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PD-1/PD-L151DO-1:
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Tab.1 Small molecular IDO-1 inhibitors under research

7= il 44 R /Al TE & B AE Bt = W B
Resminostat 45C; Menarini; Yakult Honsha . FFE. JB/b e finiE S TTHF
Indoximod(D-1MT) NewLink Genetics fiifeg . B RRRE. FLERE. BEaEE% TTHF
Epacadostat Incyte A inE. BPERE. BEEREES ITHA
GDC-0919(NLG-919) R teth i3 T3
F-001287 BMS Ay i P BT
IDO/TDO inhibitors (cancer) Curadev:Roche ke Il < HIT
IDO1 program (cancer) NTRC BV A 9 Il A Rl
Indoleamine pyrrole 2,3 dioxygenase 1 inhibitors Redx Oncology ke Il < HIT
IDO inhibitors (oral, cancer) IOmet Pharma ke Il < HIT
Pyranonaphthoquinone derivatives i:t}ﬁiiligﬂ I&JI]ISEH’IEEE.: University Bt 27 s B R
Dual TDO/IDO inhibitors IOmet Pharma ke Il < HIT
Indoleamine 2,3-deoxygenase inhibitor E;:;E??;gjﬂldﬁﬂr& Hospital JEE L Il A HIT
Indoleamine 2,3-dioxygenase 1 inhibitors Phizer A 923 Il < HIT
SBLK-200802 N/A N/A it
BLV-0801 N/A N/A it




Table 1 1DCOI1 mnhibitors in climical trials (all informations come Irom www.climcaltrials.gov).  IN/A stands for not apphcable
Compound Phase Conditions/disease Combination Status NCT number
Epacadostat Phase | Solid tumors and hematologic N/A Completed NCTO01195311
(INCB(24360) malignancy
Phase | Qvarian cancer/fallopian tube Fludarabine/cyclophosphamide Completed NCTOZ118285
carcinoma/primary peritoneal
carcinoma
Phase | Non-small cell lung carcinoma/ Atezolizumab Terminated NCT02298153
urothelial cancer
Phase [/l  Metastatic colorectal cancer Pembrolizumab/azacitidine Not yet recruiting ~ NCT03182894
Phase 1/II  Solid tumors Nivolumab/ipilimumab/lirilumab Recruiting NCT03347123
Phase [/l  Advanced malignancies/metastatic INCAGNO1876/pembrolizumab Not yet recruiting NCT03277352
cancer
Phase [/l  Metastatic colorectal cancer Pembrolizumab/azacitidine Not yet recruiting NCT03182894
Phase [ /11  Solid tumors/head and neck cancer/  MEDI4736 Not yet recruiting NCTO02318277
lung cancer
Phase [ /1l  Colorectal cancer/endometrial can- MK-3475 Recruiting NCTO02178722
cer/head and neck cancer
Phase ]I (iastric adenocarcinoma Pembrolizumab Recruiting NCT03196232
Phase Il Lung cancer Pembrolizumab Recruiting NCT03322540
Phase [11 Urothelial cancer Pembrolizumab Not yet recruiting NCT03361865
Phase [1] Lung cancer Pembrolizumab/platinum-based Recruiting NCTO03322566
chemotherapy
Phase [I1 Head and neck cancer Nivolumab/carboplatin/cisplatin/ Withdrawn NCT03342352
cetuximab/5-fluorouracil
Phase III Melanoma Pembrolizumab Not yet recruiting NCT02752074
Phase 111 Lung cancer Nivolumab/carboplatin/cisplatin/ Not yet recruiting NCT03342904
pemcitabine/paclitaxel/pemetrexed
Indoximod (D-1-MT)  Phase | Unspecified adult solid tumor N/A Completed NCTO00567931
Phase | Breast cancer/lung cancer/melanoma/ N/A Terminated NCTO00739609
pancreatic cancer/solid tumors
Phase ] Glioblastom/glioma Temozolomide/cyclophosphamide/  Recruiting NCT02502708
etoposide
Phase ] /Il Metastatic melanoma Ipilimumab/nivolumab/ Unknown NCT02073123
pembrolizumab
Phase 1/Il  Metastatic pancreatic cancer Nab-paclitaxel/gemcitabine Recruiting NCT02077881
Phase 1/11  Acute myeloid leukemia Idarubicin/cytarabine/indoximod Recruiting NCT02835729
Phase [I Metastatic breast cancer Fulvestrant/tamoxifen Recruiting NCT02913430
Phase [[ Metastatic breast cancer Docetaxel/paclitaxel Unknown NCT01792050
Phase [I/lll Melanoma Pembrolizumab/nivolumab Recruiting NCT03301636
Navoximod Phase | Solid tumor N/A Completed NCT02048709
(GDC-0919, NLG919)  Phase | Solid tumor Atezolizumab Not vet recruiting NCT02471846




i3 EHARY

RESEARCH OBJECTIVES

PD-1/PD-L151DO-1:

OTHARR A, ERE LIS RTHREANP, EEREBERNLEZE
~NSCLCHER 4y BhEZ 1 DO-1 A 5PD-L1 fRE 3Rk

® |D0-1{X 3R T B FERh = TE N BY 25 TS M4 B Jeg B — fp g ia T $E o
CZliﬁlﬁﬂﬁi:lEl'J 7£ 7 f#—2HNSCLCRHeE = IDO-1F0PD-L1FRIA

[BJRY KRR, Fi2 ID0-1REFAHLRBARIRIGT EVFRICYF
HY 78 R




02 HRFIEE




(g iy

T

MATERIALS AND METHODS

Case Selection
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MATERIALS AND METHODS

Immunohistochemistry
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RESULTS

TABLE 1. Case Distribution by Tumor Grade and Stage

n/N (%)
Age (Mean
Histotype [Range]) (y) Grade Stage
Overall (N = 102) 66 (37-88) 1: 15/102(15) 1:40/102(39)
2:55/102(54) 2:46/102 (45)
3:32/102(31) 3:15/102(15)
4:1/102 (1)
Adenocarcinoma 68 (49-88) 1: 14/51(27) 1:23/51 (45)
(N=151) 2:25/51(49) 2:21/51 (41)
3:12/51(24) 3:7/51(14)
4:0
Adenosquamous 67 (51-85) 1: 0 1:4/9(45)
carcinoma (N = 9) 2:1/9(11) 2:3/9(33)
3: 8/9(89) 3:2/9(22)
4:0
Squamous cell 65 (37-82) 1:1/42 (2) 1:13/42 (31)
carcinoma (N =42) 2:29/42(69) 2:22/42 (53)
3:12/42(29) 3:6/42(14)
4:1/42 (2)
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RESULTS

TABLE 2. Extent of IDO-1 and PD-L1 Expression

n/N (%)
Overall (N=102) Adenocarcinoma (N = 51) Adenosquamous Carcinoma (N =9) Squamous Cell Carcinoma (N = 42)
[DO-1+Tumor
ﬁ:}verall +(2 1%) 43/102(43) 21/51 (42) 4/9 (44) 18/42(43) ]
1%-5% 19/102(19) 9/51(18) 0 10/42(24)
6%-10% 11/102(11) 4/51(8) 2/9 (22) 5/42(12)
11%-25% 7/102(7) 3/51(6) 2/9 (22) 2/42(5)
26%-50% 3102(3) 3/51(6) 0 0
[ >50% 3/102(3) 2/51 (4) 0 1/42(2) ]
PD-L1+tumor
E:}verall—( > 1%) 54/102(54) 22/51 (44) 7/9 (78) 25/42(60) ]
1%-5% 10/102(10) 9/51(18) 0 1/42(2)
6%-10% 7/102(7) 3/51(6) 0 4/42(10)
11%-25% 10/102(10) 4/51(8) 1/9 (11) 5/42(12)
26%-50% 6/102(6) 2/51 (4) 2/9 (22) 2/42(5)
[ > 50% 21/102(21) 4/51(8) 4/9 (45) 13142(31)]




= TABLE 3. IDO-1 and PD-L1 Coexpression Patterns
=

RESULTS n/N (%)
PD-L1<1% PD-L11%-50% PD-L1 > 50%

All NSCLC
IDO-1 <1% 33/102 (32) 20/102(20) 6/102(6)
IDO-1 <50% 15/102 (15) 11/102(11) 14/102(14)
| IDO-1 > 50% 0 2/102(2) 1/102(1)
Adenocarcinoma
IDO-1 <1% 22/51 (43) 8/51(16) 0
IDO-1 <50% 7/51 (14) 8/51(16) 4/51(8)
IDO-1 > 50% 0 2/51(4) 0
Squamous cell carcinoma
IDO-1 <1% 10/42 (24) 0/42(21) 5/42(12)
IDO-1 <50% T7/42 (17) 3/42(7) 7M42(17)
IDO-1 > 350% 0 0 1/42(2)
Adenosquamous carcinoma
IDO-1 <1% 1/9(11) 3/9(33) 1/9(11)
IDO-1  <50% 1/9(11) 0 3/9(33)

IDO-1 > 50% 0 0 0
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TABLE 4. IDO-1 and PD-L1 Expression ( 2 1% Cutoff for Positive)
n/N (%)

Squamous

Adenosquamous Cell
Overall Adenocarcinoma  Carcinoma  (Carcinoma

(N =102) (N =2951) (N = 9) (N =42)
IDO-1/PD-L1  (28/102 (27) 14/51 (27) 3/9 (33) 11/42 (26)
coexpression - ‘
IDO-1 only (15/102(15) 7/51 (14) 1/9 (11) 7/42 (17)
PD-L1 only | 26/102(25)) 8/51 (16) 4/9 (44) 14/42 (33)
IDO-1/PD-L1  33/102 (33) 22/51 (43) 1/9 (11) 10/42 (24)

negative
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RESULTS

o PD-L1 + IDO Expression
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