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Supplementary Tables

Supplementary Table 1. Search strategy for Embase
#1  Cytokine-Induced Killer Cells/

#2 cytokine induced Killer cell*.mp. [mp=title, abstract, original title, name of
substance word, subject heading word, floating sub-heading word, keyword
heading word, organism supplementary concept word, protocol
supplementary concept word, rare disease supplementary concept word,
unique identifier, synonyms]

#3  (cytokine induced adj6 killer cell*).mp. [mp=title, abstract, heading word, drug
trade name, original title, device manufacturer, drug manufacturer, device

trade name, keyword heading word, floating subheading word, candidate term

word]
#4 2or3
#5 1or4

#6 *colorectal  cancer*/  or  colorectal neoplasm*.mp. or  colon
cancer*.mp. [mp=title, abstract, heading word, drug trade name, original title,
device manufacturer, drug manufacturer, device trade name, keyword
heading word, floating subheading word, candidate term word]

#7  exp colon tumor/

#8 exp rectum tumor/

#9 6or7o0r8

#10 50r9
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Supplementary Table 2. Search strategy for MEDLINE

#1

#2

#3

#4

#5

#6

#7

#8

#9

Cytokine-Induced Killer Cells/

cytokine induced Kkiller cell*.mp. [mp=title, abstract, original title, name of
substance word, subject heading word, floating sub-heading word, keyword
heading word, organism supplementary concept word, protocol

(cytokine induced adj6 killer cell*).mp. [mp=title, abstract, original title, name
of substance word, subject heading word, floating sub-heading word, keyword
heading word, organism supplementary concept word, protocol
supplementary concept word, rare disease supplementary concept word,
unique identifier, synonyms]

2o0r3

1or4

exp Colorectal Neoplasms/

*colorectal cancer*/ or colorectal neoplasm*.mp. or colon cancer*.mp.
[mp=title, abstract, original title, name of substance word, subject heading
word, floating sub-heading word, keyword heading word, organism
supplementary concept word, protocol supplementary concept word, rare
disease supplementary concept word, unique identifier, synonyms]

6or7

5and 8
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Supplementary Figure 1. Risk of bias assessment summary
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A
CIK +/-DC Control Risk Ratio (Non-event) Risk Ratio (Mon-event)
Study or Subgroup  Events Total Events Total Weight M-H, Rand 95% CI M-H, Random, 95% CI
Cai 2010 ar 40 34 0 44% 0.60[0.15, 2.34] —
Cai 2013 40 40 3 32 1.2% 0.27 [0.01, 6.37]
Chao 2016 33 33 11 33 1.5% 0.02 [0.00, 0.38]
Chen 2014h 50 a0 14 50 1.5% 001[000,022) &
Fan 2013 ar 41 34 40 8.1% 0.65[0.20, 2.13] T
Fang 2016 25 26 23 26 2.2% 0.33[0.04, 3.00] L
Feng 2014 20 20 20 20 Mot estimable
Gao 2014 13 13 11 13 1.3% 0.20[0.01, 3.80] I E—
Jiang 2016 44 a0 32 48 T.0% 0.36[0.15, 0.84] —_—
Liz2012 20 20 149 20 1.2% 0.33[0.01,7.73]
Li 2015 G4 65 G2 65 21% 0.33[0.04, 3137 I R
Li 2022 62 Gh 64 T 3.4% 215[0.41,11.36] T
Liu 2014a 28 28 27 28 1.2% 0.33[0.01, 7.858]
Liu 2016a hal 29 14 28 8.1% 0.53[0.27, 1.06] I
Lw 2014 40 43 35 42 4.7% 042012, 1.81] e
FPan 20204 123 128 97 126 5.3% 0.10[0.03, 0.33] —_—
Pan 2020k 59 G0 61 62 1.5% 1.03[0.07,16.15]
Feng 2017 23 23 23 23 Mot estimahle
Rui 2012 40 45 ar 45 5.9% 0.63[0.22,1.76] .
Xie 2017 60 71 46 il 8.5% 0.44[0.23,0.82] I
Hu 2021 11 18 3 ki 5.6% 340[1.15,10.11] e
Yan 2014 a6 T2 23 42 9.0% 0.459[0.28, 0.85] -
Ying 2010 a1 a1 a1 a1 Mot estimable
Yue 2016 32 a5 21 85 10.1% 0.68 [0.47, 0.98]
Zhang 2011 kil 3z 28 kil 2.2% 0.32[0.04, 2.94] — 1
Zhao 2018 <] T3 G2 Th 8.7% 0.32[0.11,0.92] EE—
Zhu 2013 hal 21 T3 Th 1.3% 0.69[0.03,13.86] ]
Total (95% CI) 1211 1248 100.0% 0.47 [0.32, 0.67] L 2
Total events 1110 991
Heterogeneity: Tau®=0.31; Chi®= 46.86, df= 23 (P =0.002), F= 51% ID om 051 150 1DDD=
Testfor overall efiect 2= 4.08 (P < 0.0001) Favours CIKIDC-CIK Favours non-CIKIDC-CIK
B
CIK +/-DC Control Risk Ratio (Non-event) Risk Ratio (Mon-event)
Study or Subgroup  Events Total Events Total Weight M-H, Rand 95% Cl M-H, Random, 95% CI
Zhu 2013 hal 21 G4 Th 0.2% 0.15[0.01, 2.458] - 1
Pan 2020k 58 0 52 62 0.8% 0.21 [0.05, 0.90] E—
Fang 2016 23 26 17 26 1.2% 0.33[0.10,1.08]
Feng 2014 16 20 14 20 1.3% 0.67 [0.22, 2.01] I
Gao 2014 10 13 3 13 1.5% 0.30[0.11, 0.84]
Li 2016 24 30 20 a0 2.0% 0.60[0.25,1.44] -1
Ying 2010 45 a1 35 a1 21% 0.38 [0.16, 0.88] -
Cai 2010 il 40 24 40 32% 0.67 [0.34,1.30] T
Cai 2013 a0 40 18 32 3.3% 0.57[0.29,1.11] I
Li 2015 a2 65 41 65 4.1% 0.54 [0.30, 0.97] I
Li 2022 48 Gh 47 T 5.0% 0.81[0.48,1.34] T
Hu 2021 B 18 16 ki 6.0% 1.23[0.79,1.92] T
Zhao 2018 48 T3 ar Th T.2% 0.68 [0.46, 1.00] 7
Chao 2016 16 33 g 33 T.9% 0.61 [0.42, 0.87] -
Wang 2019 65 a7 181 280 9.4% 0.72[0.52, 0.98] -
Zhao 2016 a0 61 14 61 10.3% 0.66 [0.50, 0.87] -
FPan 20204 T8 126 42 126 11.2% 0.56[0.43, 0,73 -
Hie 2017 33 71 17 MO1.3% 0.70[0.55, 0.91] -
Rui 2012 13 45 9 45 12.0% 0.89[0.70,1.13] -
Total (95% CI) 956 1211 100.0% 0.67 [0.59, 0.77] +
Total events 647 627
Heterogeneity: Tau?= 0.02; Chi®= 26.63, df= 18 (P = 0.09); = 32% ID o 051 150 1DDD=
Testior overall ffect Z= 5.83 (P < 0.00001) Favours CIKIDC-CIK Favours non-CIKIDC-CIK
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C
CIK +/-DC Control Risk Ratio (Non-event) Risk Ratio (Non-event)
Study or Subgroup  Events Total Events Total Weight M-H, Rand 95% CI M-H, Random, 95% CI
Chao 2016 10 33 200 33 101% 1.77[1.10, 2.86] —
Gao 2014 10 13 2 13 4.2% 0.27[0.10,0.76]
Li 2015 43 65 29 65 11.4% 0.61[0.41,082] -
Liz022 44 BB 327 15% 0.61[0.41,0.91] -
Fan 2020a 63 126 33 126 15.0% 0.68 [0.55, 0.83] -
Fan 2020b 53 60 45 62 5.8% 0.43[0.19,0.95] I
Wang 2019 T2 97 142 280 123% 0.52[0.37, 0.75) -
Hie 2017 30 fl 14 71 146% 0.72[0.87,0.91] -
Hu 20 3 18 4 35 145% 0.94[0.74,1.19] -
Zhu 2013 21 el 57 Ta 0.7% 0.09[0.01,1.49] —
Total (95% CI) 570 831 100.0% 0.69 [0.54, 0.88] L2
Total events 349 ara
Heterogeneity: Tau?= 0.09; Chi*= 33.52, df= 9 (P = 0.0001); #=73% ) t t |
Testforgovergll effact Z= 3I.D4 P= D.DDEI) ( ’ 0.001 N 01 U 10 1000
Favours CIKIDC-CIK Favours non-CIKIDC-CIK

Supplementary Figure 2. CIK/DC-CIK therapy versus non-CIK/DC-CIK therapy for
(A) 1-year, (B) 3-year and (C) 5-year overall survival (OS) rates. Twenty-seven
studies involving 2,459 patients, nineteen studies involving 2,167 patients and ten
studies involving 1,401 patients contributed data to 1-, 3- and 5-year OS rate
analysis respectively. CIK, cytokine-induced killer cell; DC, dendritic cell.
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A
CIK +/-DC Control Risk Ratio (Non-event) Risk Ratio (Mon-event)
Study or Subgroup  Events Total Events Total Weight M-H, Rand 95% CI M-H, Random, 95% CI
Gao 2014 13 13 11 13 07% 0.20[0.01, 3.80]
Li 2015 a3 65 41 65 17.2% 0.50[0.27, 0.91] —
Li 2022 a5 Gh a4 To111% 0.99[0.47, 2.08] s
Pan 2020a 107 126 70 126 296% 0.34[0.21,0.54] —
FPan 20200 a9 G0 a3 62 1.5% 011 [0.02, 0.88]
Kie 2017 61 71 46 71 14.48% 0.40[0.21,0.77] -
Hu 2021 14 16 35 47 3.2% 045012, 1.96] — 1
Ying 2010 41 a1 28 a1 15.5% 0.43[0.23, 087 I
Zhu 2013 18 21 a2 Th 3.3% 0.31[0.08,1.21] E—
Zhu 2014 18 21 a2 Th 3.3% 0.31[0.08,1.21] ™
Total (95% CI) 510 656 100.0% 0.43[0.33, 0.55] L ]
Total events 441 447
Heterogeneity: Tau?= 0.00; Chi*=8.50, df=9 (P =0.48); P= 0% ) t t |
Testforgovergll effact Z= EI.GG P= D.DDIDD1) ( ) 0.001 T 0'1. U 10 . . 1000
Favours CIKIDC-CIK Favours non-CIKIDC-CIK
B
CIK +/-DC Control Risk Ratio (Non-event) Risk Ratio (Mon-event)
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gao 2014 9 13 2 13 2.3% 0.36 [0.16, 0.84]
Li 2015 28 65 18 65 12.4% 0.79[0.61,1.02] ]
Liz016 6 30 4 30 138% 0.92[0.74,1.16] -
Li 2022 43 Gh 35 T T % 0.65 [0.46, 1.03] -
FPan 20204 45 126 28 126 17.3% 0.80[0.69, 0.94] -+
Pan 20200 48 a0 32 62 46% 0.41[0.23,0.73] ——
Kie 2017 46 71 3 T 8.3% 0.63[0.43, 0.91] I
Hu 2021 g 16 13 47 5.3% 0.659[0.41,1.16] e
Ying 2010 22 a1 14 a1 11.1% 0.78 [0.58, 1.08] - T
Zhao 2016 12 61 g 61 17.2% 0.92 [0.79,1.08] —
Total (95% CI) 559 597 100.0% 0.76 [0.66, 0.87] L 2
Total events 267 182
Heterogeneity: Tau®= 0.02; Chi®=19.20, df= 9 {P = 0.02%; = 53% ID 05 052 é 20‘
Testfor overall efiect 2= 3.87 (P = 0.0001) Favours CIK/IDC-CIK  Favours non-CIKIDC-CIK
C
CIK +/-DC Control Risk Ratio (Non-event) Risk Ratio (Mon-event)
Study or Subgroup  Events Total Events Total Weight M-H, Rand 95% Cl M-H, Random, 95% CI
Gao 2014 9 13 1 13 4.5% 0.33[0.15, 0.76]
Liz015 20 65 12 65 19.7% 0.85(0.70,1.04] —
Li 2022 ar Gh 28 Tl 14.4% 0.73[0.52,1.01] |
FPan 20204 33 126 21 126 22.3% 0.89[0.78,1.01] -
Pan 20200 LE] &0 30 62 81% 0.39[0.22, 0.68] I
Kie 2017 41 71 24 71 14.9% 0.64 [0.46, 0.88] —_
Hu 2021 4 16 2 47 16.0% 0.78 [0.59, 1.08] —T
Total (95% CI) 417 455 100.0% 0.71[0.59, 0.87] <
Total events 192 118
Heterogeneity: Tau®=0.04; Chi®=18.59, df= 6 (P = 0.005); F= 63% 'D.DS sz é 20|

Testfar overall effect 2= 3.41 (P = 0.0007)

Favours CIKIDC-CIK

Favours non-CIKIDC-ClK

Supplementary Figure 3. CIK/DC-CIK therapy versus non-CIK/DC-CIK therapy for
(A) 1-year, (B) 3-year and (C) 5-year progression-free survival (PFS) rates. Ten
studies involving 1,166 patients, ten studies involving 1,156 patients and seven
studies involving 872 patients contributed data to 1-, 3- and 5-year PFS rate analysis
respectively. CIK, cytokine-induced killer cell; DC, dendritic cell.
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CIK +/-DC Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Rand 95% CI M-H, Rand 95% CI
Wang 2019 T3 a7 211 280 59.7% 1.00[0.87,1.14]
Zhao 2018 3 45 11 45 40.3% 0.27 [0.08, 0.91] —
Total (95% CI) 142 325 100.0% 0.59 [0.16, 2.25]
Total events 76 222
?et?;ogenemfl:lT?ru t:.ZU._TE;;DTh|P:_SD.D43li df=1 (P =002 F=80% Lo o 7 e o0
estfor overall effect 2= 0.77 (F = 0.44) Favours CIKIDC-CIK Favours non-CIKIDC-CIK

Supplementary Figure 4. CIK/DC-CIK therapy versus non-CIK/DC-CIK therapy on
any adverse events. Two studies involving 467 patients contributed data to any
adverse events analysis. CIK, cytokine-induced killer cell; DC, dendritic cell.

Li CMY, et al. J Immunother Cancer 2023; 11:€006764. doi: 10.1136/jitc-2023-006764



BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance

Supplemental material placed on this supplemental material which has been supplied by the author(s) J Immunother Cancer
A
CIK+-DC Control Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV,R: 95% Cl IV, R 95% C1
3.2.1 Stage 1-3
Liz201a -0.3857 01994 65 65 8.2% 0.69 [0.46,1.01]
Lv 2014 -0.2107 0,423 43 42 1.8% 0.81 [0.35, 1.87] .
Feng 2017 -1.1087 0523 23 23 1.2% 0.33[0.12,0.92]
Ying 2010 -0.478 02919 a1 a1 3.8% 0.62 [0.35,1.10] T
Subtotal (95% CI) 182 181  15.1%  0.64 [0.48, 0.85] &

Heterogeneity: Tau®=0.00; Chi®=2.01, df=3{(P=057); F=0%
Test for overall effect: 2= 3.02 (F=0.002)

Heterogeneity: Tau®=0.00; Chi®=11.79, df=11 {(P=0.38); F=7%
Test for overall effect: 2= 847 (F = 0.00001)

3.2.2 Stage 4
Li2016 05068 06892 a0 a0 0.7% 1.66 [0.43, 6.41] —
Lin 2016 -06162 01101 134 121 27.0% 0.54 [0.44, 0.67] -
Liu 2014b -1.7148 06535 ] ] 0.8% 0.18 [0.05, 0.65]
Fan 2020a -0.776S 01685 126 126 11.5% 0.46 [0.33, 0.64] -
Pu 2021 -0.7765 03319 49 49 3.0% 0.46 [0.24, 0.88] E—
Rui 2012 -0.5798 0.2398 45 45 5.7% 0.56 [0.35, 0.90] -
W 2018 -0.462 01949 62 7o g.6% 0.63[0.43, 092 I
¥u 2021 -0.0202 0.3186 18 34 3.2% 0.93 [0.52,1.83] T
Yin 2013 -0.4005 0.2263 40 40 6.4% 0.67 [0.43,1.04] —
Zhang 20158 -0.4943 0.2283 42 42 B.3% 0.61 [0.29, 0.95] —
Zhao 2016 -0.478 01987 E1 1 g.3% 0.62[0.42 092 —
Zhu 2014 -0.6349 03077 100 281 3.8% 0.53 [0.28, 0.97] —
Subtotal (95% CI) 716 879  84.9% 0.57 [0.50, 0.65] +

+

Total (95% CI) 898 1060 100.0% 0.58 [0.52, 0.65]
Heterageneity: Tau®= 0.00; Chi*=14.36, df= 15 (P = 0.50%; F= 0% =D 0 011 150 1DD=
Testfor overall effect: 2= 8.57 (P = 0.00001) Favours CIKIDC-GIK - Favours non-CIKIDG-CIK
Test for suboroup differences: Chi*= 051, df=1 (P =0.48), F=0%

B
CIK+-DC Control Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Rand 95% ClI IV, Rand 95% CI
3.4.1Stage 1-3
Gao 2014 -1.6084 05161 13 13 1.6% 0.20 [0.07, 0.55]
Liz01a -0.2485 01512 |33} 5 12.8% 0.78 [0.58,1.09] 7
¥u 20 -05788 0.2855 16 47 4.7% 0.56 [0.32, 0.98] I
Ying 2010 -0.3711 02413 51 51 B.3% 0.69[0.43,1.11] T
Subtotal (95% CI) 145 176 25.3% 0.60 [0.40, 0.88] 2

Heterogeneity: Tau®= 0.08; Chi®= 6.90, df= 3 (P = 0.08); F=57%
Testfor overall effect: Z= 259 (P=0.010)

3.4.2 Stage 4

Du 2013 -0.4308 0199 30 30 BE% 0.65 [0.44, 0.96] —
Li 2016 -0.5447 02577 30 30 5.6% 0.58 [0.25, 0.96] I
Lin 2016 -0.6931 01268 134 121 15.9% 0.50 [0.39, 0.64] -
Pan 2020a -0.5798 0.1468 126 126 13.3% 0.56 [0.42,0.75] -
Wu 2018 -0.5621 01936 62 To 8.9% 0.57 [0.39,0.83] —_
Yin 2013 -0.3857 0.2338 40 40 B.E% 0.68 [0.43,1.08] T
Zhang 2015 -06539 02477 42 42 B.0% 0.52 [0.32, 0.85] —_
Zhao 2016 -0.1863 01829 B1 B1 9.7% 0.83[0.58,1.19] T
Subtotal (95% CI) 525 520 T4.7% 0.59 [0.52, 0.67] +

Heterogeneity: Tau?=0.00; Chif=6.21, df=7 {(P=0.52); F=0%
Testfor overall effect: Z=8.22 (P = 0.00001)

Total (95% CI) 670 696 100.0% 0.61[0.54, 0.69] +
Heterogeneity: Tau®= 0.01; Chi®=14.18, df= 11 (P = 0.22); F= 22% ID P 011 WID mDI
Testfor overall effect: 2= 7.50 (F = 0.00001) Favours CIKIDC-CIK Favours non-ClIIDC-Cli
Test for subaroup differences: Chi®= 0.00. df=1 (FP=094) = 0%

Supplementary Figure 5. Subgroup analysis by disease stage for (A) overall
survival (OS) and (B) progression-free survival (PFS) between CIK/DC-CIK therapy
versus non-CIK/DC-CIK therapy. Sixteen studies involving 1,958 patients and twelve
studies involving 1,366 patients contributed data to OS and PFS analysis
respectively. CIK, cytokine-induced killer cell; DC, dendritic cell.
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