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HHE. RILWT DA 3 H TEES 2mm KOFEE SR S5, HCA-L B OLABAI% 1 7 H B CTEEER L 720 |
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TG p AP Y
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(DeNovo software) T{T o 7=,
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A) Pimonidazole and CD31 staining of the HCA-1 tumor treated with Control IgG, 20mg/kg of DC101 and 40mg/kg of DC101.
40mg/kg of DC101 showed scant vasculature and broad hypoxic area. B) Pimonidazole staining of HCA-1 tumor treated with
Control IgG, 10mg/kg of DC101 and 40mg/kg DC101. 10mg/kg of DC101 treatment did not induce so much hypoxia compared
with 40mg/kg. C) flowcytometric analysis of the tumor. CD8+ T cell infiltration was significantly decreased by 40mg/kg of

DC101 treatment.
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One way ANOVA: P=0.02

A) Summary of the study design of single agent treatment experiment. B) Estimated tumor volume by ultrasonography on
treatment day 22. C) Kaplan-Meier analysis of the study. There is no difference among the treatment.
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A) Summary of the study design of combination treatment experiment. B) Estimated tumor volume by ultrasonography on
treatment day 22. C) Individual estimated tumor growth curves. D) Kaplan-Meier analysis of the study. Both combination
therapy with anti-PD-1 antibody and DC101 significantly elongated the time to endpoint.
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Figure 5

Intravital imaging of the tumor. CD8+ cells were labeled with Alexa fluor 488 antibody and blood flow were stained by
Rhodamine red. CD8+ T cells were detached from vascular walls and infiltrated into tumor in anti-PD-1+DC101 treatment
group while anti-PD-1 treatment alone group did not.
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Bevacizumab M FR THEDOILD L 91272 > T 10 FELL ENTTICRIE L T\ 5, FLlLEFAREII SO
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5, [FERROBLIGIE, Baibivbiuay s L7z sorafenib 2 W2 IEE CHMER I LT 5, [7] Sorafenib Hifl
L < 1% Sorafenib + CXCR4 BHZEAI(AMD3100) D O AT, e | TAKIE R fEik 2 A < B S 1, PUiEE e
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TWBHDT, F2ETNEHOTHEREZEBEICT2LERND D,

[/ E]

PL VEGFR2 HLi&/Ht PD-1 HUARDE BRI IAT M DR & LTI CE 5, £DOA D= A NIWETE AR
BRZVIN, A F =Ty 2 EOY A MIAVRIANREELD% H 1, MIREEMED o REREEN B F
HIENEE L TWAENRBINT, Sl A D= X AOMBANNETH S,




Reference

[1] American Cancer Society website. http://www.cancer.org/cancer/livercancer/detailedguide/liver-cancer-what-is-key-
statistics

[2] Llovet JM, Ricci S, Mazzaferro V, Hilgard P, Gane E, Blanc JF, de Oliveira AC, Santoro A, Raoul JL, Forner A, Schwartz M,
Porta C, Zeuzem S, Bolondi L, Greten TF, Galle PR, Seitz JF, Borbath |, Haussinger D, Giannaris T, Shan M, Moscovici M,
Voliotis D, Bruix J; SHARP Investigators Study Group. Sorafenib in advanced hepatocellular carcinoma. N Engl J Med.
2008; 359(4):378-90.

[3] Huang Y, Goel S, Duda DG, Fukumura D, Jain RK. Vascular normalization as an emerging strategy to enhance cancer
immunotherapy. Cancer Res. 2013;73(10):2943-8.

[4] Huang Y, Yuan J, Righi E, Kamoun WS, Ancukiewicz M, Nezivar J, Santosuosso M, Martin JD, Martin MR, Vianello F,
Leblanc P, Munn LL, Huang P, Duda DG, Fukumura D, Jain RK, Poznansky MC. Vascular normalizing doses of
antiangiogenic treatment reprogram the immunosuppressive tumor microenvironment and enhance immunotherapy.
Proc Natl Acad Sci U S A. 2012;109(43):17561-6.

[5] Schreiber RD1, Old LJ, Smyth MJ. Cancer immunoediting: integrating immunity's roles in cancer suppression and
promotion. Science. 2011;331(6024):1565-70.

[6] Hato T, Goyal L, Greten TF, Duda DG, Zhu AX. Immune checkpoint blockade in hepatocellular carcinoma: current
progress and future directions. Hepatology. 2014;60(5):1776-82.

[7] Chen Y, Ramjiawan RR, Reiberger T, Ng MR, Hato T, Huang Y, Ochiai H, Kitahara S, Unan EC, Reddy TP, Fan C, Huang P,
Bardeesy N, Zhu AX, Jain RK, Duda DG. CXCR4 inhibition in tumor microenvironment facilitates anti-programmed death
receptor-1 immunotherapy in sorafenib-treated hepatocellular carcinoma in mice. Hepatology. 2014
doi:10.1002/hep.27665. [Epub ahead of print]

[8] Zhou D, Conrad C, Xia F, Park JS, Payer B, Yin Y, Lauwers GY, Thasler W, Lee JT, Avruch J, Bardeesy N. Mst1 and Mst2
maintain hepatocyte quiescence and suppress hepatocellular carcinoma development through inactivation of the Yap1l
oncogene. Cancer Cell. 2009;16(5):425-38.

[9] Jain RK. Antiangiogenesis strategies revisited: from starving tumors to alleviating hypoxia. Cancer Cell.
2014;26(5):605-22.

[10] Voron T, Colussi O, Marcheteau E, Pernot S, Nizard M, Pointet AL, Latreche S, Bergaya S, Benhamouda N, Tanchot C,
Stockmann C, Combe P, Berger A, Zinzindohoue F, Yagita H, Tartour E, Taieb J, Terme M. VEGF-A modulates expression
of inhibitory checkpoints on CD8+ T cells in tumors. J Exp Med. 2015;212(2):139-48.


http://www.cancer.org/cancer/livercancer/detailedguide/liver-cancer-what-is-key-statistics
http://www.cancer.org/cancer/livercancer/detailedguide/liver-cancer-what-is-key-statistics

	羽藤 泰 H25報告書表紙
	25-8 羽藤 泰

