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INTRODUCTION Pharmacokinetics

Time-Dependent Mean Plasma Concentration of PK Parameters for Indoximod after Single (Day 1)
NLG802 or Indoximod After Oral Dose(s) of NLG802 or Multiple (Day 21) NLG802 Doses

Multiple Doses (Day 21) NLG802 726 mg: n=4

Indoximod Molar
Equivalent Dose 100 mg 200 mg 400 mg

 Indoximod contributes to enhanced antitumor immunity by relieving indoleamine
2,3-dioxygenase (ID0)-mediated immunosuppression by mechanisms that involve
modulation of aryl hydrocarbon receptor (AhR) signaling and mTOR activation, 100 Single Dose (Day 1) 100
leading to multiple immunomodulatory effects, including a shift from suppressive
Foxp3* Treg toward Th17 helper T cells and downregulation of IDO expression in

—
o
il s

=
N é 10 | Day 1 Day 21 Day 1 Day 21 Day 1 Day 21*
dendritic cells’ 2 i omod N 6802180 mg Cmaxs HM 72(2.7) 6 5 (2.9) 11 8(16)  185(32)  125(5.2) 19 5 (13.6)
- Indoximod demonstrated an excellent safety profile in human clinical trials at S 1 ~ o NlGa02726mg —— — Egg; E ; E ; — gg; — Efg; E ;
E 1/25 4 (U. 1 (1. 4 (1.
doses of up to 1200 mg BID E AUCy. 15, h-uM 40.9 (9.4) 387 (14.2) 726 (133) 1069 (224) 807 (38.3) 1471 (104.9)
e Increasing doses above 1200 mg BID generally does not result in increased plasma 5 04 o1k AUCq.irs, h-uM 48.8 (76)  52.1(226)  92.2(255) 125.5(24.4) 118.1(41.5) 190.2(108.3)
concentration or drug exposure due to limiting dose-dependent oral bioavailability S : CLRILM 2l | WU | A (sl | T8 iEe) 1 s (Ba) | Ay
, , o , , = _ V/F, L 110.0 (34.0)  137.0(29.0) 120.0 (24.0) 79.0(23.0) 192.9(68.4) 190.3 (164.6)
’ TO Improve bIOa.Va”at.)I'Ity .Of Ind.OXIde, WE develo.ped NLG802’ d PrOdrug that 0.01 ik -‘ - - - - - - 0.01 ~ - - : - - - - *1 subject did not complete dose-limiting toxicity window due to rapid disease progression. Values are given as mean (standard
Increases oral bloava”ablhty of indoximod ~5-fold in nonhuman pnmatesz 0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48  geyjation [SD]). AUC,.1,, area under concentration-time curve from time 0 to 12 h: AUCq.ir, AUC from time 0 to infinity; Cymay,
Nominal Time Since Last Dose, h Nominal Time Since Last Dose, h maximum concentration; CL/F, oral clearance; Tpax, time to Crax iy, half life; VI/F, apparent volume of distribution.
OBJ ECTIVES Indoximod Exposure Parameters After Single or Repeated Molar-Equivalent Oral Doses of Indoximod or NLG802
* T0 assess .safety a.nd toxicity of NLG802 | o 40- Cova 200- AUC,.., 400- AUCq e
" achievable dose (VBAD) and recommended Phase 2 dose of NLGG02 = | TNG82 5 | - NGso2 5 | ~NLGa?
o | | | = 2 | ~Indoximod s Lo, ~ Indoximod = %97 - Indoximod
 To assess the pharmacokinetics (PK) of NLG802 and its active metabolite S = = =
indoximod at increasing dose levels @z 20- S 2 200-
o 5 ? S S
2 = = 100- 2
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Phase 1 3+3 Dose Escalation StUdV (NCT031 64603) 0 400 800 1200 1600 2000 ’0 400 800 1200 1600 2000 ’0 400 800 1200 1600 2000
Adults (=18 y) with recurrent advanced solid tumors Oral NLG802 BID = 40 300 - 400 -
refractory to previous chemotherapy or biological agents _ | =
e Fastern Cooperative Oncology Group N 363 mg |, Repeating 28-d cycles until ) = =)
verformance status 0 or 1 196 m toxicity or disease progression = 5 %0- Z) £ 3001
 Adequate bone marrow, renal, and liver function : — px = = 200+ E
 No active/recent history of autoimmune disease, L = = =
untreated brain metastases, active infection/serious 8 & 5 £ 2007
uncontrolled medical disorder, or pregnancy B - s | = S
S 5 = 100- =
« PK assessments were performed at Day 1 after first single dose (0-72 h) and at 2 = ﬂ/ E: / g 1007
Day 21 (0—12 h) after repeated BID (q12h) dosing E ] - g =
0 400 800 1200 1600 2000 ’0 400 800 1200 1600 2000 ’0 400 800 1200 1600 2000
R ES U LTS Indoximod Dose, mg Indoximod Dose, mg Indoximod Dose, mg
Baseline Demographics Indoximod Exposure in Monkeys and Humans After . . . .
Total NLG802363 mg BID  NLGSO2 726 mg BID Single Oral Dose of NLG802 or Indoximod at Maximum Tolerated Dose or Maximum Biologically
N=11 n=4 n=4 : : -
Vdian age. y (range) ceil s 89 (3577 5 (te1 Allometrically Scaled Molar-Equivalent Doses Achievable Dose
Female, n (%) 4 (45) 2(67) 2 (50) 1(29) __ 1200- . Indoximod  NLG802 T * NLG802 MTD/MBAD had not been reached at time of analysis
- c 00 8 == - H . . c Sc . .
caucasian/whlle, "cfﬂ/o)rectal — 210?) 31((13030)) 41((1205(;) 41((1205(;) e | e o Moniey — 1 subject (726 mg dose) did not complete dose-limiting toxicity window
Bladder 1(9) 1 (33) 0 0 R R NOAEL in Monkeys ... due to rapid disease progression and was replaced
Cervical 1(9) 1(33) 0 0 i e
;“('?,}o“)’ YPE.  Ppancreas 3 (27) 0 2 (50) 1 (25) 2 600 e | N | |
Melanoma 1(9) 0 1(25) 0 £ o Antitumor Activity at Time of Analysis
Sarcoma 1(9) 0 0 1(25) T 300- . . . o
Lung 1(9) 0 0 1(25) E 2 subjects achieved a best response of stable disease per RECIST 1.1 criteria,
» NLG802 has been administered at 3 of 5 dose levels in 11 subjects T et with 1 subject having durable stable disease >3 cycles
- Dose, umol/m? | * 9 subjects (45%) remained on study, 5 (49%) were alive, and 1 unknown
Safety and Tolerability VOREL. no-observed-AE level due to withdrawal (10%)

Total NLG802 363 mg BID NLG802 726 mg BID
N=11 n=4

AEs in >2 subjects CONCLUSIONS
Fatigue 2

6 1 3
Nausea 5 3 1 1
Peripheral edema 4 2 2 * Overall, NLG802 was well tolerated, with no unexpected safety signals
(all anretated to NLGS02). n 4 2 1 1 e At the time of this analysis, MTD/MBAD had not been reached
Type of event” AT Coanlitn, | Ll Muscular weakness * NLG802 produced 4-fold increases in G, and AUC after a single dose, and 4-5.5 fold increases in C.« and AUC after
back i s eninal continuous BID dosing compared with the molar equivalent of indoximod dosing
B e i oo * Average accumulation ratios for indoximod after repeated NLG802 BID dosing were 1.2, 1.4, and 1.6 at doses of 180, 363,
localized edema, ed '
ocalized edema, ederna and 726 mg, respectively | |
all Grade 1 or 2. mt T ed AES g 1 > 3 - Daily exposure at steady state after NLG802 726 mg BID dosing was ~300 h-uM, which compared favorably to 240 h-uM
Type of event* | T LDH, fatigue, Fatigue, Al:idominal discomfort, obtained with indoximod 1200 mg BID
mphooyie uun Mtash e » Average steady-state plasma concentration after NLG802 726 mg BID dosing was 12.5 yM compared with ~10 pM for indoximod
— vomiting 1200 mg BID dose
“1 report of each event unless otherwise indicated; TNo Grade =3 events occurred. AEs, adverse events; LDH, lactate dehydrogenase.
* No subject experienced any dose-limiting toxicities or AEs Grade >3 REFERENCES 1. Brincks EL, et al. AACR 2018, poster 3753; 2. Mautino M, et al. AACR 2017, poster 4076. Ei'i",_-ﬁEl
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