
J.-F. MIRJOLET1, P. MIELLE1, X. TIZON1, A. BOUIN1, R. BOIDOT2, M. HILLAIRET de BOISFERON1, F. BICHAT1

1Oncodesign, Dijon (France), 2 Center Georges François Leclerc, Dijon (France)

Evaluation of immuno-oncology related treatments 
using highly characterized syngeneic mouse tumor models 

Immune-checkpoints: efficacy but still a lot of challenges

In-vivo efficacy

Conclusions and perspectives
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Tumor infiltrates characterizations by flow cytometry

For more information: contact@oncodesign.com
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Monoclonal antibodies (mAbs) targeting co-inhibitory molecules such as PD-1, PD-L1 and 
CTLA-4 are now approved for treatment of melanoma, non-small cell lung carcinoma, renal 
cell carcinoma, Hodgkin's lymphoma and urothelial carcinoma. 

A lot of compounds targeting new co-inhibitory or co-stimulatory molecules as well as 
combination strategies with anti-PD-1, anti-PD-L1 or anti-CTLA-4 targeting mAbs are under 
evaluation.

World Preclinical Congress (WPC) Annual Meeting / Lisbon, Portugal. November 14-16, 2016

Immune infiltrates

 The genomic mutations were analyzed using whole exome 
sequencing,

 Responder have highest number of mutations in comparison 
to non responder cell lines.

T/C (%) < 80 is used as cut-off 
criteria for responder and non-
responder populations (SC models)
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CTLA-4 mAb

TV curve efficacy / CT-26 colon carcinoma model

Combined Immune checkpoint inhibitors

Mice were SC injected with CT-26 murine colon 
tumor cells on D0. Mice were randomized based 
on tumor volume on D9 and treated IP with mAb
against CTLA-4 (clone 9H10) at 5 mg/kg/inj, PD-1 
(clone RMP1-14) at 10 mg/kg/inj (TWx2) or 
combination of both. Mice were terminated on 
D20 and tumor analyzed by flow cytometry for 
T-cells content

Hepa1-6 hepatocarcinoma model

Whole exome sequencing

T/C < 42%
42% < T/C < 80 %
T/C > 80%

Summary table of major Immune Checkpoint Inhibitor (ICI) efficacy in syngeneic models

The use of a panel of well characterized syngeneic models is an effective approach 
for immuno-oncology research and drug development,

Flow cytometry, NGS and IHC technologies are available for drug efficacy monitoring 
and biomarker identifications,

 In addition of this immune profile, other information such as sensitivity to 
chemotherapy, radiotherapy are also available,

Moreover, a lot of ex-vivo / in-vitro assays such as ADCC, ADCP, MLR, CTL or ELISPOT 
are available or under development.

Circulating AFP level on D19 
in mice bearing OT Hepa1-6 
tumors. AFP was quantified 
by ELISA. Mice were IS 
injected with Hepa1-6 tumor 
cells on D0. Mice were 
randomized based on body 
weight on D5 and treated.

Efficacy data

Log AFP (ng/ml) Axial MRI of the liver

A20

EMT-6

CT-26

MBT-2

Renca

B16-F10

4T1
LLC

626

302

0

500

1000

1500

to
ta

l m
ut

at
io

n 
nu

m
be

r

Responder

Non-responder

0

500

1 000

1 500

2 000

2 500

0 10 20 30 40 50

Tu
m

or
 v

ol
um

e 
(m

m
3 )

Time (Days)

Control

0

500

1 000

1 500

2 000

2 500

0 10 20 30 40 50

Tu
m

or
 v

ol
um

e 
(m

m
3 )

Time (Days)

PD-1 mAb

Anti PD-1 treatment did not 
modify CD8 and FoxP3 
intratumoral immune cells
distribution

Representative images of 
the immune histochemical 
staining of tumor tissue 
(EMT6)
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 How to choose the best target, 
the best compound?

 Antibody format:
 IgG1, IgG2, IgG4,…
 Humanized, fully human,… 

 Prognostic biomarker (genetic basis 
only?):
 Mutation loads (which cut off?),
 MMR-D,
 PD-L1,…

 Early biomarker of response
 Imaging ?

 Right way to analyse efficacy:
 RECIST, irRC, irRECIST

 Durable response in absence of 
treatment (duration of treatment?)

T cells
TCR

APCs

MHC class II

Co-inhibitory

receptors

PD-1

?

TIM3

CTLA-4

A2aR

?

CD200R

BTLA

PD-L1

PD-L2

B7-H3

B7-H4

Gal9

Ade

CD200

(HVEM) TNFSF14

(CD80) B7-1
(CD86) B7-2

Co-stimulatory

receptors

CD28

ICOS

CD137

OX40

CD27

B7RP1

CD137L

OX40L

CD70

(CD80) B7-1
(CD86) B7-2

Model CTLA-4 PD-1 PD-L1 OX40

Name Site Type Strain n T/C 
(median) n T/C 

(median) n T/C 
(median) n T/C 

(median)
4T1 OT Breast BALB/c 8 81 13 102 3 104 1 121

A20 SC BCL BALB/c 1 25 2 34 0 NA 0 NA

B16-F10 SC Melanoma C57Bl/6 3 100 5 80 2 121 0 NA

C38 SC Colon C57Bl/6 3 0 2 18 0 NA 0 NA

CT-26 SC Colon BALB/c 8 22 16 72 8 69 1 112

EMT6 SC Breast BALB/c 11 3 16 59 2 77 0 NA

EMT6 OT Breast BALB/c 0 NA 1 68 0 NA 0 NA

HEPA1-6 OT Liver C57Bl/6 2 27 0 NA 0 NA 0 NA

LLC SC Lung C57Bl/6 2 121 2 97 1 88 1 108

MBT2* OT Bladder C3H 1 260 ** 3 148 ** 0 NA 0 NA

MBT2 SC Bladder C3H 1 83 3 73 2 66 1 65

RenCa* OT Kidney BALB/c 1 100 1 100 0 NA 0 NA

RenCa SC Kidney BALB/c 0 NA 1 61 0 NA 1 65

PAN02 SC Pancreas C57Bl/6 1 5 0 NA 0 NA 0 NA

Model 4-1BB GITR

Name Site Type Strain n T/C 
(median) n T/C 

(median)
4T1 OT Breast BALB/c 1 65 0 NA
CT-26 SC Colon BALB/c 0 NA 3 17
HEPA1-6 OT Liver C57Bl/6 1 22 0 NA

*  for all models except
** survival

Cytokine release / 4T1 breast carcinoma model

Luminex values (in pg/mL) were first normalized, by cytokine/chemokine, with respect 
to the untreated group (value-mean untreated)/mean untreated. A z-score was then
calculated from the normalized values, within each column of the heatmap.

Are syngeneic mouse models
relevant?

vehicle treated

Cytokine heatmap

Boxplot representation of immune cell populations in tumors of untreated mice assessed by 
flow cytometry. Each tumor model represents the average of 1 to 5 independent experiments, 
with n=4 to 10 animals per experiment
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PD-1 + CTLA-4 mAb
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Tumour volume (FACS)

		D0		11/3/15																																																		PRT 150211

		Randomization		11/12/15																																																		Phenotypage D20 CT26

																																		Death Day		Survival value																		11/23/15

				Animal		11/6/15		11/9/15		11/12/15		11/16/15		11/20/15		11/23/15		11/26/15		11/30/15		12/3/15		12/8/15		12/11/15		12/15/15		12/18/15		12/22/15

						3		6		9		13		17		20		23		27		30		35		38		42		45		49

																																						TV at D20		Mice		Teff/Treg												N°		Sample		Group		Mice				cd45+		cd3+		cd4+		cd8+		cd4+foxp3+		Mice		CD3 (%CD45)		CD4 (%CD3)		CD8 (%CD3)		FoxP3 (%CD3)		Teff/Treg

		G1 Vehicle IP TWx2		95887		13.50		55.17		95.33		291.83		707.12		1403.96		2286.64																23		1																		1		CT26 
tumor		G1 Vehicle IP TWx2		95590		Specimen_001_Tube_001.fcs		184		7		5		0		5

				95949		13.50		44.37		136.41		435.44		1479.27		2685.20																		20		0		2685.20		95949		0.94												2						95590		Specimen_001_Tube_002.fcs		1		0		0		0		0

				95568		6.00		35.10		50.25		151.42		557.71		1291.13		2490.63																23		1																		3						95590		Specimen_001_Tube_003.fcs		3		0		0		0		0

				95889		9.07		30.72		88.13		229.17		643.11		1261.23		1763.49																23		1																		4						95590		Specimen_001_Tube_004.fcs		37		0		0		0		0

				95590		13.50		31.53		68.07		157.60		575.89		1308.73																		20		0		1308.73		95590		1.08												5						95590		Specimen_001_Tube_005.fcs		0		0		0		0		0

				95728		14.29		48.82		100.46		292.86		1007.05		1618.41																		20		1																		6						95590		Specimen_001_Tube_006.fcs		1		0		0		0		0

				95799		6.00		22.49		78.13		252.06		928.93		1154.68																		20		0		1154.68		95799		0.58												7						95590		Specimen_001_Tube_007.fcs		1408		8		7		0		0

				96048		4.00		8.00		58.19		215.30		1030.22		2279.27																		20		1																		8						95590		Specimen_001_Tube_008.fcs		1461		274		234		0		22

				95942		6.00		49.70		88.77		318.38		781.71		1489.56		2135.46																23		1																		9						95590		Specimen_001_Tube_009.fcs		1121		218		156		49		6

				95729		4.00		18.31		79.19		198.58		402.74		1024.96																		20		0		1024.96		95729		1.32												10						95590		Specimen_001_Tube_010.fcs		3656		694		485		171		159		95590		18.98		69.88		24.64		22.91		1.08		1				CD3 (%CD45)		CD4 (%CD3)		CD8 (%CD3)		FoxP3 (%CD3)		Teff/Treg

				95829		8.00		31.35		58.41		100.50		365.71		848.26		1413.96		2735.70														27		1																		11						95729		Specimen_001_Tube_011.fcs		4063		1105		726		306		232		95729		27.20		65.70		27.69		21.00		1.32		1		med		23.09		71.77		21.29		21.95		1.0

				95643		4.00		45.01		67.87		349.73		1192.97		2356.26																		20		1																		12						95799		Specimen_001_Tube_012.fcs		3585		429		316		77		133		95799		11.97		73.66		17.95		31.00		0.58		1		moy		21.40		71.24		21.86		23.28		1.0

				Mean		8.49		35.05		80.77		249.41		806.04		1560.14		2018.04		2735.70																																		13						95949		Specimen_001_Tube_013.fcs		3739		1026		777		176		187		95949		27.44		75.73		17.15		18.23		0.94		1		et		7.41		4.42		5.14		5.49		0.3

				Std. Dev.		4.14		14.17		23.53		94.14		332.60		574.61		429.82																																				14				G2 CA4P 100mg/kg IP TWx2		95698

				median						78.66		240.62		744.42		1356.35		2135.46																																				15						95698

																																																						16						95702

																																																						17						95833

																																																						18						95867

		G2 CA4P 100mg/kg IP TWx2		95731		17.02		49.53		91.44		388.24		745.24		1337.43		1864.39																23		1																		19				G3 Anti-PD-1 10mg/kg IP TWx2		95685		Specimen_001_Tube_019.fcs		2923		651		301		291		9

				95766		18.00		58.52		77.97		175.51		662.02		1178.62		1947.22																23		1																		20						95685		Specimen_001_Tube_020.fcs		3707		802		377		324		152		95685		21.63		47.01		40.40		18.95		2.13		2				CD3 (%CD45)		CD4 (%CD3)		CD8 (%CD3)		FoxP3 (%CD3)		Teff/Treg

				95655		6.00		25.26		60.18		220.54		449.04		994.83		1567.94																23		1																		21						95826		Specimen_001_Tube_021.fcs		4329		1022		663		265		229		95826		23.61		64.87		25.93		22.41		1.16		2		med		19.33		64.99		25.75		20.68		1.1

				95702		18.27		30.52		67.75		261.00		674.68		1147.10																		20		0																		22						95976		Specimen_001_Tube_022.fcs		3399		579		377		148		153		95976		17.03		65.11		25.56		26.42		0.97		2		moy		18.87		63.04		25.71		21.50		1.2

				95698		4.00		29.45		50.43		263.58		543.33		1490.64																		20		0																		23						96011		Specimen_001_Tube_023.fcs		3329		439		330		48		80		96011		13.19		75.17		10.93		18.22		0.60		2		et		4.68		11.72		12.03		3.76		0.7

				95936		4.00		38.38		80.63		268.58		755.15		1174.82		2174.68																23		1																		24				G4 Anti-CTLA-4 5mg/kg IP TWx2		95695		Specimen_001_Tube_024.fcs		536		134		104		20		3																T/C		83.74		90.55		120.90		94.20		105.35

				95974		4.00		63.28		135.07		482.89		669.55		1205.53		1978.93																23		1																		25						95695		Specimen_001_Tube_025.fcs		1787		417		331		52		68		95695		23.34		79.38		12.47		16.31		0.76		3				CD3 (%CD45)		CD4 (%CD3)		CD8 (%CD3)		FoxP3 (%CD3)		Teff/Treg

				95839		13.50		29.95		87.67		174.54		442.87		1196.49		1328.28		1681.91														27		1																		26						95717		Specimen_001_Tube_026.fcs		3420		581		220		289		49		95717		16.99		37.87		49.74		8.43		5.90		3		med		18.03		51.50		40.05		14.40		2.8

				95924		18.00		47.87		57.36		144.68		255.46		365.90		656.14		987.26		1625.63												30		1																		27						95901		Specimen_001_Tube_027.fcs		5398		960		417		474		120		95901		17.78		43.44		49.38		12.50		3.95		3		moy		19.10		55.06		35.58		13.92		3.1

				95833		4.00		39.47		68.66		123.80		287.19		578.78																		20		0																		28						96031		Specimen_001_Tube_028.fcs		4952		905		539		278		167		96031		18.28		59.56		30.72		18.45		1.66		3		et		2.88		18.64		17.78		4.41		2.3

				95781		4.00		34.71		95.69		288.87		544.25		934.61		2022.13																23		1																		29				G5 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg TWx2		95639																												T/C		78.09		71.75		188.06		65.61		278.42

				95867		13.50		45.49		98.93		324.33		840.73		1865.85																		20		0																		30						95639

				Mean		10.36		41.04		80.98		259.71		572.46		1122.55		1692.46		1334.59		1625.63																																31						95711

				Std. Dev.		6.50		12.08		23.12		104.02		185.53		389.97		498.55		491.19																																		32						95727

				median						79.30		262.29		603.14		1176.72		1905.81																																				33						95893

										100.81		109.01		81.02		86.76																																						34				G6 CA4P 100mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		47725

																																																						35						47725

																																																						36						95732

		G3 Anti-PD-1 10mg/kg IP TWx2		96011		18.00		24.18		81.09		320.25		1292.74		2317.74																		20		0		2317.74		96011		0.60												37						95780

				95976		18.00		44.65		92.11		279.17		581.88		1093.96																		20		0		1093.96		95976		0.97												38						95892

				95824		6.00		45.75		66.92		251.47		775.10		1762.93																		20		1																		39				G7 Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		47648		Specimen_001_Tube_039.fcs		1074		155		118		16		2

				95738		6.00		36.22		57.25		170.00		483.91		1098.87		1715.33																23		1																		40						47648		Specimen_001_Tube_040.fcs		1251		195		140		30		31		47648		15.59		71.79		15.38		15.90		0.97		4				CD3 (%CD45)		CD4 (%CD3)		CD8 (%CD3)		FoxP3 (%CD3)		Teff/Treg

				95792		18.00		36.79		51.94		154.95		320.23		625.66		934.89		1887.47														27		1																		41						95597		Specimen_001_Tube_041.fcs		3300		1376		261		1018		33		95597		41.70		18.97		73.98		2.40		30.85		4		med		29.34		27.84		61.01		6.06		12.0

				95621		13.50		30.97		77.02		213.51		572.79		1234.16		1917.97																23		1																		42						95654		Specimen_001_Tube_042.fcs		1077		183		63		97		15		95654		16.99		34.43		53.01		8.20		6.47		4		moy		30.31		36.61		52.85		7.60		14.0

				95563		18.00		50.42		97.36		307.12		886.83		1748.55																		20		1																		43						95697		Specimen_001_Tube_043.fcs		3478		1633		347		1127		64		95697		46.95		21.25		69.01		3.92		17.61		4		et		16.34		24.43		26.53		6.05		13.2

				95826		6.00		37.60		60.45		153.03		304.32		691.27																		20		0		691.27		95826		1.16												44				G8 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		95603																												T/C		127.09		38.79		286.51		27.59		1193.86

				96016		6.00		54.49		123.44		272.48		569.78		1055.70		1710.75																23		1																		45						95603

				95851		13.50		27.64		70.84		184.69		648.13		1414.54		2373.11																23		1																		46						95619

				95749		6.00		50.41		102.39		223.28		414.03		304.26		320.53		463.58		575.62		984.75		1473.62		2171.43						42		1																		47						95636

				95685		6.00		53.01		86.69		262.10		542.13		810.58																		20		0		810.58		95685		2.13												48						95852

				Mean		11.25		41.01		80.63		232.67		615.99		1179.85		1495.43		1175.53		575.62		984.75		1473.62		2171.43

				Std. Dev.		5.70		10.24		20.95		58.19		271.55		563.63		740.02		1006.84

				median						79.06		237.38		571.29		1096.42		1713.04

										100.50		98.65		76.74		80.84

		G4 Anti-CTLA-4 5mg/kg IP TWx2		95993		13.50		46.68		123.70		386.69		820.51		768.54		1155.62		1532.30														27		1

				95695		4.00		39.53		93.49		420.29		1263.74		2496.79																		20		0		2496.79		95695		0.76

				95776		18.00		26.60		70.94		132.99		179.32		294.13		299.66		214.04		338.42		757.50		1391.19		1789.92						42		1

				95836		18.00		56.79		61.76		120.00		155.71		208.35		302.14		603.13		1241.46		2071.41										35		1

				95720		6.00		55.79		85.96		218.76		311.50		466.64		508.19		444.45		415.54		952.98		1680.86								38		1

				95818		18.00		36.84		57.05		224.67		407.64		566.45		696.02		1289.88		1602.02												30		1

				95688		4.00		67.12		97.75		518.06		1878.47																				17		1

				96013		18.00		38.02		51.98		108.91		143.19		134.94		127.70		33.15		13.50		6.00		0.00		0.00		0.00		0.00		49		0

				95969		18.00		26.52		81.13		249.43		696.20		708.19		1061.23		1140.68		2019.88												30		1

				96031		13.50		48.09		75.30		116.57		139.17		170.95																		20		0		170.95		96031		1.66

				95901		0.00		36.82		65.31		108.69		210.20		252.41																		20		0		252.41		95901		3.95

				95717		4.00		36.20		107.24		371.80		721.00		1110.08																		20		0		1110.08		95717		5.90

				Mean		11.25		42.92		80.97		248.07		577.22		652.50		592.94		751.09		938.47		946.97		1024.02		894.96		0.00		0.00

				Std. Dev.		7.07		12.34		21.61		142.77		540.11		682.26		395.97		573.32		798.83		853.57		898.57		1265.66

				median						78.22		221.72		359.57		466.64		508.19		603.13

										99.43		92.15		48.30		34.40				0.00

		G5 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg TWx2		95727		13.50		45.44		97.27		201.47		544.64		1528.94																		20		0

				95699		4.00		23.54		56.27		287.00		690.71		1479.60		2180.90																23		1

				95706		4.00		48.20		85.81		434.60		616.67		1295.25		2365.99																23		1

				95690		18.00		75.96		107.56		103.70		260.90		491.83		943.80		2006.41														27		1

				96038		4.00		22.41		52.65		141.32		457.28		675.81		1410.95		2022.76														27		1

				95559		18.00		31.45		74.95		266.05		564.27		651.00		1020.99		2057.94														27		1

				95639		18.00		41.47		118.11		327.12		457.12		1544.60																		20		0

				95711		4.00		49.36		71.02		77.77		110.24		131.03																		20		0

				95913		13.50		28.92		64.92		206.09		344.23		688.46		1309.29		2641.50														27		1

				95893		13.50		36.46		93.95		363.62		725.42		1216.25																		20		0

				95945		18.00		21.78		62.29		179.33		393.72		590.13		952.95		1917.68														27		1

				95755		4.00		35.10		82.17		195.27		507.71		1369.98		2031.98																23		1

				Mean		11.04		38.34		80.58		231.95		472.74		971.91		1527.11		2129.26

				Std. Dev.		6.46		15.35		20.67		106.94		177.45		483.64		582.24		290.98

				median						78.56		203.78		482.50		952.36		1360.12		2022.76

										99.87		84.69		64.82		70.21				0.00

		G6 CA4P 100mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		47725		4.00		30.83		108.74		461.93		866.64		925.35																		20		0

				95751		4.00		18.00		64.34		206.30		281.64		305.72		326.79		325.42		428.72		958.31		1614.37								38		1

				95694		18.00		57.21		117.29		252.56		257.28		229.72		192.49		140.56		114.69		47.29		45.91		23.51		30.55		36.68		49		0

				96041		6.00		37.72		82.21		485.72		832.30		1188.78		1463.37		2071.56														27		1

				95732		4.00		35.62		71.55		220.96		306.82		295.90																		20		0

				96002		6.00		40.22		74.59		131.97		239.67		235.42		196.65		89.34		70.57		121.74		282.79		312.57		647.07		1186.68		49		0

				96020		18.00		30.82		94.33		352.43		357.61		265.60		121.86		38.55		36.99		22.87		19.84		17.54		8.00		6.10		49		0

				95892		6.00		39.67		63.60		152.05		177.45		208.47																		20		0

				96005		4.00		43.88		97.25		322.36		350.48		359.92		367.11		354.06		404.03		1185.17		1818.33								38		1

				95780		0.00		24.50		53.29		89.60		118.22		125.38																		20		0

				95939		4.00		39.68		56.17		119.45		158.74		153.02		153.77		69.67		39.38		38.17		52.80		48.18		49.95		59.47		49		0

				95758		0.00		42.42		85.15		307.17		510.00		842.43		1137.16		1329.56		1954.69												30		1

				Mean		6.17		36.71		80.71		258.54		371.40		427.98		494.90		552.34		435.58		395.59		639.01		100.45		183.89		322.23

				Std. Dev.		5.87		10.02		20.54		130.61		246.26		350.73		511.43		744.87		690.51		529.73		842.35		142.03		309.26		576.71

				median						78.40		236.76		294.23		280.75		261.72		232.99

										99.67		98.40		39.52		20.70				0.00

		G7 Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		47648		4.00		56.86		112.90		595.79		1356.06		2794.66																		20		0		2794.66		47648		0.97

				95823		13.50		29.21		100.78		413.53		936.47		1358.30		1925.70																23		1

				95835		8.00		61.34		85.01		180.35		232.42		215.98		200.91		82.39		75.34		73.17		126.44		125.96		227.23		367.48		49		0

				95950		4.00		51.76		64.26		130.86		159.58		91.76		32.00		13.50		6.00		0.00		0.00		0.00		0.00		0.00		49		0

				95797		4.00		24.50		94.61		314.86		619.04		658.12		455.28		223.00		236.75		371.64		778.40		1348.48		1575.08				45		1

				95597		4.00		52.93		55.98		109.75		109.87		70.30																		20		0		70.30		95597		30.85

				95899		0.00		6.00		83.27		330.43		560.05		581.73		451.11		371.59		255.65		339.03		568.08		854.46		950.82		1149.76		49		0

				95784		13.50		21.77		53.63		132.65		185.66		156.17		142.46		152.31		185.55		483.05		974.38		1688.73						42		1

				95697		4.00		34.06		71.92		189.82		223.07		98.57																		20		0		98.57		95697		17.61

				95647		13.50		57.20		63.98		209.41		316.58		294.96		194.53		83.95		34.80		23.63		16.76		15.01		13.50		8.00		49		0

				95611		6.00		39.22		108.87		397.68		917.54		944.97		1421.25		2790.93														27		1

				95654		4.00		44.49		74.26		461.00		655.27		730.34																		20		0		730.34		95654		6.47

				Mean		6.54		39.95		80.79		288.84		522.63		666.32		602.91		531.10		132.35		215.09		410.68		672.11		553.33		381.31

				Std. Dev.		4.56		17.17		20.15		154.62		391.07		780.81		689.78		1003.32		107.39		207.24		420.09		735.67		690.27		540.21

				median						78.77		262.14		438.32		438.35		326.01		152.31

				T/C vs VEH						100.13		108.94		58.88		32.32				0.00

		G8 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		95743		13.50		40.91		94.89		509.86		570.16		434.38		213.73		89.07		88.21		52.99		60.58		40.23		34.19		42.78		49		0

				47615		18.00		59.08		99.21		215.72		232.31		359.27		327.49		417.17		706.34		1237.18		1757.08								38		1

				95718		4.00		13.50		55.40		99.59		269.85		226.97		129.54		72.20		75.51		49.78		50.32		57.83		33.96		29.07		49		0

				95745		4.00		18.00		84.46		293.02		466.74		855.44		897.12		1274.19		2073.92												30		1

				95636		8.00		42.01		53.66		120.10		98.36		38.33																		20		0

				95852		6.00		44.94		111.78		243.00		277.60		230.31																		20		0

				95619		8.00		69.39		110.15		444.22		763.12		1032.19																		20		0

				96026		18.00		33.86		73.94		363.67		440.30		429.91		293.49		317.38		470.37		1511.90										35		1

				95616		4.00		44.61		64.22		123.65		154.39		148.35		45.24		32.47		13.50		8.00		8.00		6.00		6.00		4.00		49		0

				95659		4.00		18.00		73.38		245.67		327.58		319.31		241.33		75.43		77.77		56.01		36.04		23.79		26.70		25.04		49		0

				95987		4.00		19.62		83.34		185.08		654.59		1400.97		1248.09		1627.81														27		1

				95603		6.00		44.72		64.21		171.73		133.10		52.85																		20		0

				Mean		8.13		37.39		80.72		251.28		365.68		460.69		424.50		488.22		500.80		485.98		382.40		31.96		25.21		25.22

				Std. Dev.		5.38		17.43		20.03		130.40		214.35		420.87		420.38		616.57		739.98		693.96		768.72		22.20		13.27		16.06

				median						78.64		229.36		302.59		339.29		267.41		203.23

										99.97		95.32		40.65		25.02				0.00





Tumour volume (FACS)
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Observations

										1



Control

PD-1 mAb

CTLA-4 mAb

PD-1 + CTLA-4 mAbs

control med

PD1 med

CTLA4 med

combi med

Teff/treg ratio



Survival

		D0		11/3/15

		Randomization		11/12/15

																																		Death Day		Survival value

				Animal		11/6/15		11/9/15		11/12/15		11/16/15		11/20/15		11/23/15		11/26/15		11/30/15		12/3/15		12/8/15		12/11/15		12/15/15		12/18/15		12/22/15

						3		6		9		13		17		20		23		27		30		35		38		42		45		49

		G1 Vehicle IP TWx2		95887		13.50		55.17		95.33		291.83		707.12		1403.96		2286.64																23		1

				95949		13.50		44.37		136.41		435.44		1479.27		2685.20																		20		0

				95568		6.00		35.10		50.25		151.42		557.71		1291.13		2490.63																23		1

				95889		9.07		30.72		88.13		229.17		643.11		1261.23		1763.49																23		1

				95590		13.50		31.53		68.07		157.60		575.89		1308.73																		20		0

				95728		14.29		48.82		100.46		292.86		1007.05		1618.41																		20		1

				95799		6.00		22.49		78.13		252.06		928.93		1154.68																		20		0

				96048		4.00		8.00		58.19		215.30		1030.22		2279.27																		20		1

				95942		6.00		49.70		88.77		318.38		781.71		1489.56		2135.46																23		1

				95729		4.00		18.31		79.19		198.58		402.74		1024.96																		20		0

				95829		8.00		31.35		58.41		100.50		365.71		848.26		1413.96		2735.70														27		1

				95643		4.00		45.01		67.87		349.73		1192.97		2356.26																		20		1

				Mean		8.49		35.05		80.77		249.41		806.04		1560.14		2018.04		2735.70

				Std. Dev.		4.14		14.17		23.53		94.14		332.60		574.61		429.82

				median						78.66		240.62		744.42		1356.35		2135.46

		G2 CA4P 100mg/kg IP TWx2		95731		17.02		49.53		91.44		388.24		745.24		1337.43		1864.39																23		1

				95766		18.00		58.52		77.97		175.51		662.02		1178.62		1947.22																23		1

				95655		6.00		25.26		60.18		220.54		449.04		994.83		1567.94																23		1

				95702		18.27		30.52		67.75		261.00		674.68		1147.10																		20		0

				95698		4.00		29.45		50.43		263.58		543.33		1490.64																		20		0

				95936		4.00		38.38		80.63		268.58		755.15		1174.82		2174.68																23		1

				95974		4.00		63.28		135.07		482.89		669.55		1205.53		1978.93																23		1

				95839		13.50		29.95		87.67		174.54		442.87		1196.49		1328.28		1681.91														27		1

				95924		18.00		47.87		57.36		144.68		255.46		365.90		656.14		987.26		1625.63												30		1

				95833		4.00		39.47		68.66		123.80		287.19		578.78																		20		0

				95781		4.00		34.71		95.69		288.87		544.25		934.61		2022.13																23		1

				95867		13.50		45.49		98.93		324.33		840.73		1865.85																		20		0

				Mean		10.36		41.04		80.98		259.71		572.46		1122.55		1692.46		1334.59		1625.63

				Std. Dev.		6.50		12.08		23.12		104.02		185.53		389.97		498.55		491.19

				median						79.30		262.29		603.14		1176.72		1905.81

										100.81		109.01		81.02		86.76

		G3 Anti-PD-1 10mg/kg IP TWx2																																20		0

																																		20		0

				95824		6.00		45.75		66.92		251.47		775.10		1762.93																		20		1

				95738		6.00		36.22		57.25		170.00		483.91		1098.87		1715.33																23		1

				95792		18.00		36.79		51.94		154.95		320.23		625.66		934.89		1887.47														27		1

				95621		13.50		30.97		77.02		213.51		572.79		1234.16		1917.97																23		1

				95563		18.00		50.42		97.36		307.12		886.83		1748.55																		20		1

				96016		6.00		54.49		123.44		272.48		569.78		1055.70		1710.75																23		1

				95851		13.50		27.64		70.84		184.69		648.13		1414.54		2373.11																23		1

				95749		6.00		50.41		102.39		223.28		414.03		304.26		320.53		463.58		575.62		984.75		1473.62		2171.43						42		1

																																		20		0

				Mean		10.88		41.59		80.90		222.19		583.85		1155.58		1495.43		1175.53		575.62		984.75		1473.62		2171.43

				Std. Dev.		5.48		9.99		24.65		52.55		185.61		508.85		740.02		1006.84

				median						73.93		218.40		571.29		1166.52		1713.04

										93.99		90.77		76.74		86.00

		G4 Anti-CTLA-4 5mg/kg IP TWx2		95993		13.50		46.68		123.70		386.69		820.51		768.54		1155.62		1532.30														27		1

																																		20		0

				95776		18.00		26.60		70.94		132.99		179.32		294.13		299.66		214.04		338.42		757.50		1391.19		1789.92						42		1

				95836		18.00		56.79		61.76		120.00		155.71		208.35		302.14		603.13		1241.46		2071.41										35		1

				95720		6.00		55.79		85.96		218.76		311.50		466.64		508.19		444.45		415.54		952.98		1680.86								38		1

				95818		18.00		36.84		57.05		224.67		407.64		566.45		696.02		1289.88		1602.02												30		1

				95688		4.00		67.12		97.75		518.06		1878.47																				17		1

				96013		18.00		38.02		51.98		108.91		143.19		134.94		127.70		33.15		13.50		6.00		0.00		0.00		0.00		0.00		49		0

				95969		18.00		26.52		81.13		249.43		696.20		708.19		1061.23		1140.68		2019.88												30		1

																																		20		0

																																		20		0

																																		20		0

				Mean		14.19		44.30		78.78		244.94		574.07		449.61		592.94		751.09		938.47		946.97		1024.02		894.96		0.00		0.00

				Std. Dev.		5.90		14.83		23.83		142.65		584.35		246.28		395.97		573.32		798.83		853.57		898.57		1265.66

				median						76.04		221.72		359.57		466.64		508.19		603.13

										96.66		92.15		48.30		34.40				0.00

		G5 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg TWx2		95727		13.50		45.44		97.27		201.47		544.64		1528.94																		20		0

				95699		4.00		23.54		56.27		287.00		690.71		1479.60		2180.90																23		1

				95706		4.00		48.20		85.81		434.60		616.67		1295.25		2365.99																23		1

				95690		18.00		75.96		107.56		103.70		260.90		491.83		943.80		2006.41														27		1

				96038		4.00		22.41		52.65		141.32		457.28		675.81		1410.95		2022.76														27		1

				95559		18.00		31.45		74.95		266.05		564.27		651.00		1020.99		2057.94														27		1

				95639		18.00		41.47		118.11		327.12		457.12		1544.60																		20		0

				95711		4.00		49.36		71.02		77.77		110.24		131.03																		20		0

				95913		13.50		28.92		64.92		206.09		344.23		688.46		1309.29		2641.50														27		1

				95893		13.50		36.46		93.95		363.62		725.42		1216.25																		20		0

				95945		18.00		21.78		62.29		179.33		393.72		590.13		952.95		1917.68														27		1

				95755		4.00		35.10		82.17		195.27		507.71		1369.98		2031.98																23		1

				Mean		11.04		38.34		80.58		231.95		472.74		971.91		1527.11		2129.26

				Std. Dev.		6.46		15.35		20.67		106.94		177.45		483.64		582.24		290.98

				median						78.56		203.78		482.50		952.36		1360.12		2022.76

										99.87		84.69		64.82		70.21				0.00

		G6 CA4P 100mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		47725		4.00		30.83		108.74		461.93		866.64		925.35																		20		0

				95751		4.00		18.00		64.34		206.30		281.64		305.72		326.79		325.42		428.72		958.31		1614.37								38		1

				95694		18.00		57.21		117.29		252.56		257.28		229.72		192.49		140.56		114.69		47.29		45.91		23.51		30.55		36.68		49		0

				96041		6.00		37.72		82.21		485.72		832.30		1188.78		1463.37		2071.56														27		1

				95732		4.00		35.62		71.55		220.96		306.82		295.90																		20		0

				96002		6.00		40.22		74.59		131.97		239.67		235.42		196.65		89.34		70.57		121.74		282.79		312.57		647.07		1186.68		49		0

				96020		18.00		30.82		94.33		352.43		357.61		265.60		121.86		38.55		36.99		22.87		19.84		17.54		8.00		6.10		49		0

				95892		6.00		39.67		63.60		152.05		177.45		208.47																		20		0

				96005		4.00		43.88		97.25		322.36		350.48		359.92		367.11		354.06		404.03		1185.17		1818.33								38		1

				95780		0.00		24.50		53.29		89.60		118.22		125.38																		20		0

				95939		4.00		39.68		56.17		119.45		158.74		153.02		153.77		69.67		39.38		38.17		52.80		48.18		49.95		59.47		49		0

				95758		0.00		42.42		85.15		307.17		510.00		842.43		1137.16		1329.56		1954.69												30		1

				Mean		6.17		36.71		80.71		258.54		371.40		427.98		494.90		552.34		435.58		395.59		639.01		100.45		183.89		322.23

				Std. Dev.		5.87		10.02		20.54		130.61		246.26		350.73		511.43		744.87		690.51		529.73		842.35		142.03		309.26		576.71

				median						78.40		236.76		294.23		280.75		261.72		232.99

										99.67		98.40		39.52		20.70				0.00

		G7 Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2																																20		0

				95823		13.50		29.21		100.78		413.53		936.47		1358.30		1925.70																23		1

				95835		8.00		61.34		85.01		180.35		232.42		215.98		200.91		82.39		75.34		73.17		126.44		125.96		227.23		367.48		49		0

				95950		4.00		51.76		64.26		130.86		159.58		91.76		32.00		13.50		6.00		0.00		0.00		0.00		0.00		0.00		49		0

				95797		4.00		24.50		94.61		314.86		619.04		658.12		455.28		223.00		236.75		371.64		778.40		1348.48		1575.08				45		1

																																		20		0

				95899		0.00		6.00		83.27		330.43		560.05		581.73		451.11		371.59		255.65		339.03		568.08		854.46		950.82		1149.76		49		0

				95784		13.50		21.77		53.63		132.65		185.66		156.17		142.46		152.31		185.55		483.05		974.38		1688.73						42		1

																																		20		0

				95647		13.50		57.20		63.98		209.41		316.58		294.96		194.53		83.95		34.80		23.63		16.76		15.01		13.50		8.00		49		0

				95611		6.00		39.22		108.87		397.68		917.54		944.97		1421.25		2790.93														27		1

																																		20		0

				Mean		7.81		36.38		81.80		263.72		490.92		537.75		602.91		531.10		132.35		215.09		410.68		672.11		553.33		381.31

				Std. Dev.		5.22		19.38		19.60		114.76		316.66		441.19		689.78		1003.32		107.39		207.24		420.09		735.67		690.27		540.21

				median						84.14		262.14		438.32		438.35		326.01		152.31

				T/C vs VEH						106.97		108.94		58.88		32.32				0.00

		G8 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		95743		13.50		40.91		94.89		509.86		570.16		434.38		213.73		89.07		88.21		52.99		60.58		40.23		34.19		42.78		49		0

				47615		18.00		59.08		99.21		215.72		232.31		359.27		327.49		417.17		706.34		1237.18		1757.08								38		1

				95718		4.00		13.50		55.40		99.59		269.85		226.97		129.54		72.20		75.51		49.78		50.32		57.83		33.96		29.07		49		0

				95745		4.00		18.00		84.46		293.02		466.74		855.44		897.12		1274.19		2073.92												30		1

				95636		8.00		42.01		53.66		120.10		98.36		38.33																		20		0

				95852		6.00		44.94		111.78		243.00		277.60		230.31																		20		0

				95619		8.00		69.39		110.15		444.22		763.12		1032.19																		20		0

				96026		18.00		33.86		73.94		363.67		440.30		429.91		293.49		317.38		470.37		1511.90										35		1

				95616		4.00		44.61		64.22		123.65		154.39		148.35		45.24		32.47		13.50		8.00		8.00		6.00		6.00		4.00		49		0

				95659		4.00		18.00		73.38		245.67		327.58		319.31		241.33		75.43		77.77		56.01		36.04		23.79		26.70		25.04		49		0

				95987		4.00		19.62		83.34		185.08		654.59		1400.97		1248.09		1627.81														27		1

				95603		6.00		44.72		64.21		171.73		133.10		52.85																		20		0

				Mean		8.13		37.39		80.72		251.28		365.68		460.69		424.50		488.22		500.80		485.98		382.40		31.96		25.21		25.22

				Std. Dev.		5.38		17.43		20.03		130.40		214.35		420.87		420.38		616.57		739.98		693.96		768.72		22.20		13.27		16.06

				median						78.64		229.36		302.59		339.29		267.41		203.23

										99.97		95.32		40.65		25.02				0.00
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		D0		11/3/15

		Randomization		11/12/15

																																		Death Day		Survival value

				Animal		11/6/15		11/9/15		11/12/15		11/16/15		11/20/15		11/23/15		11/26/15		11/30/15		12/3/15		12/8/15		12/11/15		12/15/15		12/18/15		12/22/15

						3		6		9		13		17		20		23		27		30		35		38		42		45		49

		G1 Vehicle IP TWx2		95887		13.50		55.17		95.33		291.83		707.12		1403.96		2286.64																23		1

				95949		13.50		44.37		136.41		435.44		1479.27		2685.20																		20		0

				95568		6.00		35.10		50.25		151.42		557.71		1291.13		2490.63																23		1

				95889		9.07		30.72		88.13		229.17		643.11		1261.23		1763.49																23		1

				95590		13.50		31.53		68.07		157.60		575.89		1308.73																		20		0

				95728		14.29		48.82		100.46		292.86		1007.05		1618.41																		20		1

				95799		6.00		22.49		78.13		252.06		928.93		1154.68																		20		0

				96048		4.00		8.00		58.19		215.30		1030.22		2279.27																		20		1

				95942		6.00		49.70		88.77		318.38		781.71		1489.56		2135.46																23		1

				95729		4.00		18.31		79.19		198.58		402.74		1024.96																		20		0

				95829		8.00		31.35		58.41		100.50		365.71		848.26		1413.96		2735.70														27		1

				95643		4.00		45.01		67.87		349.73		1192.97		2356.26																		20		1

				Mean		8.49		35.05		80.77		249.41		806.04		1560.14		2018.04		2735.70

				Std. Dev.		4.14		14.17		23.53		94.14		332.60		574.61		429.82

				median						78.66		240.62		744.42		1356.35		2135.46

		G2 CA4P 100mg/kg IP TWx2		95731		17.02		49.53		91.44		388.24		745.24		1337.43		1864.39																23		1

				95766		18.00		58.52		77.97		175.51		662.02		1178.62		1947.22																23		1

				95655		6.00		25.26		60.18		220.54		449.04		994.83		1567.94																23		1

				95702		18.27		30.52		67.75		261.00		674.68		1147.10																		20		0

				95698		4.00		29.45		50.43		263.58		543.33		1490.64																		20		0

				95936		4.00		38.38		80.63		268.58		755.15		1174.82		2174.68																23		1

				95974		4.00		63.28		135.07		482.89		669.55		1205.53		1978.93																23		1

				95839		13.50		29.95		87.67		174.54		442.87		1196.49		1328.28		1681.91														27		1

				95924		18.00		47.87		57.36		144.68		255.46		365.90		656.14		987.26		1625.63												30		1

				95833		4.00		39.47		68.66		123.80		287.19		578.78																		20		0

				95781		4.00		34.71		95.69		288.87		544.25		934.61		2022.13																23		1

				95867		13.50		45.49		98.93		324.33		840.73		1865.85																		20		0

				Mean		10.36		41.04		80.98		259.71		572.46		1122.55		1692.46		1334.59		1625.63

				Std. Dev.		6.50		12.08		23.12		104.02		185.53		389.97		498.55		491.19

				median						79.30		262.29		603.14		1176.72		1905.81

										100.81		109.01		81.02		86.76

		G3 Anti-PD-1 10mg/kg IP TWx2		96011		18.00		24.18		81.09		320.25		1292.74		2317.74																		20		0

				95976		18.00		44.65		92.11		279.17		581.88		1093.96																		20		0

				95824		6.00		45.75		66.92		251.47		775.10		1762.93																		20		1

				95738		6.00		36.22		57.25		170.00		483.91		1098.87		1715.33																23		1

				95792		18.00		36.79		51.94		154.95		320.23		625.66		934.89		1887.47														27		1

				95621		13.50		30.97		77.02		213.51		572.79		1234.16		1917.97																23		1

				95563		18.00		50.42		97.36		307.12		886.83		1748.55																		20		1

				95826		6.00		37.60		60.45		153.03		304.32		691.27																		20		0

				96016		6.00		54.49		123.44		272.48		569.78		1055.70		1710.75																23		1

				95851		13.50		27.64		70.84		184.69		648.13		1414.54		2373.11																23		1

				95749		6.00		50.41		102.39		223.28		414.03		304.26		320.53		463.58		575.62		984.75		1473.62		2171.43						42		1

				95685		6.00		53.01		86.69		262.10		542.13		810.58																		20		0

				Mean		11.25		41.01		80.63		232.67		615.99		1179.85		1495.43		1175.53		575.62		984.75		1473.62		2171.43

				Std. Dev.		5.70		10.24		20.95		58.19		271.55		563.63		740.02		1006.84

				median						79.06		237.38		571.29		1096.42		1713.04

										100.50		98.65		76.74		80.84

		G4 Anti-CTLA-4 5mg/kg IP TWx2		95993		13.50		46.68		123.70		386.69		820.51		768.54		1155.62		1532.30														27		1

				95695		4.00		39.53		93.49		420.29		1263.74		2496.79																		20		0

				95776		18.00		26.60		70.94		132.99		179.32		294.13		299.66		214.04		338.42		757.50		1391.19		1789.92						42		1

				95836		18.00		56.79		61.76		120.00		155.71		208.35		302.14		603.13		1241.46		2071.41										35		1

				95720		6.00		55.79		85.96		218.76		311.50		466.64		508.19		444.45		415.54		952.98		1680.86								38		1

				95818		18.00		36.84		57.05		224.67		407.64		566.45		696.02		1289.88		1602.02												30		1

				95688		4.00		67.12		97.75		518.06		1878.47																				17		1

				96013		18.00		38.02		51.98		108.91		143.19		134.94		127.70		33.15		13.50		6.00		0.00		0.00		0.00		0.00		49		0

				95969		18.00		26.52		81.13		249.43		696.20		708.19		1061.23		1140.68		2019.88												30		1

				96031		13.50		48.09		75.30		116.57		139.17		170.95																		20		0

				95901		0.00		36.82		65.31		108.69		210.20		252.41																		20		0

				95717		4.00		36.20		107.24		371.80		721.00		1110.08																		20		0

				Mean		11.25		42.92		80.97		248.07		577.22		652.50		592.94		751.09		938.47		946.97		1024.02		894.96		0.00		0.00

				Std. Dev.		7.07		12.34		21.61		142.77		540.11		682.26		395.97		573.32		798.83		853.57		898.57		1265.66

				median						78.22		221.72		359.57		466.64		508.19		603.13

										99.43		92.15		48.30		34.40				0.00

		G5 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg TWx2		95727		13.50		45.44		97.27		201.47		544.64		1528.94																		20		0

				95699		4.00		23.54		56.27		287.00		690.71		1479.60		2180.90																23		1

				95706		4.00		48.20		85.81		434.60		616.67		1295.25		2365.99																23		1

				95690		18.00		75.96		107.56		103.70		260.90		491.83		943.80		2006.41														27		1

				96038		4.00		22.41		52.65		141.32		457.28		675.81		1410.95		2022.76														27		1

				95559		18.00		31.45		74.95		266.05		564.27		651.00		1020.99		2057.94														27		1

				95639		18.00		41.47		118.11		327.12		457.12		1544.60																		20		0

				95711		4.00		49.36		71.02		77.77		110.24		131.03																		20		0

				95913		13.50		28.92		64.92		206.09		344.23		688.46		1309.29		2641.50														27		1

				95893		13.50		36.46		93.95		363.62		725.42		1216.25																		20		0

				95945		18.00		21.78		62.29		179.33		393.72		590.13		952.95		1917.68														27		1

				95755		4.00		35.10		82.17		195.27		507.71		1369.98		2031.98																23		1

				Mean		11.04		38.34		80.58		231.95		472.74		971.91		1527.11		2129.26

				Std. Dev.		6.46		15.35		20.67		106.94		177.45		483.64		582.24		290.98

				median						78.56		203.78		482.50		952.36		1360.12		2022.76

										99.87		84.69		64.82		70.21				0.00

		G6 CA4P 100mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		47725		4.00		30.83		108.74		461.93		866.64		925.35																		20		0

				95751		4.00		18.00		64.34		206.30		281.64		305.72		326.79		325.42		428.72		958.31		1614.37								38		1

				95694		18.00		57.21		117.29		252.56		257.28		229.72		192.49		140.56		114.69		47.29		45.91		23.51		30.55		36.68		49		0

				96041		6.00		37.72		82.21		485.72		832.30		1188.78		1463.37		2071.56														27		1

				95732		4.00		35.62		71.55		220.96		306.82		295.90																		20		0

				96002		6.00		40.22		74.59		131.97		239.67		235.42		196.65		89.34		70.57		121.74		282.79		312.57		647.07		1186.68		49		0

				96020		18.00		30.82		94.33		352.43		357.61		265.60		121.86		38.55		36.99		22.87		19.84		17.54		8.00		6.10		49		0

				95892		6.00		39.67		63.60		152.05		177.45		208.47																		20		0

				96005		4.00		43.88		97.25		322.36		350.48		359.92		367.11		354.06		404.03		1185.17		1818.33								38		1

				95780		0.00		24.50		53.29		89.60		118.22		125.38																		20		0

				95939		4.00		39.68		56.17		119.45		158.74		153.02		153.77		69.67		39.38		38.17		52.80		48.18		49.95		59.47		49		0

				95758		0.00		42.42		85.15		307.17		510.00		842.43		1137.16		1329.56		1954.69												30		1

				Mean		6.17		36.71		80.71		258.54		371.40		427.98		494.90		552.34		435.58		395.59		639.01		100.45		183.89		322.23

				Std. Dev.		5.87		10.02		20.54		130.61		246.26		350.73		511.43		744.87		690.51		529.73		842.35		142.03		309.26		576.71

				median						78.40		236.76		294.23		280.75		261.72		232.99

										99.67		98.40		39.52		20.70				0.00

		G7 Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		47648		4.00		56.86		112.90		595.79		1356.06		2794.66																		20		0

				95823		13.50		29.21		100.78		413.53		936.47		1358.30		1925.70																23		1

				95835		8.00		61.34		85.01		180.35		232.42		215.98		200.91		82.39		75.34		73.17		126.44		125.96		227.23		367.48		49		0

				95950		4.00		51.76		64.26		130.86		159.58		91.76		32.00		13.50		6.00		0.00		0.00		0.00		0.00		0.00		49		0

				95797		4.00		24.50		94.61		314.86		619.04		658.12		455.28		223.00		236.75		371.64		778.40		1348.48		1575.08				45		1

				95597		4.00		52.93		55.98		109.75		109.87		70.30																		20		0

				95899		0.00		6.00		83.27		330.43		560.05		581.73		451.11		371.59		255.65		339.03		568.08		854.46		950.82		1149.76		49		0

				95784		13.50		21.77		53.63		132.65		185.66		156.17		142.46		152.31		185.55		483.05		974.38		1688.73						42		1

				95697		4.00		34.06		71.92		189.82		223.07		98.57																		20		0

				95647		13.50		57.20		63.98		209.41		316.58		294.96		194.53		83.95		34.80		23.63		16.76		15.01		13.50		8.00		49		0

				95611		6.00		39.22		108.87		397.68		917.54		944.97		1421.25		2790.93														27		1

				95654		4.00		44.49		74.26		461.00		655.27		730.34																		20		0

				Mean		6.54		39.95		80.79		288.84		522.63		666.32		602.91		531.10		132.35		215.09		410.68		672.11		553.33		381.31

				Std. Dev.		4.56		17.17		20.15		154.62		391.07		780.81		689.78		1003.32		107.39		207.24		420.09		735.67		690.27		540.21

				median						78.77		262.14		438.32		438.35		326.01		152.31

				T/C vs VEH						100.13		108.94		58.88		32.32				0.00

		G8 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		95743		13.50		40.91		94.89		509.86		570.16		434.38		213.73		89.07		88.21		52.99		60.58		40.23		34.19		42.78		49		0

				47615		18.00		59.08		99.21		215.72		232.31		359.27		327.49		417.17		706.34		1237.18		1757.08								38		1

				95718		4.00		13.50		55.40		99.59		269.85		226.97		129.54		72.20		75.51		49.78		50.32		57.83		33.96		29.07		49		0

				95745		4.00		18.00		84.46		293.02		466.74		855.44		897.12		1274.19		2073.92												30		1

				95636		8.00		42.01		53.66		120.10		98.36		38.33																		20		0

				95852		6.00		44.94		111.78		243.00		277.60		230.31																		20		0

				95619		8.00		69.39		110.15		444.22		763.12		1032.19																		20		0

				96026		18.00		33.86		73.94		363.67		440.30		429.91		293.49		317.38		470.37		1511.90										35		1

				95616		4.00		44.61		64.22		123.65		154.39		148.35		45.24		32.47		13.50		8.00		8.00		6.00		6.00		4.00		49		0

				95659		4.00		18.00		73.38		245.67		327.58		319.31		241.33		75.43		77.77		56.01		36.04		23.79		26.70		25.04		49		0

				95987		4.00		19.62		83.34		185.08		654.59		1400.97		1248.09		1627.81														27		1

				95603		6.00		44.72		64.21		171.73		133.10		52.85																		20		0

				Mean		8.13		37.39		80.72		251.28		365.68		460.69		424.50		488.22		500.80		485.98		382.40		31.96		25.21		25.22

				Std. Dev.		5.38		17.43		20.03		130.40		214.35		420.87		420.38		616.57		739.98		693.96		768.72		22.20		13.27		16.06

				median						78.64		229.36		302.59		339.29		267.41		203.23

										99.97		95.32		40.65		25.02				0.00
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		D0		11/3/15

		Randomization		11/12/15

				Animal		11/3/15		11/6/15		11/9/15		11/12/15		11/16/15		11/20/15		11/23/15		11/26/15		11/30/15		12/3/15		12/8/15		12/11/15		12/15/15		12/18/15		12/22/15

						0		3		6		9		13		17		20		23		27		30		35		38		42		45		49

		G1 Vehicle IP TWx2		95887		18.94		18.91		19.07		19.96		19.55		21.92		23.13		24.06

				95949		19.41		19.41		19.58		19.98		19.96		20.90		23.16

				95568		17.37		18.58		18.77		19.23		19.89		20.95		23.36		24.18

				95889		19.54		19.71		20.18		20.82		21.18		23.30		23.51		24.20

				95590		19.74		19.28		19.91		20.13		20.87		21.90		23.24

				95728		19.85		19.35		20.13		21.67		21.73		23.55		25.24

				95799		20.14		19.96		20.35		21.12		21.04		22.61		22.95

				96048		19.28		19.46		20.38		21.45		21.15		22.41		23.75

				95942		19.10		18.85		19.80		20.48		21.22		23.28		23.30		24.46

				95729		20.43		20.46		21.10		21.86		21.79		23.05		24.34

				95829		21.11		20.59		20.92		22.05		21.82		22.60		24.75		25.29		27.55

				95643		18.37		18.11		18.61		19.09		19.52		21.41		23.33

				Mean		19.44		19.39		19.90		20.65		20.81		22.32		23.67		24.44		27.55

				Std. Dev.		0.97		0.73		0.79		1.00		0.86		0.91		0.72		0.50

		G2 CA4P 100mg/kg IP TWx2		95731		19.25		19.26		20.77		20.63		21.73		22.06		24.14		23.80

				95766		18.33		19.18		19.44		20.36		20.56		21.66		23.45		23.77

				95655		19.93		19.08		19.73		19.65		20.33		20.68		22.21		22.46

				95702		19.09		18.77		19.53		19.68		20.33		20.72		22.87

				95698		22.03		21.64		22.40		22.14		23.07		23.08		24.67

				95936		18.51		17.99		19.00		19.63		20.29		20.37		22.55		22.38

				95974		20.29		20.12		20.79		21.87		21.20		21.93		23.80		25.09

				95839		20.91		19.98		20.22		21.03		20.37		20.77		23.36		23.17		25.83

				95924		20.63		20.21		21.27		21.28		21.48		22.16		23.25		22.74		24.70		25.93

				95833		18.30		17.95		19.46		19.73		19.73		20.07		21.42

				95781		17.32		17.96		19.06		19.71		19.99		19.99		22.02		22.35

				95867		19.67		19.33		21.27		21.41		21.70		22.14		24.22

				Mean		19.52		19.29		20.25		20.59		20.90		21.30		23.16		23.22		25.27		25.93

				Std. Dev.		1.32		1.09		1.06		0.93		0.96		0.99		0.98		0.96		0.80

		G3 Anti-PD-1 10mg/kg IP TWx2		96011		19.98		19.49		20.39		20.79		21.67		23.82		25.26

				95976		19.29		19.59		19.78		20.34		20.68		21.91		22.81

				95824		20.87		20.83		21.91		22.28		23.07		23.69		25.48

				95738		18.75		18.42		19.42		20.07		20.95		21.65		23.54		24.14

				95792		19.90		19.68		20.12		20.92		20.96		21.32		22.30		23.06		24.75

				95621		18.92		19.18		20.42		20.82		20.81		22.04		23.34		24.40

				95563		18.30		18.26		19.29		19.45		20.42		21.97		23.74

				95826		19.51		19.11		19.45		20.49		20.47		21.87		22.11

				96016		17.85		17.41		18.79		19.77		19.83		20.44		21.53		22.05

				95851		21.48		21.64		21.66		22.93		23.23		24.99		25.96		27.34

				95749		19.38		18.88		20.30		20.72		20.74		21.87		22.28		22.08		23.01		23.11		24.76		25.20		27.50

				95685		19.99		20.39		20.74		21.33		22.05		22.80		23.96

				Mean		19.52		19.41		20.19		20.83		21.24		22.36		23.53		23.85		23.88		23.11		24.76		25.20		27.50

				Std. Dev.		1.02		1.16		0.93		0.99		1.06		1.25		1.43		1.98		1.23

		G4 Anti-CTLA-4 5mg/kg IP TWx2		95993		21.83		21.26		21.73		22.48		22.92		24.12		24.91		24.95		26.81

				95695		20.10		19.20		19.97		20.88		21.20		23.60		25.25

				95776		17.66		17.43		18.02		19.04		19.72		21.27		21.04		21.39		21.89		22.81		23.02		24.13		26.57

				95836		19.73		19.61		19.95		20.50		20.73		21.71		21.78		21.69		22.46		24.30		26.29

				95720		18.72		18.64		19.44		19.68		20.91		21.75		22.29		22.35		23.29		22.44		23.65		24.97

				95818		18.51		18.95		19.26		20.50		21.08		22.43		23.79		23.68		24.40		25.96

				95688		18.93		19.39		19.76		19.97		20.44		23.92

				96013		18.96		18.71		19.19		20.29		19.66		21.03		21.08		20.72		21.23		21.46		21.48		21.63		22.39		22.27		21.06

				95969		18.22		18.40		18.74		20.32		20.44		22.08		21.94		22.06		22.81		23.58

				96031		18.68		18.85		19.80		20.29		20.97		21.92		22.03

				95901		17.50		18.15		18.82		19.42		20.20		21.08		21.42

				95717		21.03		21.24		21.44		22.85		22.81		24.62		25.36

				Mean		19.16		19.15		19.68		20.52		20.92		22.46		22.81		22.41		23.27		23.43		23.61		23.58		24.48		22.27		21.06

				Std. Dev.		1.30		1.14		1.06		1.13		1.03		1.27		1.69		1.45		1.86		1.58		2.01		1.74		2.96

		G5 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg TWx2		95727		19.56		19.53		20.53		21.74		21.34		22.73		23.60

				95699		17.27		17.52		17.84		19.61		19.65		20.76		22.29		23.60

				95706		19.09		19.18		19.78		20.24		20.35		21.26		22.12		22.62

				95690		18.61		19.10		19.45		20.32		20.88		21.90		21.76		21.89		24.21

				96038		18.86		19.26		19.95		20.61		20.15		21.42		21.93		22.39		24.51

				95559		19.19		19.76		20.29		20.51		21.51		22.07		23.28		22.51		24.70

				95639		20.95		21.32		21.60		21.89		22.96		23.49		23.89

				95711		19.92		19.29		20.38		21.48		20.86		20.95		21.66

				95913		19.98		19.73		20.91		20.81		20.88		21.43		22.80		22.86		26.28

				95893		19.57		18.92		19.77		20.74		20.83		21.72		23.10

				95945		19.26		19.12		19.68		20.42		20.73		21.37		22.66		22.20		25.19

				95755		18.36		18.42		19.10		19.33		19.43		20.63		21.66		22.05

				Mean		19.22		19.26		19.94		20.64		20.80		21.64		22.56		22.52		24.98

				Std. Dev.		0.92		0.89		0.95		0.78		0.92		0.82		0.78		0.54		0.81

		G6 CA4P 100mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		47725		19.90		19.77		20.18		20.60		21.11		21.81		22.61

				95751		19.01		19.29		20.30		20.17		21.18		21.42		22.52		21.88		22.93		24.26		24.75		25.27

				95694		20.00		20.00		20.43		20.77		21.98		21.46		22.68		21.83		22.37		23.11		22.83		23.13		23.33		23.10		23.78

				96041		20.95		21.62		22.98		22.82		24.14		24.69		25.87		26.06		28.67

				95732		20.07		19.81		20.73		21.18		21.26		21.22		22.51

				96002		19.18		19.10		19.21		20.12		21.34		20.94		21.81		21.22		21.68		22.05		22.74		23.32		24.42		24.88		25.40

				96020		21.17		20.40		21.08		21.94		21.70		21.18		22.50		21.26		22.35		21.73		22.61		23.36		23.78		23.34		23.82

				95892		19.16		19.23		20.66		21.04		20.88		20.92		21.87

				96005		19.34		19.50		20.09		20.49		22.06		20.76		21.60		20.77		21.85		22.46		24.56		24.61

				95780		19.14		18.87		19.67		20.20		20.35		19.96		20.65

				95939		17.36		17.52		18.01		18.70		18.72		18.70		20.01		18.87		19.55		19.47		20.97		20.35		20.43		20.68		21.15

				95758		21.75		22.38		22.30		23.82		23.62		24.32		26.05		24.37		26.30		27.10

				Mean		19.75		19.79		20.47		20.99		21.53		21.45		22.56		22.03		23.21		22.88		23.08		23.34		22.99		23.00		23.54

				Std. Dev.		1.17		1.26		1.30		1.35		1.41		1.65		1.79		2.22		2.89		2.37		1.40		1.69		1.76		1.74		1.76

		G7 Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		47648		22.93		21.95		22.77		22.74		23.32		25.83		27.38

				95823		18.83		18.67		18.94		19.93		19.97		22.41		23.88		23.24

				95835		18.41		17.53		18.53		19.24		19.99		20.80		21.82		21.24		20.39		20.34		20.75		21.14		22.50		21.65		22.90

				95950		18.75		18.44		19.42		19.70		19.54		21.31		22.43		21.24		21.96		21.99		22.38		21.85		22.20		22.56		22.72

				95797		17.31		17.80		18.19		19.02		18.73		20.55		22.25		20.87		21.24		20.92		21.74		22.86		23.18		23.91

				95597		19.08		19.38		20.00		20.48		20.01		21.76		22.54

				95899		20.75		21.10		20.98		21.94		23.21		24.02		25.82		24.13		23.88		23.98		24.13		25.66		25.86		27.57		27.24

				95784		19.99		20.40		20.41		21.36		21.36		22.17		23.07		22.66		22.69		22.81		24.14		24.79		25.89

				95697		19.11		19.05		19.38		19.97		20.53		21.73		21.88

				95647		17.33		17.00		17.33		19.14		18.71		19.61		21.37		20.24		19.78		20.03		21.18		21.48		20.27		20.80		20.96

				95611		20.04		20.25		20.06		21.07		21.21		22.99		24.15		24.75		27.09

				95654		17.60		17.61		18.31		19.91		20.33		22.02		23.25

				Mean		19.18		19.10		19.53		20.38		20.58		22.10		23.32		22.30		22.43		21.68		22.39		22.96		23.32		23.30		23.46

				Std. Dev.		1.60		1.56		1.46		1.18		1.49		1.64		1.77		1.64		2.47		1.53		1.46		1.86		2.20		2.65		2.67

		G8 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		95743		20.65		21.25		20.44		21.53		21.88		21.56		22.71		22.20		23.17		23.06		24.56		23.13		24.59		24.44		24.43

				47615		16.45		16.36		17.16		18.46		18.11		18.93		19.83		19.75		20.17		20.89		21.70		21.39

				95718		20.69		20.56		21.06		21.53		21.51		22.17		23.49		22.30		23.10		23.01		23.62		23.58		24.59		25.28		23.83

				95745		19.32		18.79		20.25		20.34		20.62		21.15		22.35		22.57		24.26		26.03

				95636		16.43		16.61		17.57		18.78		18.57		18.99		19.69

				95852		20.44		20.02		20.97		20.79		20.70		21.15		22.11

				95619		19.50		19.39		20.47		21.02		21.30		22.15		23.61

				96026		18.93		18.70		19.40		19.90		20.03		20.23		20.92		20.63		21.93		22.65		24.74

				95616		20.41		19.81		21.53		20.80		20.56		21.14		21.56		21.53		22.53		23.05		23.72		23.02		23.64		24.36		23.35

				95659		20.06		19.93		20.29		21.73		20.47		21.56		22.73		22.49		22.96		22.68		23.85		23.62		23.82		24.42		24.32

				95987		20.13		20.21		19.94		21.56		21.48		21.71		22.73		22.33		25.07

				95603		22.07		21.38		21.94		22.98		22.53		22.87		23.79

				Mean		19.59		19.42		20.09		20.79		20.65		21.13		22.13		21.73		22.90		23.05		23.70		22.95		24.16		24.63		23.98

				Std. Dev.		1.67		1.60		1.45		1.28		1.28		1.21		1.38		1.03		1.47		1.52		1.08		0.91		0.50		0.44		0.50





		D0		11/3/15

		Randomization		11/12/15

				Animal		11/3/15		11/6/15		11/9/15		11/12/15		11/16/15

						0		3		6		9		13

		G1 Vehicle IP TWx2		95887

				95949

				95568

				95889

				95590

				95728

				95799

				96048

				95942

				95729

				95829

				95643										point de n#crose

		G2 CA4P 100mg/kg IP TWx2		95731

				95766

				95655

				95702

				95698						tumeur difficile # mesurer				tumeur bilob#e

				95936

				95974

				95839

				95924

				95833

				95781

				95867

		G3 Anti-PD-1 10mg/kg IP TWx2		96011

				95976

				95824										point de n#crose

				95738

				95792

				95621

				95563

				95826

				96016

				95851

				95749

				95685

		G4 Anti-CTLA-4 5mg/kg IP TWx2		95993

				95695										TV mesur# 2fois

				95776

				95836						tumeur bilob#e

				95720

				95818

				95688										TV mesur# 2 fois

				96013

				95969								puce  coll#e # la tumeur

				96031

				95901

				95717

		G5 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg TWx2		95727										point de n#crose

				95699

				95706

				95690										point de n#crose

				96038

				95559

				95639										point de n#crose

				95711

				95913

				95893

				95945

				95755										point de n#crose

		G6 CA4P 100mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		47725		Fuite pendant injection de cellule (environ 50 #L)

				95751

				95694

				96041

				95732										point de n#crose

				96002

				96020						tumeur difficile # mesurer

				95892										point de n#crose

				96005

				95780						tumeur difficile # mesurer

				95939

				95758

		G7 Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		47648

				95823										point de n#crose

				95835

				95950

				95797

				95597

				95899

				95784

				95697

				95647

				95611

				95654

		G8 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		95743										point de n#crose

				47615

				95718

				95745

				95636

				95852										n#crose

				95619										point de n#crose

				96026

				95616

				95659

				95987

				95603





		D0		11/3/15

		Randomization		11/12/15

				Id D0		Id D		Death date		Death Day		Death mode		Survival value

		G1 Vehicle IP TWx2		95887		95887		11/26/15		23		Termination (tumor volume> ethical criteria)		1

				95949		95949		11/23/15		20		Sacrifice / Collection		0

				95568		95568		11/26/15		23		Termination (tumor volume> ethical criteria)		1

				95889		95889		11/26/15		23		Termination (tumor volume> ethical criteria)		1

				95590		95590		11/23/15		20		Sacrifice / Collection		0

				95728		95728		11/23/15		20		Termination (tumor volume> ethical criteria)		1

				95799		95799		11/23/15		20		Sacrifice / Collection		0

				96048		96048		11/23/15		20		Termination (tumor volume> ethical criteria)		1

				95942		95942		11/26/15		23		Termination (tumor volume> ethical criteria)		1

				95729		95729		11/23/15		20		Sacrifice / Collection		0

				95829		95829		11/30/15		27		Termination (tumor volume> ethical criteria)		1

				95643		95643		11/23/15		20		Termination (tumor volume> ethical criteria)		1

		G2 CA4P 100mg/kg IP TWx2		95731		95731		11/26/15		23		Termination (tumor volume> ethical criteria)		1

				95766		95766		11/26/15		23		Termination (tumor volume> ethical criteria)		1

				95655		95655		11/26/15		23		Termination (tumor volume> ethical criteria)		1

				95702		95702		11/23/15		20		Sacrifice / Collection		0

				95698		95698		11/23/15		20		Sacrifice / Collection		0

				95936		95936		11/26/15		23		Termination (tumor volume> ethical criteria)		1

				95974		95974		11/26/15		23		Termination (tumor volume> ethical criteria)		1

				95839		95839		11/30/15		27		Termination (tumor volume> ethical criteria)		1

				95924		95924		12/3/15		30		Termination (tumor volume> ethical criteria)		1

				95833		95833		11/23/15		20		Sacrifice / Collection		0

				95781		95781		11/26/15		23		Termination (tumor volume> ethical criteria)		1

				95867		95867		11/23/15		20		Sacrifice / Collection		0

		G3 Anti-PD-1 10mg/kg IP TWx2		96011		96011		11/23/15		20		Sacrifice / Collection		0

				95976		95976		11/23/15		20		Sacrifice / Collection		0

				95824		95824		11/23/15		20		Termination (tumor volume> ethical criteria)		1

				95738		95738		11/26/15		23		Termination (tumor volume> ethical criteria)		1

				95792		95792		11/30/15		27		Termination (tumor volume> ethical criteria)		1

				95621		95621		11/26/15		23		Termination (tumor volume> ethical criteria)		1

				95563		95563		11/23/15		20		Termination (tumor volume> ethical criteria)		1

				95826		95826		11/23/15		20		Sacrifice / Collection		0

				96016		96016		11/26/15		23		Termination (tumor volume> ethical criteria)		1

				95851		95851		11/26/15		23		Termination (tumor volume> ethical criteria)		1

				95749		95749		12/15/15		42		Termination (tumor volume> ethical criteria)		1

				95685		95685		11/23/15		20		Sacrifice / Collection		0

		G4 Anti-CTLA-4 5mg/kg IP TWx2		95993		95993		11/30/15		27		Termination (tumor volume> ethical criteria)		1

				95695		95695		11/23/15		20		Sacrifice / Collection		0

				95776		95776		12/15/15		42		Termination (tumor volume> ethical criteria)		1

				95836		95836		12/8/15		35		Termination (tumor volume> ethical criteria)		1

				95720		95720		12/11/15		38		Termination (tumor volume> ethical criteria)		1

				95818		95818		12/3/15		30		Termination (tumor volume> ethical criteria)		1

				95688		95688		11/20/15		17		Termination (tumor volume> ethical criteria)		1

				96013		96013		12/22/15		49		Termination (study end)		0

				95969		95969		12/3/15		30		Termination (tumor volume> ethical criteria)		1

				96031		96031		11/23/15		20		Sacrifice / Collection		0

				95901		95901		11/23/15		20		Sacrifice / Collection		0

				95717		95717		11/23/15		20		Sacrifice / Collection		0

		G5 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg TWx2		95727		95727		11/23/15		20		Sacrifice / Collection		0

				95699		95699		11/26/15		23		Termination (tumor volume> ethical criteria)		1

				95706		95706		11/26/15		23		Termination (tumor volume> ethical criteria)		1

				95690		95690		11/30/15		27		Termination (tumor volume> ethical criteria)		1

				96038		96038		11/30/15		27		Termination (tumor volume> ethical criteria)		1

				95559		95559		11/30/15		27		Termination (tumor volume> ethical criteria)		1

				95639		95639		11/23/15		20		Sacrifice / Collection		0

				95711		95711		11/23/15		20		Sacrifice / Collection		0

				95913		95913		11/30/15		27		Termination (tumor volume> ethical criteria)		1

				95893		95893		11/23/15		20		Sacrifice / Collection		0

				95945		95945		11/30/15		27		Termination (tumor volume> ethical criteria)		1

				95755		95755		11/26/15		23		Termination (tumor volume> ethical criteria)		1

		G6 CA4P 100mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		47725		47725		11/23/15		20		Sacrifice / Collection		0

				95751		95751		12/11/15		38		Termination (tumor volume> ethical criteria)		1

				95694		95694		12/22/15		49		Termination (study end)		0

				96041		96041		11/30/15		27		Termination (tumor volume> ethical criteria)		1

				95732		95732		11/23/15		20		Sacrifice / Collection		0

				96002		96002		12/22/15		49		Termination (study end)		0

				96020		96020		12/22/15		49		Termination (study end)		0

				95892		95892		11/23/15		20		Sacrifice / Collection		0

				96005		96005		12/11/15		38		Termination (tumor volume> ethical criteria)		1

				95780		95780		11/23/15		20		Sacrifice / Collection		0

				95939		95939		12/22/15		49		Termination (study end)		0

				95758		95758		12/3/15		30		Termination (tumor volume> ethical criteria)		1

		G7 Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		47648		47648		11/23/15		20		Sacrifice / Collection		0

				95823		95823		11/26/15		23		Termination (tumor volume> ethical criteria)		1

				95835		95835		12/22/15		49		Termination (study end)		0

				95950		95950		12/22/15		49		Termination (study end)		0

				95797		95797		12/18/15		45		Termination (tumor volume> ethical criteria)		1

				95597		95597		11/23/15		20		Sacrifice / Collection		0

				95899		95899		12/22/15		49		Termination (study end)		0

				95784		95784		12/15/15		42		Termination (tumor volume> ethical criteria)		1

				95697		95697		11/23/15		20		Sacrifice / Collection		0

				95647		95647		12/22/15		49		Termination (study end)		0

				95611		95611		11/30/15		27		Termination (tumor volume> ethical criteria)		1

				95654		95654		11/23/15		20		Sacrifice / Collection		0

		G8 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		95743		95743		12/22/15		49		Termination (study end)		0

				47615		47615		12/11/15		38		Termination (tumor volume> ethical criteria)		1

				95718		95718		12/22/15		49		Termination (study end)		0

				95745		95745		12/3/15		30		Termination (tumor volume> ethical criteria)		1

				95636		95636		11/23/15		20		Sacrifice / Collection		0

				95852		95852		11/23/15		20		Sacrifice / Collection		0

				95619		95619		11/23/15		20		Sacrifice / Collection		0

				96026		96026		12/8/15		35		Termination (tumor volume> ethical criteria)		1

				95616		95616		12/22/15		49		Termination (study end)		0

				95659		95659		12/22/15		49		Termination (study end)		0

				95987		95987		11/30/15		27		Termination (tumor volume> ethical criteria)		1

				95603		95603		11/23/15		20		Sacrifice / Collection		0





		Treatments Group G1 Vehicle IP TWx2

		Last measured weight

		Due date		11/30/15

		Meas. date		11/30/15

		Number of animals weighed		1

		Average weight (g)		27,6

		Product		Vehicle

		Administration route		IP

		Concentration (mg/ml)		0

		Dose (mg/kg)

		Volume (ml/kg)		10

		Treatment scheme		every week

				Monday, Thursday

				at 08:00

				From randomization

				4 répétitions

		Theoretical dates		11/12/15 8:00

				11/16/15 8:00

				11/19/15 8:00

				11/23/15 8:00

		Tasks carried out

		Theoretical		Real

		11/12/15 8:00		11/12/15 14:48

		11/16/15 8:00		11/16/15 15:12

		11/19/15 8:00		11/19/15 14:40

		11/23/15 8:00		11/23/15 11:35

		Treatments Group G2 CA4P 100mg/kg IP TWx2

		Last measured weight

		Due date		12/3/15

		Meas. date		12/3/15

		Number of animals weighed		1

		Average weight (g)		25,9

		Product		CA4P

		Administration route		IP

		Concentration (mg/ml)		10

		Dose (mg/kg)		100

		Volume (ml/kg)		10

		Treatment scheme		every week

				Monday, Thursday

				at 08:00

				From randomization

				4 répétitions

		Theoretical dates		11/12/15 8:00

				11/16/15 8:00

				11/19/15 8:00

				11/23/15 8:00

		Tasks carried out

		Theoretical		Real

		11/12/15 8:00		11/12/15 14:53

		11/16/15 8:00		11/16/15 15:17

		11/19/15 8:00		11/19/15 14:45

		11/23/15 8:00		11/23/15 11:43

		Treatments Group G3 Anti-PD-1 10mg/kg IP TWx2

		Last measured weight

		Due date		12/15/15

		Meas. date		12/15/15

		Number of animals weighed		1

		Average weight (g)		27,5

		Product		Anti-PD-1

		Administration route		IP

		Concentration (mg/ml)		1

		Dose (mg/kg)		10

		Volume (ml/kg)		10

		Treatment scheme		every week

				Tuesday, Friday

				at 08:00

				From randomization

				4 répétitions

		Theoretical dates		11/13/15 8:00

				11/17/15 8:00

				11/20/15 8:00

				11/24/15 8:00

		Tasks carried out

		Theoretical		Real

		11/13/15 8:00		11/13/15 11:09

		11/17/15 8:00		11/17/15 14:40

		11/20/15 8:00		11/20/15 15:59

		11/24/15 8:00		11/24/15 8:12

		Treatments Group G4 Anti-CTLA-4 5mg/kg IP TWx2

		Last measured weight

		Due date		12/22/15

		Meas. date		12/22/15

		Number of animals weighed		1

		Average weight (g)		21,1

		Product		Anti-CTLA-4

		Administration route		IP

		Concentration (mg/ml)		0,5

		Dose (mg/kg)		5

		Volume (ml/kg)		10

		Treatment scheme		every week

				Tuesday, Friday

				at 08:00

				From randomization

				4 répétitions

		Theoretical dates		11/13/15 8:00

				11/17/15 8:00

				11/20/15 8:00

				11/24/15 8:00

		Tasks carried out

		Theoretical		Real

		11/13/15 8:00		11/13/15 11:33

		11/17/15 8:00		11/17/15 15:13

		11/20/15 8:00		11/20/15 16:29

		11/24/15 8:00		11/24/15 8:25

		Treatments Group G5 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg TWx2

		Last measured weight

		Due date		11/30/15

		Meas. date		11/30/15

		Number of animals weighed		5

		Average weight (g)		25,0

		Product		CA4P

		Administration route		IP

		Concentration (mg/ml)		10

		Dose (mg/kg)		100

		Volume (ml/kg)		10

		Treatment scheme		every week

				Monday, Thursday

				at 08:00

				From randomization

				4 répétitions

		Theoretical dates		11/12/15 8:00

				11/16/15 8:00

				11/19/15 8:00

				11/23/15 8:00

		Tasks carried out

		Theoretical		Real

		11/12/15 8:00		11/12/15 14:58

		11/16/15 8:00		11/16/15 15:21

		11/19/15 8:00		11/19/15 14:49

		11/23/15 8:00		11/23/15 11:48

		Last measured weight

		Due date		11/30/15

		Meas. date		11/30/15

		Number of animals weighed		5

		Average weight (g)		25,0

		Product		Anti-PD-1

		Administration route		IP

		Concentration (mg/ml)		1

		Dose (mg/kg)		10

		Volume (ml/kg)		10

		Treatment scheme		every week

				Tuesday, Friday

				at 08:00

				From randomization

				4 répétitions

		Theoretical dates		11/13/15 8:00

				11/17/15 8:00

				11/20/15 8:00

				11/24/15 8:00

		Tasks carried out

		Theoretical		Real

		11/13/15 8:00		11/13/15 11:14

		11/17/15 8:00		11/17/15 14:48

		11/20/15 8:00		11/20/15 16:06

		11/24/15 8:00		11/24/15 8:14

		Treatments Group G6 CA4P 100mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2

		Last measured weight

		Due date		12/22/15

		Meas. date		12/22/15

		Number of animals weighed		4

		Average weight (g)		23,5

		Product		CA4P

		Administration route		IP

		Concentration (mg/ml)		10

		Dose (mg/kg)		100

		Volume (ml/kg)		10

		Treatment scheme		every week

				Monday, Thursday

				at 08:00

				From randomization

				4 répétitions

		Theoretical dates		11/12/15 8:00

				11/16/15 8:00

				11/19/15 8:00

				11/23/15 8:00

		Tasks carried out

		Theoretical		Real

		11/12/15 8:00		11/12/15 15:03

		11/16/15 8:00		11/16/15 15:25

		11/19/15 8:00		11/19/15 14:53

		11/23/15 8:00		11/23/15 11:53

		Last measured weight

		Due date		12/22/15

		Meas. date		12/22/15

		Number of animals weighed		4

		Average weight (g)		23,5

		Product		Anti-CTLA-4

		Administration route		IP

		Concentration (mg/ml)		0,5

		Dose (mg/kg)		5

		Volume (ml/kg)		10

		Treatment scheme		every week

				Tuesday, Friday

				at 08:00

				From randomization

				4 répétitions

		Theoretical dates		11/13/15 8:00

				11/17/15 8:00

				11/20/15 8:00

				11/24/15 8:00

		Tasks carried out

		Theoretical		Real

		11/13/15 8:00		11/13/15 11:39

		11/17/15 8:00		11/17/15 15:18

		11/20/15 8:00		11/20/15 16:37

		11/24/15 8:00		11/24/15 8:27

		Treatments Group G7 Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2

		Last measured weight

		Due date		12/22/15

		Meas. date		12/22/15

		Number of animals weighed		4

		Average weight (g)		23,5

		Product		Anti-PD-1

		Administration route		IP

		Concentration (mg/ml)		1

		Dose (mg/kg)		10

		Volume (ml/kg)		10

		Treatment scheme		every week

				Tuesday, Friday

				at 08:00

				From randomization

				4 répétitions

		Theoretical dates		11/13/15 8:00

				11/17/15 8:00

				11/20/15 8:00

				11/24/15 8:00

		Tasks carried out

		Theoretical		Real

		11/13/15 8:00		11/13/15 11:20

		11/17/15 8:00		11/17/15 15:04

		11/20/15 8:00		11/20/15 16:15

		11/24/15 8:00		11/24/15 8:22

		Last measured weight

		Due date		12/22/15

		Meas. date		12/22/15

		Number of animals weighed		4

		Average weight (g)		23,5

		Product		Anti-CTLA-4

		Administration route		IP

		Concentration (mg/ml)		0,5

		Dose (mg/kg)		5

		Volume (ml/kg)		10

		Treatment scheme		every week

				Tuesday, Friday

				at 08:00

				From randomization

				4 répétitions

		Theoretical dates		11/13/15 8:00

				11/17/15 8:00

				11/20/15 8:00

				11/24/15 8:00

		Tasks carried out

		Theoretical		Real

		11/13/15 8:00		11/13/15 11:28

		11/17/15 8:00		11/17/15 15:04

		11/20/15 8:00		11/20/15 16:43

		11/24/15 8:00		11/24/15 8:22

		Treatments Group G8 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2

		Last measured weight

		Due date		12/22/15

		Meas. date		12/22/15

		Number of animals weighed		4

		Average weight (g)		24,0

		Product		Anti-PD-1

		Administration route		IP

		Concentration (mg/ml)		1

		Dose (mg/kg)		10

		Volume (ml/kg)		10

		Treatment scheme		every week

				Tuesday, Friday

				at 08:00

				From randomization

				4 répétitions

		Theoretical dates		11/13/15 8:00

				11/17/15 8:00

				11/20/15 8:00

				11/24/15 8:00

		Tasks carried out

		Theoretical		Real

		11/13/15 8:00		11/13/15 11:47

		11/17/15 8:00		11/17/15 15:08

		11/20/15 8:00		11/20/15 16:22

		11/24/15 8:00		11/24/15 8:33

		Last measured weight

		Due date		12/22/15

		Meas. date		12/22/15

		Number of animals weighed		4

		Average weight (g)		24,0

		Product		Anti-CTLA-4

		Administration route		IP

		Concentration (mg/ml)		0,5

		Dose (mg/kg)		5

		Volume (ml/kg)		10

		Treatment scheme		every week

				Tuesday, Friday

				at 08:00

				From randomization

				4 répétitions

		Theoretical dates		11/13/15 8:00

				11/17/15 8:00

				11/20/15 8:00

				11/24/15 8:00

		Tasks carried out

		Theoretical		Real

		11/13/15 8:00		11/13/15 11:54

		11/17/15 8:00		11/17/15 15:08

		11/20/15 8:00		11/20/15 16:48

		11/24/15 8:00		11/24/15 8:33

		Last measured weight

		Due date		12/22/15

		Meas. date		12/22/15

		Number of animals weighed		4

		Average weight (g)		24,0

		Product		CA4P

		Administration route		IP

		Concentration (mg/ml)		10

		Dose (mg/kg)		100

		Volume (ml/kg)		10

		Treatment scheme		every week

				Monday, Thursday

				at 08:00

				From randomization

				4 répétitions

		Theoretical dates		11/12/15 8:00

				11/16/15 8:00

				11/19/15 8:00

				11/23/15 8:00

		Tasks carried out

		Theoretical		Real

		11/12/15 8:00		11/12/15 15:08

		11/16/15 8:00		11/16/15 15:32

		11/19/15 8:00		11/19/15 14:58

		11/23/15 8:00		11/23/15 11:56





		D0		11/3/15

		Randomization		11/12/15

				Id D0		Id D		Autopsy

		G1 Vehicle IP TWx2		95887		95887		lungs ok, , liver ok
blade kidneys
lleg#re splenomegaly

				95949		95949		Spl#nom#galie
Autres organes OK

				95568		95568		lungs ok, kidneys ok, liver ok
lleg#re splenomegaly

				95889		95889		lungs ok, kidneys ok, liver ok
lleg#re splenomegaly

				95590		95590		Spl#nom#galie
Autres organes OK

				95728		95728		spleen ok
lungs ok, liver ok, kidneys ok

				95799		95799		Spl#nom#galie
Autres organes OK

				96048		96048		splenomegaly
lungs ok, liver ok, kidneys ok

				95942		95942		lungs ok, kidneys ok, liver ok
lleg#re splenomegaly

				95729		95729		Spl#nom#galie
Autres organes OK

				95829		95829		lungs, kidneys, liver ok$
little splenomegaly

				95643		95643		lungs ok, liver ok, kidneys ok, spleen ok

		G2 CA4P 100mg/kg IP TWx2		95731		95731		liver ok, lungs ok, kindeys ok
splenomegaly

				95766		95766		lungs ok, kidneys ok, liver ok
lleg#re splenomegaly

				95655		95655		lungs ok, kidneys ok, liver ok
lleg#re splenomegaly

				95702		95702		Spl#nom#galie
Autres organes OK

				95698		95698		Spl#nom#galie
Autres organes OK

				95936		95936		lungs ok, kidneys ok, liver ok
lleg#re splenomegaly

				95974		95974		lungs ok, kidneys ok, liver ok
lleg#re splenomegaly

				95839		95839		lungs, liver, spleen ok
blade kidneys

				95924		95924		liver, lungs ok
leg#re splenomegalie
blade kidneys

				95833		95833		Spl#nom#galie
Autres organes OK

				95781		95781		lungs ok, kidneys ok, liver ok
leg#re splenomegaly

				95867		95867		Spl#nom#galie
Autres organes OK

		G3 Anti-PD-1 10mg/kg IP TWx2		96011		96011		Spl#nom#galie
Autres organes OK

				95976		95976		Spl#nom#galie
Autres organes OK

				95824		95824		splenomegaly
lungs ok, liver ok, kidneys ok

				95738		95738		lungs ok,, liver ok
lleg#re splenomegaly
blade kidneys

				95792		95792		lungs, kidneys, liver, spleen ok

				95621		95621		lungs ok,, liver ok
lleg#re splenomegaly
blade kidneys

				95563		95563		spleen ok
lungs ok, liver ok, kidneys ok

				95826		95826		Spl#nom#galie
Autres organes OK

				96016		96016		lungs ok, kidneys ok, liver ok
lleg#re splenomegaly

				95851		95851		lungs ok, kidneys ok, liver ok
legere splenomegaly

				95749		95749		tumor necrosis is open
kidneys are pale

				95685		95685		Spl#nom#galie
Autres organes OK

		G4 Anti-CTLA-4 5mg/kg IP TWx2		95993		95993		lungs, kidneys, liver, spleen ok

				95695		95695		Spl#nom#galie
Autres organes OK

				95776		95776		nothing to report

				95836		95836		liver, lungs, spleen, kidneys ok

				95720		95720		nothing to report

				95818		95818		blade liver and blade kidneys
leg#re splenomegalie
lungs ok

				95688		95688		blade kidneys
liver, lungs and spleen ok

				96013		96013		kidneys are pale

				95969		95969		liver, lungs, kidneys, ok
leg#re splenomegalie

				96031		96031		Spl#nom#galie
Autres organes OK

				95901		95901		Spl#nom#galie
Autres organes OK

				95717		95717		Spl#nom#galie
Autres organes OK

		G5 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg TWx2		95727		95727		Spl#nom#galie
Autres organes OK

				95699		95699		lungs ok, kidneys ok, liver ok
lleg#re splenomegaly

				95706		95706		lungs ok, kidneys ok, liver ok
lleg#re splenomegaly

				95690		95690		liver ok, kidneys ok, lungs ok
little splenomegalu

				96038		96038		lungs, kidneys, liver , spleen ok

				95559		95559		reins fonc#e, foie legerement pale
petite splenomegaly, poumons ok

				95639		95639		Spl#nom#galie
Autres organes OK

				95711		95711		Spl#nom#galie
Autres organes OK

				95913		95913		foie legerement pale,
reins fonc#e,
legere splenomegaly
poumons ok

				95893		95893		Spl#nom#galie
Autres organes OK

				95945		95945		lungs, kidneys, liver, spleen ok

				95755		95755		lungs ok, kidneys ok, liver ok
lleg#re splenomegaly

		G6 CA4P 100mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		47725		47725		Spl#nom#galie
Autres organes OK

				95751		95751		splenomegaly

				95694		95694		nothing to report

				96041		96041		liver ok,
reins fonc#e
legere splenomegaly
poumons ok

				95732		95732		Spl#nom#galie
Autres organes OK

				96002		96002		splenomegaly, kidneys are pale

				96020		96020		kidneys are pale

				95892		95892		Spl#nom#galie
Autres organes OK

				96005		96005		nothing to report

				95780		95780		Spl#nom#galie
Autres organes OK

				95939		95939		kidneys are pale
rate fonc#e

				95758		95758		liver, lungs, kidneys, ok
leg#re splenomegalie

		G7 Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		47648		47648		Spl#nom#galie
poumons, reins, foie ok
rate avec aspect granuleuse

				95823		95823		lungs ok, kidneys ok, liver ok
lleg#re splenomegaly

				95835		95835		liver is pale

				95950		95950		nothing to report

				95797		95797		nothing to report

				95597		95597		Spl#nom#galie
poumons, reins, foie ok
rate avec aspect granuleuse

				95899		95899		legere splenomegaly et rate tr#s fonc#

				95784		95784		nothing to report

				95697		95697		Spl#nom#galie
poumons, reins, foie ok
rate avec aspect granuleuse

				95647		95647		kidneys are pale

				95611		95611		lungs, kidneys, liver, spleen ok

				95654		95654		Spl#nom#galie
poumons, reins, foie ok
rate avec aspect granuleuse

		G8 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		95743		95743		nothing to report

				47615		47615		liver and kidneys are pale
lungs ok
splenomegaly

				95718		95718		kidneys are pales

				95745		95745		liver, lungs, kidneys, ok
leg#re splenomegalie

				95636		95636		Spl#nom#galie
Autres organes OK

				95852		95852		Spl#nom#galie
Autres organes OK

				95619		95619		Spl#nom#galie
Autres organes OK

				96026		96026		liver, lungs, kidneys and spleen ok

				95616		95616		nothing to report

				95659		95659		nothing to report

				95987		95987		lungs, kidneys, liver ok
little splenomegaly

				95603		95603		Spl#nom#galie
Autres organes OK





		PRT 150211

		Phenotypage D20 CT26

		11/23/15

														Counts																%												Count

																		on cells		on w/o doublets		on mCD45		on mCD3				on mCD4		on cells		on w/o doublets		on mCD45		on mCD3				on mCD4		ratio

		N°		Sample		Group		Mice		Labeling				beads		cells		w/o doublets		mCD45		mCD3		mCD8		mCD4		mFoxP3		w/o doublets		mCD45		mCD3		mCD8		mCD4		mFoxP3		mCD8/ FoxP3

		1		CT26 
tumor		G1 Vehicle IP TWx2		95590		mix Ig				1120		1623		1443		25		2		0		1		1

		2						95590		mFoxP3		PE		2400		3218		2906		0		0		0		0		0

		3						95590		mCD8a		PerCP		473		3071		2789		0		0		0		0		0

		4						95590		mCD25		PE-Cy7		448		2389		2154		2		0		0		0		0

		5						95590		mCD3		V450		528		3020		2779		0		0		0		0		0

		6						95590		mCD4		VioGreen		582		3721		3338		0		0		0		0		0

		7						95590		mCD45		APC-Cy7		433		2943		2675		881		3		0		2		0

		8						95590		CD45+CD3+CD4+IgCD25				1244		2789		2539		949		268		0		148		1																		%												Count

		9						95590		Mix Ac + Ig Fox				2276		2375		2120		697		199		51		115		0																				on w/o doublets		on mCD45		on mCD3				on mCD4		Ratio

		10						95590		Mix Ac + Ac fox				7050		7209		6596		2372		662		179		367		56		91.5		36.0		27.9		27.0		55.4		15.3		3.2						mCD45		mCD3		mCD8		mCD4		mFoxP3		CD8/FoxP3

		11						95729		Mix Ac + Ac fox				5529		8074		7115		2832		1063		336		519		87		88.1		39.8		37.5		31.6		48.8		16.8		3.9				Mean		28.7		33.4		25.2		55.1		16.8		2.9

		12						95799		Mix Ac + Ac fox				23600		11400		10700		1758		372		85		205		50		93.9		16.4		21.2		22.8		55.1		24.4		1.7				SD		11.0		11.3		5.3		5.0		5.7		0.9

		13						95949		Mix Ac + Ac fox				11500		10200		9178		2082		981		190		599		64		90.0		22.7		47.1		19.4		61.1		10.7		3.0				Median		29.3		32.7		24.9		55.3		16.0		3.1

		14				G2 CA4P 100mg/kg IP TWx2		95698		Mix Ac + Ig Fox				2437		3836		3416		1453		257		94		120		2

		15						95698		Mix Ac + Ac fox				6317		8518		7729		3305		607		220		275		32		90.7		42.8		18.4		36.2		45.3		11.6		6.9

		16						95702		Mix Ac + Ac fox				14400		16300		14900		2585		1341		261		899		59		91.4		17.3		51.9		19.5		67.0		6.6		4.4				Mean		35.4		29.7		25.6		56.6		15.0		3.8

		17						95833		Mix Ac + Ac fox				4856		8485		7449		3592		992		236		582		110		87.8		48.2		27.6		23.8		58.7		18.9		2.1				SD		13.5		15.3		7.3		9.0		7.4		2.4

		18						95867		Mix Ac + Ac fox				6671		9796		8878		2944		616		141		342		79		90.6		33.2		20.9		22.9		55.5		23.1		1.8				Median		38.0		24.3		23.3		57.1		15.3		3.3

		19				G3 Anti-PD-1 10mg/kg IP TWx2		95685		Mix Ac + Ig Fox				2428		5727		5335		2168		585		289		191		0

		20						95685		Mix Ac + Ac fox				6558		6970		6504		2729		710		316		240		55		93.3		42.0		26.0		44.5		33.8		22.9		5.7

		21						95826		Mix Ac + Ac fox				5136		7266		6635		2924		973		291		496		98		91.3		44.1		33.3		29.9		51.0		19.8		3.0				Mean		31.9		27.6		30.1		48.3		18.2		3.7

		22						95976		Mix Ac + Ac fox				9013		7222		6604		2214		503		154		241		52		91.4		33.5		22.7		30.6		47.9		21.6		3.0				SD		16.6		4.4		11.8		11.0		6.5		1.4

		23						96011		Mix Ac + Ac fox				20900		16700		15300		1208		341		53		206		18		91.6		7.9		28.2		15.5		60.4		8.7		2.9				Median		37.7		27.1		30.3		49.4		20.7		3.0

		24				G4 Anti-CTLA-4 5mg/kg IP TWx2		95695		Mix Ac + Ig Fox				1224		2003		1851		297		130		21		81		0

		25						95695		Mix Ac + Ac fox				9804		6221		5775		911		387		55		244		16		92.8		15.8		42.5		14.2		63.0		6.6		3.4

		26						95717		Mix Ac + Ac fox				12300		10000		9401		2068		489		279		116		21		94.0		22.0		23.6		57.1		23.7		18.1		13.3				Mean		36.1		27.7		38.6		41.9		16.0		7.3

		27						95901		Mix Ac + Ac fox				4300		8303		7834		4177		894		464		298		48		94.4		53.3		21.4		51.9		33.3		16.1		9.7				SD		20.0		9.9		19.7		17.1		6.9		5.0

		28						96031		Mix Ac + Ac fox				6423		7704		7254		3856		904		284		429		99		94.2		53.2		23.4		31.4		47.5		23.1		2.9				Median		37.6		23.5		41.7		40.4		17.1		6.6

		29				G5 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg TWx2		95639		Mix Ac + Ig Fox				2182		6013		5290		970		369		82		224		0

		30						95639		Mix Ac + Ac fox				7976		17300		15400		3017		1096		209		694		118		89.0		19.6		36.3		19.1		63.3		17.0		1.8

		31						95711		Mix Ac + Ac fox				6389		6664		6152		2812		558		104		348		57		92.3		45.7		19.8		18.6		62.4		16.4		1.8				Mean		23.9		28.6		22.2		60.3		19.4		1.9

		32						95727		Mix Ac + Ac fox				4423		8708		7666		1871		731		140		477		92		88.0		24.4		39.1		19.2		65.3		19.3		1.5				SD		16.6		10.5		6.5		6.8		3.8		0.4

		33						95893		Mix Ac + Ac fox				16500		26200		24700		1417		273		87		137		34		94.3		5.7		19.3		31.9		50.2		24.8		2.6				Median		22.0		28.1		19.1		62.8		18.1		1.8

		34				G6 CA4P 100mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		47725		Mix Ac + Ig Fox				3736		16400		15500		1718		295		135		79		0

		35						47725		Mix Ac + Ac fox				19200		16300		15400		1646		274		110		85		10		94.5		10.7		16.6		40.1		31.0		11.8		11.0

		36						95732		Mix Ac + Ac fox				6710		8701		8275		2921		848		516		206		38		95.1		35.3		29.0		60.8		24.3		18.4		13.6				Mean		30.1		27.1		52.3		28.7		16.6		11.6

		37						95780		Mix Ac + Ac fox				3552		2801		2615		1074		408		248		92		17		93.4		41.1		38.0		60.8		22.5		18.5		14.6				SD		13.4		8.9		10.3		6.6		3.2		3.3

		38						95892		Mix Ac + Ac fox				5688		9436		8894		2969		738		350		273		48		94.3		33.4		24.9		47.4		37.0		17.6		7.3				Median		34.3		26.9		54.1		27.7		18.0		12.3

		39				G7 Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		47648		Mix Ac + Ig Fox				4102		10600		9592		420		137		15		84		0

		40						47648		Mix Ac + Ac fox				18000		11400		10500		573		156		27		89		9		92.1		5.5		27.2		17.3		57.1		10.1		3.0

		41						95597		Mix Ac + Ac fox				4926		3834		3729		2600		1287		979		194		17		97.3		69.7		49.5		76.1		15.1		8.8		57.6				Mean		37.9		39.1		57.2		24.9		15.0		28.6

		42						95654		Mix Ac + Ac fox				3026		3617		3352		687		156		99		25		6		92.7		20.5		22.7		63.5		16.0		24.0		16.5				SD		29.9		16.6		27.1		21.5		7.0		23.9

		43						95697		Mix Ac + Ac fox				7625		5076		4907		2739		1555		1120		177		30		96.7		55.8		56.8		72.0		11.4		16.9		37.3				Median		38.2		38.4		67.7		15.5		13.5		26.9

		44				G8 CA4P 100mg/kg IP TWx2 + Anti-PD-1 10mg/kg IP TWx2 + Anti-CTLA-4 5mg/kg IP TWx2		95603		Mix Ac + Ig Fox				1686		2453		2327		667		248		161		51		0

		45						95603		Mix Ac + Ac fox				3147		5612		5346		1550		549		346		127		15		95.3		29.0		35.4		63.0		23.1		11.8		23.1

		46						95619		Mix Ac + Ac fox				10100		15200		13900		1726		549		332		113		15		91.4		12.4		31.8		60.5		20.6		13.3		22.1				Mean		29.1		41.2		58.3		25.6		11.0		22.9

		47						95636		Mix Ac + Ac fox				1694		835		760		376		228		135		63		4		91.0		49.5		60.6		59.2		27.6		6.3		33.8				SD		15.4		13.1		5.4		4.7		3.2		8.6

		48						95852		Mix Ac + Ac fox				6288		8405		7849		1990		734		371		229		29		93.4		25.4		36.9		50.5		31.2		12.7		12.8				Median		27.2		36.2		59.8		25.4		12.2		22.6
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