A E R A iR Y 24 http: //www. biother. org
Chin J Cancer Biother, Apr. 2015, Vol. 22, No. 2

- 240 -
doi: 10.3872/j. issn. 1007-385X. 2015. 02. 018 - e A AR .

GM-CSF EE MM IEAMEE AT IEEREEREE CDS' T AT 4k
R EH 3T e B 220

’%H]&‘L%I,Z,S’f%)}ﬁi’;\llﬁ,ﬂiﬁlj,_3—_7\?;%2.3,%#&(‘2,3’%[1132,3,{_iiZ,S’ X%ZVS,{:'{:%?I.Z,S( 1 KJ?E%‘]’}('%‘LHCF%E
B2 Ada A, & 300060; 2. B RAPEIGRESFHR TS, X E 30006053, RETFTIERES AMisT A
FIF K # 300060 )

[ E] 8 @ 51D H- 5 v 40 750 - GM-CSF ) BB 1 88 48 993 15 GM-CSF modified tumor cell vac-
cine, GVAX )IAYT Rl 28 2290 £ 55 SN I S0 e 45 b O 78 A B HOU s S . 7 e+ WCBE 2007 4F 10 H 28 2012 4F 12 A 1]
FRBEERF RS IR LB 232 GVAX VYT I 56 191 B8 2298 i, SR H it =X A0 B AR 0 8 & VA 7 i J5 AR JE i CD3* T 4H
CD4 " T 4iiJfd .CD8 * T 4 87514 T 4HH( Treg ) . AR AN NK ) KA 2R 41 e DC1 A1 DC2 )i L], 43 iB 7 i Je S
145 B8 A L B s Ak, TR S B USSR, 2 % CVAX AT G B E AN L CD8 * T 41 A L 5 e i 725l ( 37.
56 £12.76 )% vs( 34.71 £12.30 )% ,P =0.006 ],CD4" T 4 g Lt 451 BEAR[ ( 53. 44 £13.36 )% wvs (56.27 +13.15)% ,P =0.
017 ],CD4* /CD8 * HUAEFEARL 1.61( 1.37 Jus 1.75(0.71 ),P =0.009 ], J4¥¥ )5 CD3* T NK.Treg . DC1 . DC2 54I7 A 25 7T
Gt (P >0.05 ), WWIRE CVAX IGIFRTAME L CD8 * T 40 g HL Al K T MM 4 5 /N T BB AR L, v 437 A A7 I [a) f 2%
FER(29.16 vs 13.34 N H ,P=0.012 ). % : GVAX IEYF B ZI n 958 CD8* T 4i iy T2 AHe g S ie I 250, i 0] H 35 S ]
Il CD8 T ZH A LU AN AT/ R T GVAX SR Fabn , S FIW 1 e 1) — & 3R s 1 A .

[ S43R ] SRR S b A - I 40 it 2 SR 3 IR) F 5 GM-CSF 35 RS B AR A A8 5 CD8 * T 41 ; U

[ HE4SES ] R739.5;R730.51; R730.7 [ TEkFRERD ] A [ XEHE] 1007-385X( 2015 )02-0240-06

Changes in and prognostic value of peripheral blood CD8 " T cells in melanoma
patients before and after GVAX treatment

Ma Xiaofei'”?, Qian Yaqinl'“, Zhao Hua®?, Yu Jinpu“, Wei Feng“, An Yangz'S,Yu Wenwen ", Li Hui’?, Ren
Xiubao'?*( 1. Department of Biotherapy, Tianjin Medical University Cancer Institute and Hospital, Tianjin 300060,
China; 2. National Clinical Research Center of Cancer, Tianjin 300060, China; 3. Key Laboratory of Cancer Immunology
and Biotherapy of Tianjin, Tianjin 300600, China )

[ Abstract ] Objective:To evaluate changes in and prognostic value of CD8 ™ T cells in the peripheral blood of melanoma
patients treated with GM-CSF modified tumor cell vaccine ( GVAX ). Methods: Fifty-six patients with melanoma who un-
derwent GVAX treatment in the Cancer Institute of Tianjing Medical University between October, 2007 and December,
2012 were enrolled in the study. Proportions of CD3 " lymphocytes, CD4 " T cells, CD8 " T cells, regulatory T lympho-
cytes ( Treg ), natural killer cells( NK ) and dendritic cell ( DC1,DC2 ) before and after GVAX vaccination treatment were
determined by flow cytometry. The relationship between the proportion of CD8 * T cells and other immune cells with pa-
tient survival at different post-treatment time points was analyzed. Results: The proportion of CD8 * T cells in peripheral
blood was significantly higher ( P =0. 006 ) after GVAX treatment ( 37.56 +12.76% ) than that before the treatment
(34.71 £12.30% ). GVAX treatment resulted in significant decreases in the proportion of CD4 ™ T cells ( P =0.017 )
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and the ratio of CD4"/CD8 "( P =0.009 ) but showed no significant effect on the proportions of NK cells, Treg cells,
DC1 and DC2 cells ( P >0.05 ). Advanced melanoma patients with a proportion of CD8 ™ T cells above the mean value be-

fore vaccination had better overall survival ( 29. 16 months ) compared with those with a lower proportion of CD8 ™ T cells

(13.34 months ) ( P =0.012 ). Conclusion: GVAX can enhance the ability of CD8 * T cells to induce antitumor immuni-

ty. A high proportion of CD8 " T cells before GVAX vaccination is a predictor of better prognosis for patients with ad-

vanced melanoma.
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Fig.1 Alteration of lymphocyte subsets proportions in
peripheral blood of melanoma patients pre-GVAX
and post-GVAX therapy
* P <0.05 vs pre-GVAX treatment
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Tab.1 Correlations between clinical characteristics and

F1 BREBENRAFES P OS XA

median OS of the melanoma patients

Characteristics n mOS P
Age( 1/a)
<59 32 34.41 +6.54 0.921
>59 24 28.49 £4.81
Sex
Male 33 23.79 +4.33 0.158
Femal 23 41.32+7.21
Primary site
Cutaneous 33 27.44 £4.25 0.241
Mucosa 22 39.29 +7.97
Clinical stage
I +1 11 68.81 £8.98 0.001
Im+1v 45 21.45+3.17
GVAX course
1 38 32.83+6.49 0.595
>1 18  30.78 +3.68
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Tab. 2 Correlation between alteration of CD8* T cells proportion in peripheral blood of

melanoma patients pre- and post-GVAX therapy and clinical characteristics ( % )

Pre- GVAX Post- GVAX Alteration
Characteristics n
CD8* T P CDS*T P p
Age( t/a)
<59 32 33.58+10.82  0.431 35.25+10.94  0.119 0.216
>59 24 36.22 +14.14 40.63 +14.50
Sex
Male 33 36.61+13.40  0.329 39.81+13.13  0.114 0.641
Femal 23 31.99 +10.21 34.32+11.72
Primary site
Cutaneous 33 36.73+13.26  0.166 40.35+13.30  0.067 0.608
Mucosa 22 31.99 +£10.59 33.94 +11.09
Clinical stage
[ +1 11 28.69£9.15 0.070 32.00 +9.13 0.108 0.847
M+ 45 36.18 +12.61 38.91 +13.22
GVAX course
1 38 32.93+11.33  0.118 35.27 +11.39"  0.048 0.326
>1 18 38.46+13.73 42.43 +14.39

*P <0.05 vs Pre-GVAX treatment
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Fig.2 Median OS of groups with CD8* T cells proportions
less than 34.71% and more than 34.71% in peripheral
blood of advanced melanoma patients( Stage Il and IV )
before GVAX therapy
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Tab.3 Median OS of CD8*T cells proportion and the
alteration in peripheral blood of advanced melanoma patients
( Stage II and IV ) pre- and post-GVAX therapy

CD8*T n mOS P
Pre- GVAX
<34.71% 22 13.34 £3.06 0.012
=34.71% 23 29.16 +4.64
Post- GVAX
<34.711% 24 17.66 +4.03 0.234
=34.71% 21 25.49 +4.54
Alteration
Higher 34 21.88 £3.60 0.725
Lower 11 18.32 +5.54
3 W 8
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