Bempegaldesleukin®* (NKTR-214) + nivolumab in first-line advanced/metastatic urothelial carcinoma: Updated results from PIVOT-02
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* Two anti-PD1/PD-L1 agents have approval in the 1L cisplatin-ineligible setting. Regulatory authorities Table 1. Baseline Patient Characteristics (n, %) Table 3. RECIST v1.1 Objective Response Rate Biomarker Evaluation
recently revised the labels to restrict the usage to patients whose tumors have PD-L1 expression, . . . . -
CPS > 10 or PD-L1 IC > 5% 126 All Patients (n=41) Efficacy Evaluable (n=27)* Total Efficacy  pp.1 <15 SR PD-L1 * 13 paired tissue samples were evaluated for changes in PD-L1 expression (28-8 IHC PharmDx Assay; Figure 5)
. o . . . . Age, Median (Range) in Years 70 (41, 91) 70 (41, 83) Evaluable* : . Unknown » 7 of 10 (70%) PD-L1 negative samples at baseline converted to PD-L1 positive by week 3
* Approximately 70% of cis-ineligible patients have tumors with low PD-L1 expression, which leaves a Bopulat _ _ ORR for efficacy evaluable cis-ineligible population (n=16) is 44%
high unmet need for new therapy options for these patients'? SfptiEern o Siliestey |SEE S FENEmSs, 2 n 2 . CR: complete response; DCR: disease control rate; PR: partial response; SD: stable disease » 3 of 3 patients who were PD-L1 positive at baseline remained PD-L1 positive
. . . . Clsplatln Inellglble 27 (66%) 16 (59%) ORR* (CR+PR) 13 (48%) 5 (45%) 6 (50%) 2 (50%) *As of c_zlata cut-off date of 12/?:/2018,_ ORR by primary .investligator assessment inc_:luded 4
* Bempegaldesleukin (NKTR-214) is a CD122-preferential IL-2 pathway agonist that has been shown to Renal Impairment 19 (70%) 12 (75%) cR 5 (19% 208% 3 @5 O e esonnsad o e e o o - -
increase tumor-infiltrating lymphocytes, T cell clonality and increase PD-1 expression (Figure 1)7 . | jtor frst soan with o confirma’ ' Figure 5. On-Treatment PD-L1 Conversion
-Iearlng Loss 4 (1 5%) 2 (13%) PR 8 (30%) 3 (27%) 3 (25%) 2 (50%) 12/3/2018, 3 of 4 patients have had scans confirming responses (including CR) 100 Patient with Urothelial Carcinoma
. . . e e . _ ° 0 ° 0 <Effi luable defined tocol tients with at least t-baseli . As of ~
* Bempegaldesleukin combined with the checkpoint inhibitor nivolumab has been shown to convert Peripheral Neuropathy, Grade >2 4 (15%) 1 (6%) DCR (CR+PR+SD) 19 (70%) 8 (73%) 9 (75%) 2 (50%) 12/:'3323%? 1a ;Ztieent Svlanseeleeurdperg %?On:r?—gﬁgliebri]litsyv(vr:o tzrgzﬁeggﬁfgﬁd SaSZtlire]itSscjigcoit(i)nued 80 - - Baseline: Week 3:
tumors from PD-L1 non-expressers to expressers (PD-L1 negative <1% to PD-L1 >1 %)8 Missing 1 (40 0) (6%) prior to first scan [1 due to.pati.ent decis.ion; 1 due to clinical progression; 1 due to death from 50 - N PR - _' _
| | | | . . . o SD 6 (22%) 3 (27%) 3 (25%) 0 disease]; 10 patients pending first scan in database . SD PD-L1 N egative PD-L1 Positive
* PIVOT-02 is a multicenter, Phase 1/2 study evaluating bempegaldesleukin plus nivolumab and Cisplatin Eligible (Refused Standard Of Care) 14 (34%) 1 (41%) PD 8 (30%) 3 (27%) 3 (25%) 2 (50%) 'g 40 -4 PD L o
includes a cohort of patients with locally advanced or metastatic UC who are cisplatin-ineligible or Sex S 20- ¢ Not evaluable S
cisplatin eligible who have refused standard of care (SOC) Male 29 (71%) 20 (74%) 2 : iy e
Female 12 (29%) 7 (26%) Figure 2. Best Percentage Change from Baseline in Target Lesions r 2 pts (0—5)* =
. . . . . a _ ot
Figure 1. NKTR-214 Delivers a Controlled, Sustained, and Biased Signal PD-L1 Status® 0 = Negative (°D-L1 <19%) @ Treatment Ongoing o 4 In Yy
- - ] - >19% B i o oy T
Through the IL-2 Receptor Pathway Positive [>1% TC] 13 (32%) 12 (44%) =Dt Unknown ver s 2- B TEne s
Prodrug (inactive) 2-PEG 1-PEG Negatlve [<1% TC] 13 (32%) 11 (41 %) 2 J SRR R O S _ 0 3 ptS (0_)0)/\ :' r_",_-'_.__ i AN
N('éTPRE%;)‘l |rrevers.b|eAthe Cytokln(;)rreverSibﬁctive Cytokine Not Evaluable® 2 (5%) - dN, # ‘ . O . O ’ ® o o | I ; 2 ¥ i
) 1Re|?;f,; S Release Not Availableb 13 (32%) (1 5%) » 2 0- # # # # § ) | | | Baseline Week 3
R . _ L = ® o o P Effi Evaluabl =27 ORR 1 pat!ent Wlth PD; .1 patlgnt not evaluable
~ ~ Locally Advanced Disease 1 (200) (40 0) g 8 ICacy Evaluabie n A 2 patients with PD; 1 patient not evaluable
. . ®
v i Metastatic Disease (Stage V) 40 (98%) 26 (96%) 2 0 -20- ORR by RECIST 13 (48%) i
]E “hg Lymph Node Only® 16 (39%) 11 (41%) = g """""""""""""""""""""""""""""""""""" ORR by irRECIST 14 (52%) Flgure 6. RECIST Re_sponses Observed Independent of PD-L1
L-2RGy 1L 2Ray Visceral (Non-Nodal Metastases)° 24 (59%) 5 (56%0) dg,’f"m_ Responses noted across all disease locations Status and CD8+ Infiltrate
NK, CD4+, and O\o . .
Ebar et lmmnosuppress,vej ECOG Performance Score (.‘_:: =~ 80 Visceral non-nodal metastases (n=15) 8 (53%) NE 2000 - - » 22 baseline tissue samples® were evaluated for
" response 0 18 (44%) 13 (48%) # Best overall response is PD 1nno . . Nodal metastases (n=11) 5 (46%) £ 4500 - ® CR PD-L1 expression (28-8 IHC PharmDx Assay) and
+: Best overall response is PR with -100% reduction of target lesions B X _ _ o
1 22 (54%) 14 (52%) -80- §: Best overall response is unconfirmed PR % 1000 - % : gs CD8 (Ag”ent CD8/144B ant|b0dy) pOS|t|Ve Ce”S
Not Available 1 (2%) _ - : Best overall response is confirmedCPg with unconfirmed é)l;{ ) ° % PD and correlation with response
_ , _ ) »: Best overall response is PD by RECIST v1.1; PR by irRECIST ®» 500 - o _
Prior Systemic Neoadjuvant Therapy 5 (12%) 4 (15%) -100 g I, : B 2 » Similar responses observed across patients
Prior SyStemiC Adjuvant Therapy 4 (‘ O%) 4 (1 5%) - T ettt ettt et Medlanvalue:?1cel|8/mm regardless of baseline CD8+ TIL and PD-L1
. B - . - - ORR 5/11 (45%) :
Previous Cystectomy 5 (12%) 2 (7%) Figure 3. Percent Change in Tumor Size by Week og 01 o DCR  8/11 (73%) expression
All patients (N=41) have received at least one dose of NKTR-214 and nivolumab 100 — - _ , O 40- r * 4/8 patients with both low CD8+ TIL and no PD-L1
(St'mu'ates Immune Response to Kill Tumor Ce”) a PD-L1 status evaluated using the 28-8 PharmDx assay; negative defined as <1% of tumor cells with PD-L1 expression on IHC; positive defined as >1% of tumor Negative (PD-L1 <1%) o % [] . . .
cells with PD-L1 expression on IHC; TC: tumor cells 80 — . — Positive (PD-L1 >1%) = 5. * expression achieved responses (noted by shading
° Patients with PD-L1 assessment not evaluable; biopsy sample collected but tissue not evaluable; Patients with PD-L1 assessment not available: 4 patients no 60 qm’ X A N figure)
available biopsy samples for analysis due to physician waivers; 9 patients pending biopsy sample analysis o = PD-L1 Unknown g 0 - t ) _ . _ .
PIVOT_ 02 STU DY DE SIG N AN D E N D POI NTS c Defined as disease metastasized to lymph node (LN) only (includes only pts with LN disease or LN + primary site of disease) g o 40 — ® Treatment Ongoing 1L mUC (n=27 Efficacy Evaluable) — | ; ; || . . ﬁgzzzznif :r\:ghaﬁ;?;gg IeF:c\lessgganzE ]::_;r: ﬁtg 327a r;?figECBere-{/lall_lu(gzlzezio\;\icieerits
4 Defined as disease metastasized outside of lymph nodes (excludes pts with LN disease or LN + primary site of disease) 7p) = y Median duration of follow-up (months 5 1 0 1 5 10 20 60 100 did not have sufficient k;iomarkers to be included in the analysis (4 were not
- Effi - - - - - S O T T S e~ P ( ) . . ,
icacy evaluable defined per protocol as patients with at least one post-baseline scan. As of 12/3/2018, 1 patient was excluded for non-eligibility (no target o Baseline PD-L1 (%) +2 patients with SD available for PD-L1 and 1 was not evaluable for CD8+ TIL)
DOSE ESC ALATI ON :ciers;o;\():,air}g C; gcg’gzr;tes discontinued prior to first scan [1 due to patient decision; 1 due to clinical progression; 1 due to death from disease]; 10 patients pending g § 0 Median time to response (months) 2
— ACROSS A RANGE OF — DOSE IE c N Patients with ongoing r 11/13 (85%
c 20 — going responses (85%)
SOLID TUMORS EXPANSION 28 ] . T ---- IR - ; CONCLUSIONS
D% 40— Median % reduction from baseline in 78%
NKTR-214 0.003 ma/kg q2w Key mUC inclusion criteria Table 2. Treatment-Related Adverse Events (TRAE) E S ® responders as of 3DEC2018 (ongoing) | | | | | |
+ nivolumab 240 mg g2w » Unresectable locally : o 90— —eoo Median % reduction from baseline, 32% * Bempegaldesleukin (NKTR-214) plus nivolumab in 1L advanced/metastatic urothelial carcinoma was well
advanced or metastatic ARG B N=41 (n, %) -80 — all efficacy evaluable patients tolerated and demonstrated promising clinical benefit in patients who were either cisplatin ineligible or
NKTR-214 0.006 mg/kg g3w disease Patients Experiencing at Least One TRAE 36 (88%) 100 — S o e e e e . T ——— cisplatin eligible who refused SOC
- o (i LA . _ n patients wi response, T o _
o MURlIUTMELD 2440 g G2 ClEplEiTEnEglsts Most Common Grade 1 or 2 TRAEs Occurring in >15% of the Population? no patients discontinued due to relapse. - ORR in cisplatin-ineligible was 44%; ORR in refused SOC was 55%
e Cisplatin-eligible who . «0 N o= e patie . . P
refused SOC Flu-like Symptoms® 9 (71%) R et Two patients discontinued for TRAE. — Therapy demonstrated deep responses with CR rate of 19% (median 78% tumor shrinkage
Recommended Phase 2 dose i Fati 3 (56%) ! ! ! ! . . | | | | | | . . . d
- * ECOG 0-1 gue 0 4 § 12 16 20 24 28 32 36 40 44 48 52 56 60 among responders)
NKTR-214 0.006 mg/kg q3w 1L mUC expansion cohort .
+ nivolumab 360 mg g3w e 41 MUC patients enrolled Rash 9 (46%) Weeks Since Treatment Initiation - No relapSGS observed among responders
g”d ref;el\ilV;?Ratz'ffSt one Pruritus 3 (32%) » Responses were observed regardless of baseline PD-L1 expression
! ose O - + i o) - g . . . . .
NKTR-214 0.006 mg/kg q2w Other tumor types being nivolumab Decreased Appetite 1(27%) Patient Case: Pseudoprogression —~ ORR in PD-L1 positive patients was 50% and ORR in PD-L1 negative was 45%
+ nivolumab 240 mg g2w evaluated in separate e 57 mUC patient Nausea 9 (22%) _ _ , , , . _ _ _ _ , ,
expansion arms (ongoing) - ﬁg;c eF:/% |I§2b?e\,\(l:leerﬁned | o i * One documented case of pseudoprogression was observed in a 70-year-old male with disease that included left external iliac lymph nodes (target lesion) * Bempegaldesleukin plus nivolumab demonstrated conversion of PD-L1 status from negative at baseline to
NKTR-214 0.009 ma/kg q3w Sy o at loast one Patients Experiencing at Least One Grade 3 TRAE 6 (15%) and bilateral pulmonary nodules (non-target lesions) at baseline positive on treatment
: . _h b,e . .
+ nivolumab 360 mg q3w post-baseline scan E'“ iike S.ymptoms f E O; » Initial tumor assessment (week 9) revealed 23% increase in target lesions; biopsy of progressing lesions revealed lymphocytic infiltrate on IHC staining — 70% (7/10) of matched biopsies converted
ypotension® % _ _ _ o _ _ _ ] . . : . : . : : :
- F o ' . °* Th t rt th tential benefit of thi mbination in patients with urothelial cancer
Primary endpoints: Drug Reaction With Eosinophilia and Systemic Symptoms® 1 (2%) » Patient continued on treatment; the following scan (week 20) revealed a 28% decrease in target lesions from baseline. (Figure 4) ese data suppo e potential bene . ot this (.:o bina .o patients urothelial ca C.e |
» Safety and tolerability per CTCAE v4.03 Encephalopathyf 1 (2%) * The week 24 scan revealed a 48% reduction in target lesions from baseline and patient met criteria for PR by irRECIST. Further improvement was noted . Phha?ﬁ 2 StLIIdy of blemtr))legaldeel‘,leukln ?nd n'VO|Um§b In progresr? to flurther evaluate e]‘:fggcl3_’1and safety In
- the 1L cisplatin-ineligible population of patients whose tumors have low expression o -
* ORR per RECIST v1.1 assessed every 8 (+1) weeks Hypereosinophilic Syndrome'’ 1(2%) on subsequent scans. (Figure 4) (PIVOT-1 OpNCT0378%925;) P P P
* Per protocol, efficacy evaluable is defined as patients with >1 post-baseline scan Myasthenic Syndromes 1(2%) » Patient continues on study treatment; week 40 scan showed 64% decrease from baseline. (Figure 4) ’
Secondary and exploratory endpoints: Combplete Atrioventricular Block®e 1(2%) _ _ _ _ _ ACKNOWLEDGMENTS
» Duration of response, OS, PFS, clinical benefit rate, PK Myocarditis? 1 (2%) Figure 4. Serial CT Scans Consistent With Pseudoprogression
- - The investigat d like to acknowledge the patients and clinical t for their participation in this study; - o
* ORR by immune related RECIST (irRECIST) Myositis? 1 (2%) Baseline Week 9: 23% increase in target lesions; Week 20: 28% decrease from baseline; Week 40: 64% decrease from baseline; Daicl)n]%ersclgnaag:)sr;vﬂc\)/z delveGIo(p))ri(;nr’:(:)\:‘VtiegPeD-a p”ig r;;_gnphzrlrr:c;l( aesasr:; é)rrist(jl_rhﬁjerrf EZLJ;E)ZI?PririeStsn yN J) &Opizshogth‘igwsr Obtig;‘)" E E
- - - . - . % . , - . - - , . e re L:)If er:znznjze on )
Biomarker endpoints (subset of patients in each cohort) Patints Experiencingat Loast One Grade 4 or 5 TRAE : ers conoied o and apwensd 0 esoia. Wiing and o0tk ssmarce s provig o Mk | o S T
* Absolute lymphocyte count and blood immuno-phenotyping Patients Who Discontinued Due to TRAE 4 (10%) ‘Q""—?‘* - ‘ 2 Phillips, PharmD, MBA of Phillips Gilmore Oncology Communications and funded by Nektar Therapeutics. andl the aufhor TS poster E -

* Baseline and on-treatment biopsies (3 weeks) were collected in patients, when clinically
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