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Meta-analysis of the association between different types of MDSCs and OS in patients with

L]
-
- solid tumors. emmeow e
PMN-MDSCs '
Mundy et al..2011 e | 083 (0SS, 1.27) 477
Asihara et al. 2013 - - 3.04 (1.02. 9.09) 114
Wang et al..2013 T : 1.0S (1.01, 1.09) 10.47
Chi et al..2C14 - 321 (1.02. 10.07) 1.05
Vetsika et al 2014 — 1.07 (0.S6. 2.08) 265
de Goeje et al 2015 —f-— 209 (1.14. 382) 290
Horinaka et al.. 2C16 - 1.34 (0.12. 14.34) ozs
de Ccafa et al.. 2017 —+ 1.74 (0.79.3.81) 200
Gonda et al.. 2017 . <= 4.41 (1.0S, 18.48) oss
Mizuno et al.. 2017 1.06 (1.03. 1.09) 1052
Shoji et al.. 2017 —_— 289 (1.23. 6.80) 1.7¢
Zhang. J et al.. 2017 T - - 3.74 (1.04. 13.37) oss
Subtotal (I-squared = 60.4%, p = C.003) o ' 1.11 (101, 1.27) 39.13
- ]
M-MDSCs '
Mundy et al.. 2011 ——— 0.77 (049, 1.21) 437
Walter et al. 2012 T 263 (1.01.679) 1.45
Weice et al. 2013 e 203 (1.27.329) <19
Santegoets et al. 2014 T - 426 (1.37. 13.25) 1.06
Vetsika et al..2C14 (M-MDSCs subtypel) —— 235 (125 4.41) 282
Vetsika et al..2014 (M-MDSCs subtype2) = 1.70 (0.52. 5.53) ose
Sailur et al..2015 (M-MDSCs subtype1) 1.09 (0.16. 7.42) o.<0
Sailur et al.. 2015 (M-MDSCs subtype2) = 1.22 (0.10. 15.04) 02s
Chevolet et al.. 2015 A - 477 (1.42, 16.04) [-X-24
ce Goeje et al 2015 —_— 269 (1.57,. 4.60) 3s2
Hansen et al..2015 —_t—t 231 (083.642) 128
Huang et al..2015 e e 281 (1.01,7.79) 128
Tian et al..201S —_—— 284 (120, 581) 198
Gaoc et al.. 2016 —— 261(1.01.6.74) 126
Horinaka et al.. 2016 n = 6.32 (1.01. 45.05) o.41
Martens et al., 2016 (Low vs High) s e 555 (349, 882) 42a
Martens et al., 2016 (Low vs Miccle) el 333 (212.523) <38
Martens et al.. 2016 (Middle vs High) _— 1.89 (1.11.322) 3s6
Mizukoshi et 21..2016 -l—'-_ 429 (1.61, 11.49) 1.38
Wang et al.. 2018 — 226 (1.03.452) 202
Weber et al.. 2016 N T SE— 248 (1.03.587) 1689
ce Ccafa et al.. 2017 ——— 0.67 (031, 1.42) 2n
Subtotal (i-squarec = 63.1%. p = 0.000) = 235 (1.79. 3.10) 4575
- )
Total-MDSCs ]
Gabitass et al. 2011 - 122 (1.06, 1.41) e2s
Solito et al.,2011 (Breast cancer) r = 332 (1.01. 14.68) o.7e
Solito et al..2011 (Colorectal cancer) * = 3.18 (1.01. 11.53) os2
Chevclet et al..2015 - 4.98 (1.50. 16.67) oss
Sace-Feldman et al.. 2016 L 282 (1.16. 6.85) 163
Yang et al., 2017 —— 3.58 (1.45.8.86) 158
Subtotal (l-squared = 70.7%. p = 0.004) -l<>- 263(1.41.492) 1513
Cverall (I-squared = 81.1%. p = 0.CCO) ? 1.78 (1.57.2.02) 100.00
NOTE: Weights are from random effects analysis ]
1 1 LA
s 1 2 3 458

Wanag et al. Oncoimmunoloqgy, 2018, e1494113



Meta-analysis of the association between different types of MDSCs and DFS/PFS/RFS in

Stucy patients with solid tumors %
1D HR (95% CI) Weight
M-MDSCs

]
Feng et al., 2012 (M-MDSCs subtype1) - 5.48 (1.02, 29.38) 1.41
Feng et al.,.2012 (M-MDSCs subtype2) : 466 (1.18, 18.35) 2.11
Huang et al., 2013 _ 4.16 (2.25,7.71) 10.47
Jordan et al., 2013 2.62 (0.60, 11.41) 1.83
Vetsika et al.,2014 (M-MDSCs subtype1) _— 2.41(1.37,4.24) 12.41
Vetsika et al., 2014 (M-MDSCs subtype?) po————— 1.08 (0.46,2.53) 5.45
Jiang et al.,2014 - 5.68 (1.01, 31.78) 1.34
Limagne et al., 2016 1.83 (1.01,21.62) 1.69
Tada et al., 2016 - 3.40 (1.40,8.30) 5.01
Iwata et al., 2016 2.81(1.14,693) 488
Wu et al., 2017 - 3.52 (1.01, 19.76) 1.80
Subtotal (I-squared = 0.0%, p = 0.532) <I(> 2.84(2.13,3.78) 48.38

1
PMN-MDSCs '
Arihara et al.,2013 b | 1.12(0.60,2.06) 10.50
Jordan et al., 2013 1.33 (0.10, 16.90) 0.60
Vetsika et al.,2014 - 3.66 (0.75, 17.84) 1.58
Chevolet et al.,2015 P ——— 1.30 (0.60, 2.90) 6.40
Limagne et al., 2016 —-:— 2.12(1.34,3.37) 18.67
Tada et al., 2016 - 3.85 (1.01, 15.50) 2.13
Shoji et al., 2017 4 4.60 (1.79, 11.80) 4.47
Subtotal (I-squared = 34.5%, p = 0.165) <>l 1.82(1.42,2.59) 44.35
Total-MDSCs -
Li et al.,2015 : 3.81(1.01,17.64) 1.94
Yuan et al.,2015 (DFS) - 2.83(1.01,9.22) 3.25
Yuan et al.,.2015 (RFS) A 4.01(1.01, 15.83) 2.09
Subtotal (I-squared = 0.0%, p = 0.912) e 339(1.62,7.09) 7.28

'
Heterogeneity between groups: p = 0.116 :
Overall (I-squared = 11.7%, p = 0.307) <> 2.41(1.98,2.95) 100.00

:
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Spontaneous migration of bone marrow neutrophils from GEM
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Migration of bone marrow neutrophils depends on tumor stage
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Inflammation is a feature of BM neutrophils from advanced stage tumors

4 7 Pathways week 3 vs. week 1
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PMN-MDSC like cells promote metastasis better than PMN-MDSC
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Early stage tumor, minimal inflammation
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Lessons and Take Home Messages

MDSC are pathologically activated neutrophils and monocytes with
preferential, but not exclusive feature of immature cells;

MDSC are associated with poor clinical outcome in cancer;

MDSC accumulate in advanced stage of cancer and are characterized
strong immune suppressive activity;

MDSC is extreme state of pathological activation of neutrophils. There
are early stages of this process that are not associated with suppression
but with increased metabolism and cell motility;

At that stage neutrophils (provisionally termed MDSC like cells) actively
migrate to uninvolved tissues and promote metastases.
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