0
WREA FE FIHERL, mRCC B & EFRIL
2 a2 ,2 a £EFF10.0% ~20.0% , 14
0S6~12 A BIrIE R —F LS MM
JEZ5Y), B VB 1 25 , B AR SE G M A —
A HEE S § RAF/MEK/ERK {5 51% 508 I B #
ot ey A K 5 55— 7 T ST 5 S 9 o O A P R 2R
K B 732 A i /I AT A AR K BR324 T EL DT v R
B L B Y B, B 10 ] byl i B i A o Es-
cudier 217V %31 FLAT AR B 4E K mRCC BERY PFS,

mRCC & KA A 5 B 0 e g Th e
b, X FTRE SHLASE ML DC BRI B e i
R, RERIT R BB EENEENGIT TB, BiE
SEIL-2 AT4E 7 mRCC BAE M ALFE, KNS DC
HiHufE,DC 5 THRE S, 7 WKE IL-12,1ES
Thl BSR4 FF Mo 1358k . DC B gE5 i
ZMaEF ER TR TN, MR T s
. DC 5 CIK 3557 J5 7 4 0 40 M 4 LE R CIK
MR R TE M, AR T CIK 40/ py
MY FIER, B ERE T DC KThEe'™ , P b
FEA, S e B F B, B 1R & CIK 40 M i) 1
FEEE S PR o

ABFFEXT 26 4] mRCC A S RPLIEE 4 T4
mYEIT e AT AE Y M R IRYY  RR N 19.2% , ]
1EFEDT B 3, 58T 21 B, 770 5 B, Bl 4 ~58 4
A, Hf4L 08 29 25 A~ H B4 47 0S Xy 28 4

Ho REFBKAIRIT X BUSR 0 B E W E KT

W, REHAERE. BT S eRBITER T

IO 2 B TR T BRI B 25 BB AT 3%, 38 S iR IT

TBCRBE FT i — PR ST AT FHIRYT 3

JA, A S EGR B) T AL BOTT ECE, RE AR

H AT RRIER, RS RRIDER . [AHIE

JATT RS X BB A A B R e T R R BRI

DC-CIK 477 % SRR o A 7E 1514 1 72

A 2 BIRIES R, THA B A R AR

PR AT i 7E [l ) DC-CIK B h &4 IL-2 ALA M

FEH. XSRS R A G ST R A

ADLEAN REF BT R 7F T, 28 mRCC G T HR 4

TR

Zi bRk, RALAEE Bk & B & DC-CIK J4 57
mRCC BE BB AR E B E N AEERE, BEH

Ja BB E AR, A RN KR TE T i 32 Y

BARKRERNE, BEASREARD ARHESE

e — 2B W IEIESE

S & k-

[1] Algaba F. Rereading the renal cell tumors[J]. Int J Surg Pathol,
2010,18(3Suppl) :94897S.

[2] Schott M, Seisslar J. Dendritic cell vaccination: new hope for the-
treatment of metastasized endocrine malignancies[ J]. Trends Endo-
crinal Metab, 2003,14(4) :156-162.

[3] KA, 3430 L0345 T B CIK HHRI 7R = KX JFE 40

MFAE R R (1], i G 443k, 2003,23 (3) :201-203,
209.

(4] 8%k, 108, P E%, % CIK 41 4k B iayT B B il
MG RBFSE[T]. 3T 7 BB4F 445K, 2003,17 (4) : 187-188.

[5] sk, AL E. iR RARIT BRI R T]. W AW IR AN R 24
5 ,2006,21(6) :473-476.

[6] Ficarra V, Novara G. Kidney cancer: neoadjuvant targeted therapies
in renal cell carcinoma[J]. Nat Rev Urol, 2010,7(2) :63-64.

[7] Escudier B, Szezylik C, Eisen T, et al. Randomized Phasetrial of
the Raf kinase and VEGFR inhibitor sorafenib ( BAY43-9006) in
patients with advanced renal cell carcinoma ( RCC)[J]. J Clin On-
cology, 2005 ,23 ( Suppl) :S4510.

[8] Wang QJ, Wang H, Pan K, et al. Comparative study on anti-tumor
immune response of autologous cytokine-induced killer ( CIK) cells,
dendritic cells-CIK ( DC-CIK ), and semi-allogeneic DC-CIK [ J].
Chin J Cancer, 2010,29(7) :641-648.

[9] Shi M, Zhang B, Tang ZR, et al. Autologous cytokine-induced kil-
ler( CIK) cell therapy in clinicaltrial phase I is safe in patients with
primaryhepatocellular carcinoma[ J]. World J Gastroenterol, 2004,
10(8) :1146-1151.

(ks H#1.2011-10-17)



