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Background

Figure 1. Efficacy in Phase 1/2 Patients With Advanced TNBC Table 4. AEs of Special Interest” in Phase 1/2 Patients With Advanced TNBC Figure 3. Efficacy in Phase 2 Patients With OC

Results Conclusions
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¢ Patients with advanced triple-negative breast cancer (TNBC) or ovarian cancer (OC) may benefit from TNBC — >3 Prior Lines of Treatment — PD.L1 Negative (CP5 <1%) Total 3(8) 2 (5) 2 prortnes o o e pe 1o . _ _ _
treatment with programmed death 1/programmed death ligand 1 (PD-1/PD-L1) inhibitors == PD-L1 Unknown =3 Priortines of freatment == PD-L1 Unknown EPacadOStat plus pembrolizumab was generally well tolerated in patients
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— In previously treated patients with TNBC who were PD-L1 positive, pembrolizumab and atezolizumab Patients >0 50 Severe skin reaction 2(9) 2(9) with TNBC and OC

treatment were associated with a 19%"' and 24%? objective response rate (ORR), respectively; ® As of the data cutoff, 39 TNBC patients were enrolled and received =1 dose of study treatment (Table 1) y y obi Bt bl T Hypothyroidism 1(3) 0 i i i i

avelumab was associated with a 44% ORR?® 0 0- I | — The safety profile was consistent with the previously reported phase

¢ The majority of patients (56%; n=22) had received =3 prior lines of treatment

1 findings," as well as the phase 1/2 safety data in other tumor
cohorts and pooled phase 2 safety data from this study (ASCO 2017
abstract 3012)

AE, adverse event; TNBC, triple-negative breast cancer.
*AEs of special interest include AEs with an immune-related cause, regardless of attribution to study treatment by the investigator.
—50 - TThe severe skin reactions in patients with TNBC in this study include grade >3 skin lesions and rash maculopapular.

— In previously treated patients with OC, pembrolizumab treatment was associated with a 12% ORR in

¢ 37 patients (95%) had di tinued study treat t
PD-L1—positive patients* and nivolumab treatment was associated with a 15% ORR?® SEMEES (B70) L Uelel e e G e el el
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. . . . . — Reasons for discontinuation were disease progression (n=27), AE (n=3), death (n=3),
¢ Because tumors can evade immunosurveillance through a number of mechanisms, patients may require patient decision (n=1), physician decision (n=1), and other (n=2)

combination treatment strategies _ 100
¢ Median (range) follow-up was 20.8 (2.2 to 56.8) weeks
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— Treatment-related AEs were primarily low-grade and manageable with
standard supportive care

Patients

¢ Indoleamine 2,3 dioxygenase 1 (IDO1) is an interferon gamma-induced, intracellular enzyme that catalyzes

the first and rate-limiting step of tryptophan degra dation in the kynurenine pathway6 CPS, combined positive score; CR, complete response; PD, progressive disease; PD-L1, programmed death ligand 1; RECIST, Response Evaluation Criteria in Solid Tumors; PR, partial

response; SD, stable disease; TNBC, triple-negative breast cancer.

Horizontal dotted lines indicate the thresholds for progressive disease and response according to RECIST v1.1 criteria.

Of the 39 efficacy-evaluable patients, data are shown for 32 patients with postbaseline scans that included assessment of target lesions. Seven patients were not shown in this figure: 2 patients
discontinued treatment for PD per new or nontarget lesion (target lesion not assessed), 1 patient discontinued treatment prior to the first postbaseline scan for clinical progression, 1 patient o . i i )
withdrew consent and discontinued treatment prior to the first postbaseline scan, and 3 patients died prior to the first postbaseline scan. ¢ The majority of patients (78%; n=29) had received =3 prior lines of treatment
*Objective response is PD (SD for target lesions; PD per new lesions or nontarget lesions).

CPS, combined positive score; CR, complete response; OC, ovarian cancer; PD, progressive disease; PD-L1, programmed death ligand 1; RECIST, Response Evaluation Criteria in Solid Tumors;
SD, stable disease.

Horizontal dotted lines indicate the thresholds for progressive disease and response according to RECIST v1.1 criteria.

Of the 37 efficacy-evaluable patients, data are shown for 29 patients with postbaseline scans that included assessment of target lesions. Eight patients were not shown in this figure: 1 patient had
incomplete measurements for target lesions, 2 patients discontinued treatment prior to the first postbaseline scan for clinical progression, 3 patients withdrew consent and discontinued treatment prior
to the first postbaseline scan, 1 patient discontinued for an adverse event (small bowel obstruction) prior to the first postbaseline scan, and 1 patient died prior to the first postbaseline scan.

*Objective response is PD (SD for target lesions; PD per new lesions or nontarget lesions or both).

¢ Median (range) epacadostat exposure was 7.8 (1.0 to 55.7+) weeks

— Depletion of tryptophan and production of kynurenine and other metabolites shift the local immune ¢ As of the data cutoff, 37 OC patients were enrolled and received =21 dose of study treatment (Table 5)

microenvironment to an immunosuppressive state through effects on a variety of immune cells®
¢ Epacadostat (INCB024360) is a potent and highly
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treatment discontinuation due to treatment-related AEs, and AEs
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® To report the preliminary efficacy, safety, and tolerability of epacadostat plus pembrolizumab treatment in Liver 11 (28 cancer. renal cell carcinoma. sauamous cell carcinoma of the head
patients with advanced TNBC and OC based on a February 27, 2017 data cutoff Bone 10 226; Figure 2. CT Scans of a Patient With TNBC 1 16 (43) — For the 8 patients with 1-2 prior lines of treatment, ORR and DCR were 13% and 25% (1 PR, 1 SD), ’ . . “
BRCA mutation, n (%) Common current sites of disease, n (%) respectively, by RECIST version 1.1 and neck, and urothelial carcinoma
mutation, n . . » .
BRCA1 onl i 2 (5) Baseline Week 9 Liver 18 (49) — For the 20 patients with positive PD-L1 expression, ORR and DCR were 5% and 30% (1 PR, 5 SD),
e y. o (oo Lymph node 18 (49) respectively, by RECIST version 1.1 )
negative (49) L 10 (27 ® Responses were ongoing in 1/3 responders (RECIST version 1.1); median (range) duration of response per Related Presentations
BRCA unknown/not tested 18 (46) ung (27) RECIST version 1.1 was 25.0 (1.0 to 45.1+) weeks ortation Poster Tt S econtation Dot
; PD-L1 expression (CPS) ~ BRCA mutation, n (%) resentation/Poster Title resentation Date
Patients . % ! Safety
| - Positive (CPS 21%) 20 (51) | BRCA1 only 7(19) et A i i B e Abstract #9014: Efficacy and safety of epacadostat plus pembrolizumab | Poster Discussion Session:
¢ Key inclusion criteria Negative (CPS <1%) 8 (21) : BRCA2 only 3(8) reatment-related ALS observed in patients wi are shown in tabile treatment of NSCLC: preliminary phase 1/2 results of ECHO-202/ Lung Cancer—Non-Small Cell Metastatic
— TNBC: Adults with histologically confirmed unresectable locoregional or metastatic breast adenocarcinoma Unknown* 11 (28) . BRCA ; o, — The most frequent treatment-related AEs were fatigue (22%), nausea (14%), and rash (14%) KEYNOTE-037 6/3/2017
and pathologically confirmed as triple-negative Prior radiation treatment, n (%) 27 (69) .’;’; . NEgative (39) * Treatment-related AEs led to dose interruptions in 9 patients (24%); the most common was rash (n=4 [11%)]), Abstract #4515: Epacadostat plus pembrolizumab in patients with Poster Discussion Session:
= Required =1 prior systemic treatment for advanced disease Prior surgery, n (%) 34 (87) BRCA unk.nown/ not tested 122 no other events occurred in >1 patient advanced RCC: preliminary phase 1/2 results from ECHO-202/ Genitourinary (Nonprostate) Cancer
— OC: Adults with histologically confirmed International Federation of Gynecology and Obstetrics (FIGO)? Number of prior treatments for advanced disease, n (%) PD-L1 expression (CPS) © Treatment-related AEs led to dose reductions in 5 patients (14%]); the most common was rash (n=2 [5%)]), AEMIOIE-TEY BV
stage IC, II, lll, IV, recurrent, or persistent (unresectable) epithelial OC, primary peritoneal cancer, or 01=2 17 (44) Positive (CPS 21%) 20 (54) no other events occurred in >1 patient Abstract #4503: Epacadostat plus pembrolizumab in patients with Oral Presentation:
fa||0p|an tUbe CarC|n0ma 23 29 (56) Patient is a 70-year-o[d woman dilagn_osed with TNBC (stage 1IAinvas'ive ductal carcinomg) in 1994. At that time her treatment included a lumpectomy with axillary node dilssection. In 2014, Negatlve (CPS <1 %) 9 (24) ® Treatment'related AES Ied to dlSCOﬂtInuatlon in 1 patlent (grade 2 arthralgla) advanced urothe“al CarC|noma pre“mlnary phase 1/2 results Of ECHO_ Genltounna,y (Non_prostate) Cancer
) ) ) ) ] ) ) she was diagnosed with metastatic disease and was treated with paclitaxel and doxorubicin and progressed on treatment. She began treatment on the ECHO-202 study with epacadostat plus
= Required prior platinum-taxane—based treatment in the first-line setting Prior chemotherapy, n (%) pembrolizumab in January 2016. At baseline, metastatic disease involved the liver, lymph nodes, soft tissue, and pleural space. At the first and second on-treatment imaging, there was a 34% Unknownt 8 (22) ® There were no treatment-related deaths 202/KEYNOTE-037 6/5/2017
and 56% reduction, respectively. By Week 55, the patient had complete resolution of all target lesions, which is ongoing. In December, she experienced tachypnea/shortness of breath leading to
— Presence of measurable disease in e|igib|e patients per Response Evaluation Criteria in Solid Tumors Taxane 36 (92) a diagnosis of an organized pneumonia and was taken off treatment; however, her tumor response continues off treatment. This event has resolved and the patient is off steroids. As of the data Prior radiation treatment. n (0/) 6 (16) ® AEs of special interest are summarized in Table 8 Abstract #3012: Safety of epacadostat 100 mg BID plus pembrolizumab Poster Discussion Session:
. 9 . . , cut off, the patient remained NED (no evidence of disease) off treatment for several months. Courtesy of Dr. Alexander |. Spira (Virginia Cancer Specialists Research Institute, Fairfax, VA). d 0 _ _ )
(RECIST) version 1.1,° normal organ function, and an Eastern Cooperative Oncology Group performance Platinum 26 (67) CT, computed tomography; PR, partial response; TNBC, triple-negative breast cancer. Prior suraery. n (% 37 (100 SRO/\ i _ . 200 mg Q3W in advanced solid tumors: phase 2 data from ECHO-202/ Developmental Therapeutics—Immunotherapy
status of 0 or 1 Anthracycline 32 (82) ior surgery, n (%) (100) Table 7. Treatment-Related AEs (25%) in Phase 2 Patients With OC KEYNOTE-037 6/5/2017
— <2.5 x upper limit of normal (ULN) for alanine aminotransferase, aspartate aminotransferase, and alkaline Capecitabine 18 (46) Safety Number of prior treatments for advanced disease, n () AE, n (%) All Grade (N=37) Grade 3/4* (N=37) Abstract #6010: Epacadostat plus pembrolizumab in patients with Clinical Science Symposium:
phosphatase; and <2 x ULN for conjugated bilirubin 0PS, combined positive score: ECOG PS, Eastern Cooperative Oncology Group parformance staius: PD-L1, programmed death igand 4: TNBC, tiple-neqative breast cancer. ¢ All-grade and grade 3/4 treatment-related AEs observed in phase 1/2 safety-evaluable patients are shown in 1-2 8 (22) il SCCHN: preliminary phase 1/2 results from ECHO-202/KEYNOTE-037 What's Next in Immunotherapy for Head
® Patients previously treated with an IDO inhibitor or immune checkpoint inhibitor were excluded “Not evaluable, not done, or missing. Table 3 >3 29 (78) Total 26 (70) 6(16) and Neck Cancer?
fEnrolled patients who had no prior treatment for advanced TNBC received treatment in adjuvant/neoadjuvant setting. Fatigue 8 (22) 0 6/6/2017
Study Design and Treatment = — The most frequent treatment-related AEs were fatigue (18%), rash (18%), and nausea (15%) Prior chemotherapy, n (%) Nausea 5 (14) 0
icacy . L . _ . . .
* As part of a broader phase 1 dose escalation, patients with TNBC received oral epacadostat 300 mg twice - Al 39 TNBC patients (phase 1 and 2) were evaluable for effcacy at data outoff: ORR was 10% (4 PR) * Treatment-related AEs led to dose interruptions in 5 patients (13%); none occurred in >1 patient Platinum 37 (100) Rashf 5(14) 3(8)
daily (BID) plus intravenous (IV) pembrolizumab 200 mg every 3 weeks (Q3W) e B wag 33% (9 %D) by RECIST version 1.1 (Table 2 an dyFigure 1): by | SECIST ORRowas 10% * Treatment-related AEs led to dose reductions in 2 patients (5%); none occurred in >1 patient Taxane 37 (100) Diarrhea 4 (1) 0 Ackn owledgments
— Patients with OC were not evaluated in phase 1 of this study (4 PR) and DCR was 36% (10 SD) ® Treatment-related AEs led to discontinuation in 1 patient (grade 3 ascites) CPS, combined positive score: ECOG P, Eastern Cooperative Oncology Group performance status; PD-L1, programmed death ligand 1: OC, ovarian cancer Pyrexia 4 (1) 0 The authors wish to thank the patients and their families, the investigators, and the site personnel who participated
° - - . 10 - - T o o e Th ] Gl *No OC patients in phase 1. | | | o ' ALT increased 3 (8) 0 in this study. This study was sponsored by Incyte Corporation (Wilmington, DE) in collaboration with Merck & Co., Inc
The maximum toleratfed dose of epacadostat was not reached during phasg 1 _evaluahonﬂ, epacadostat 100 — Of 17 patients w!th 0-2 prior lines of treatment, ORR was 12% (2 PR) and DCR was 24% (2 SD) ere were no treatment-related deaths a0 e 3, e e, o Tl Arthralgia 3(8) 1) (Kenilworth, NJ). Medical writing assistance was provided by Cory Pfeiffenberger, PhD of Complete Healthcare
mg BID plus pembrolizumab 200 mg Q3W was selected for further evaluation in phase 2 by RECIST version 1.1 » AEs of special interest are summarized in Table 4 _ Alkaline phosphatase increased 3 (8) 0 Communications, LLC (Chadds Ford, PA, a CHC Group company) and funded by Incyte.
* Al TNBC and OC patients enrolled in phase 2 received epacadostat 100 mg BID plus pembrolizumab — Of 20 patients with positive PD-L1 expression, ORR was 15% (3 PR) and DCR was 35% (4 SD) Table 3. Treatment-Related AEs (5% in Phase 1/2 Patients With Ad 4 TNBC Efficacy Vomiting 3 (8) 0
200 mg Q3W by RECIST version 1.1 able 3. Treatment-Related AEs (25%) in Phase atients i vance * All 37 OC patients (phase 2) were evaluable for efficacy at data cutoff, ORR and DCR were 8% and 35% AST increased 2 (5) 0 References
Assessments e Iileip((’)]nos-le-?OWZGge72;]\gNoe|ggs|n 2/4 responders (RECIST version 1.1 ), median (I’ange) duration of response was AE. n (%) All Grade (N=39) Grade 3/4* (N=39) (3 PRé(;I/O Sg)é;%jpgcg\éel¥,1b%IDI?ECIST version 1.1 (Table 6 and Figure 3), by WRECIST, ORR and DCR Asthenia 2 (5) 0 1. Nanda R, et al. J Clin Oncol. 2016,34(21 )2460-2467 2. Emens LA, et al. Inhibition of PD-L1 by MPDL3280A leads to
* Efficacy data are reported for all patients who had >1 postbaseline scan, discontinued, or died as of data R ' WEre o7 an o ( : ) Chills 2 (5) 0 clinical activity in patients with r_net.asta’.uc trlple-negat.lve breast cancer (TNBC). Presented at: American Association for
T : : : Total 27 (69) 6 (15) D d it 2(5 0 Cancer Research Annual Meeting; April 18-22, 2015; Philadelphia, PA. 3. Dirix LYY, et al. Avelumab (MSB0010718C),
cutoff Table 2. Best Objective Response (RECIST v1.1) in Phase 1/2 Patients With Advanced TNBC o 18 ) Table 6. Best Objective Response (RECIST v1.1) in Phase 2 Patients With OC cereased appetite () an anti-PD-L1 antibody, in patients with locally advanced or metastatic breast cancer: a phase Ib JAVELIN solid tumor trial.
* Safety data are reported for all patients who received 21 dose of study treatment as of data cutoff e o {15) —— Hypothyroidism 2(5) 0 Presented at: San Antonio Breast Cancer Symposium; December 8-12, 2015; San Antonio, TX. 4. Varga A, et al. J Clin
i uations included ORR ot CRT + bartial BRI o ol rat Number of Prior Lines of Treatment PD-L1 Expression Rashf 7(18) 1(3) Number of Prior Lines of Treatment PD-L1 Expression® Pain 2 (9) 0 Oncol. 2015;33(suppl):abstract 5510. 5. Hamanishi J, et al. J Clin Oncol. 2015;33(34):4015-4022. 6. Moon YW, et al.
Dé)CI:C)(l)eRva lli’?:{ Ionstlrl];l: Ud_e S(IgOmp ededrestponsef [CR] + partial response [PR]), disease control rate Nausea 6 (15) 1(3) Pruritust 2 (5) 0 J Immunother Cancer. 2015;3:51. 7. Liu X, et al. Blood. 2010;115(17):3520-3530. 8. Edge S. Ovary and primary peritoneal
. + + % " : " : ] . In: : ' : : ; ' - ; :419-428.
( , e desase! ]), BN Patients, n (°/) (Lo-tglg) (21_127) (nEgZ) POSItIV(?'](-gI;)S . %) Negatlv(en(—%l;s : %) Pyrexia 5 (13) 1 (3) Total* 1-2 23 Positive (CPS 21 %) Negatlve (CPS <1 %) AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; MedDRA, Medical Dictionary for Regulatory Activities; OC, ovarian cancer. ;aglggr:?]aaulenr E,g\gztS; eésll,’ jgznﬁéfgoc()%nzgés)tgggg i\;aqga{_';tmhlg % NeetV;Yg:-ke]il;lnTnfrsr(Ijnag[err\é?:aagéﬁggeo |7r|;l 2’[353 of
' ' 9 ' ’ = = = = = i 0 E = = = = * - i i : jon, lipase i , pericardi ion, i ia (n= . . ) : : ’ : S ’ :
B Response UES EEEBEEEE cvery 2 Wee.k 3 LEITg NECISY version Lol .ancll |mmu.ne-related RECIE i Headache 4 (10) 0 Patients, n (%) (N=37) (n=8) 1= (=) (n=9) f%Zir.?L?S&i’fﬁé‘?if@@?ﬁgreh'naetﬁgQ;E\Sp?é’flﬁé’ﬁ’ (tj:r?n:trZZ;a?;ihh%gfjlgzgguIIaF;a:(re\dnr(;r:r? Z?Sriﬁgrcard o llsion,end sinus bracycarda (n=1 each epacadostat (INCB024360) in combination with pembrolizumab in patients with advanced/metastatic melanoma. Presented
(irRECIST), the latter allowing for continued treatment until progression is confirmed ORR (CR+PR) 4 (10) 2(12) 2(9) 3 (15) 0 Diarth TE ; ORR (CR+PR) 3 (8) 1(13) 2(7) 1(5) 0 *Pruritus includes the following MedDRA preferred terms: pruritus and pruritus generalized. at: 12th International Congress of the Society for Melanoma Research; November 18-21, 2015; San Francisco, CA.
* Safety and tolerability were evaluated based on adverse events (AEs) per Common Terminology Criteria for CR 0 0 0 0 0 larrea (8) cR - ; . ; . . _ . . 11. Gangadhar TC, et al. Epacadostat plus pembrolizumab in patients with advanced melanoma and select solid tumors:
Adverse Events version 4.0 PR 4(10) 2 (12) 2(9) 3 (15) ; Influenza-like illness 3 (8) 0 Table 8. AEs of Special Interest* in Phase 2 Patients With OC updated phase 1 resuits from ECHO-202/KEYNOTE-037. Presented at: European Society for Medical Oncology Congress
- | | | o ALT increased 2 (5) 0 PR 3 (8) 1(13) 2 (7) 1(5) 0 2016; October 7-11, 2016; Copenhagen, Denmark
® AEs of special interest include AEs with an immune-related cause, regardless of attribution to study treatment ) 9 (23) 2 (12) 7(32) 4 (20) 3 (38)
by the investigator DCR (CR+PRASD 3 (33 Y 0 (4 .3 3 (33 Arthralgia 2 (5) 0 SD 10 (27) 1(13) 9(31) 5 (25) 2 (22) AE, n (%) All Grade (N=37) Grade 3/4 (N=37)
+PR+
- - ( ) (33) (24) @) (33) (38) AST increased > (5 (3 DCR(CR+PR+SD) 13 (35) 2 (25) 11 (38) 6 (30) 2(22) Total 5 (14) 3(8)
EleEliey eEls PD 21 (54) 10 (59) 11 (50) 11 (55) 2 (25) O O
» .. . . . . . i PD 16 (43 6 (75 10 (34 11 (55 4 (44 Severe skin reaction’ 3 (8) 3 (8)
— Positive PD-L1 staining status was determined based on a 1% cutoff by immunohistochemistry (IHC) using Not evaluable 5 (13) 3(18) 2(9) 2 (10) 3(38) Dysgeusia 2(5) 0 (43) (75) (34) (59) (44) voothvroid 38 0
an investigational version of the PD-L1 IHC 22 C3 pharmDx (Agilent, Carpinteria, CA, USA) Pruritus? 2 (5) 0 Not evaluable 8 (22) 0 8 (28) 3 (15) 3 (33) ypol .erI ISm (8)
CPS, combined positive score; CR, complete response; DCR, disease control rate; irRECIST, immune-related RECIST; ORR, objective response rate; PD, progressive disease; PD-L1, programmed My05|t|s 1 (3) 0

* The percentage of positive cells is determined using combined positive score (CPS), which is the number
of staining tumor and immune cells relative to total tumor cells; the percentage is defined by the number
of staining cells per 100 tumor cells

death ligand 1; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable disease; TNBC, triple-negative breast cancer.
*By irRECIST: ORR=10% (4PR), DCR=36% (10 SD).

TEnrolled patients who had no prior treatment for advanced TNBC received treatment in adjuvant/neoadjuvant setting.

+0Of 11 patients with unknown PD-L1 status, there were 1 PR, 2 SD, and 8 PD by RECIST v1.1.

AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; MedDRA, Medical Dictionary for Regulatory Activities; TNBC, triple-negative breast cancer.
*Other grade 3/4 treatment-related AEs not included in the table: ascites, blood bilirubin increased, and pneumothorax (n=1 each).

TRash includes the following MedDRA preferred terms: rash, rash maculopapular, and rash pruritic.

*Pruritus includes the following MedDRA preferred terms: pruritus and pruritus generalized.

CPS, combined positive score; CR, complete response; DCR, disease control rate; irRECIST, immune-related RECIST; ORR, objective response rate; OC, ovarian cancer; PD, progressive disease;
PD-L1, programmed death ligand 1; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable disease.

*By irRECIST: ORR=8% (3 PR); DCR=37% (11 SD).

TOf 8 patients with unknown PD-L1 status, there were 2 PR, 3 SD, 1 PD, and 2 not evaluable by RECIST v1.1.
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AE, adverse event; OC, ovarian cancer.
*AEs of special interest include AEs with an immune-related cause, regardless of attribution to study treatment by the investigator.
TThe severe skin reactions in patients with OC in this study include grade =3 rash and rash maculopapular.
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