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Background Study Design & Objectives Results Safety
- NKTR-102 is a topoisomerase 1 inhibitor-polymer conjugate Study Design: Randomized Simon Two-Stage Objective Tumor Response Rate by RECIST (Investigator Assessment) Maximum Decline in Tumor Measurements (All Patients) Safety: Summary of Drug Related AEs

of irinotecan with reduced peak concentrations, a STAGE 1 STAGE 2

: : : Response by RECIST v 1.0 NKTR-102 NKTR-102 TOTAL Most Common Drug-related Grade 3 NKTR-102 145 mg/m? NKTR-102 145 mg/m?
continuous exposure profile, and a greater penetration ; : 145 mg/m? 145 mg/m? ITT/Evaluable 150 6 patients with 100% resolution of target lesions and 4 Adverse Events > 5% or event q14d q21d
e METASTATIC 145 mg/m 145 mg/m PRIMARY q14d q21d .+ 2CRs of interest N (%) N=35 N=35
. . BREAST CANCER q14d q14d ENDPOINT: ITT/Evaluable ITT/Evaluable * 4 near CRs (unresolved non-target lesions) Grade 3 Grade 4 Grade 3 Grade 4

 NKTR-102 has superior efficacy (measured both by n=70 RANDOMIZED n=20 n=15 N 35/31* 35/35 20/66 00603: pleural thickening; bone metastases _

OBSECUINE | | 100 | - Diarrhea 6 (17%) 1(3%) 8 (23%) 0
tumor growth delay and regression rate) compared to <ReciMENs L g RESPONSE ORR gconprmeg; unconfirmed) I 8;%1 ggg;; ! 1((3;‘%) 22 gmﬁg gg;; 8312)2- pleiura{_efgusm - > (6% > (6% By (%)
o _ . 1:1 2 2 confirme % % % %0 %o . Sclerotic bone metastases Neutropenia % Yo % %
irinotecan against a wide range of human xenograft FORNEIASTANS e ;%I i L ;"1%/"' RI:?I-ISET ¢'Z> 02109: right pleural effusion and sclerotic bone metastases Eatique 4 (11%) 0 3 (9%) 0

DISEASE q q ( ) CR (confirmed) 2 (6%)/2 (7%) 0 2 (3%)/2 (3%) o 0 9
tumors. (ENA 2007, abs C10) n=20 n=15 PR (confirmed) 8 (23%)/8 (26%) 9 (26%) 17 (24%)/17 (26%) L Dehydration 2 (6%) 0 3 (9%) 0
SD 17 (48%)/13 (42%) 17 (48%) 34 (49%)/30 (45%) o _
PD 8 (23%)/8 (26%) 9 (26%) 17 (24%)/17 (26%) g 0 Asthenia 2 (6%) 0 0 0
MCF-7 Breast Tumor Model Statistical Hypotheses: H ORR (RECIST version 1.0) < 5% and H_ ORR > 20%. S ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ?I(?)I(;A)C?Se'?)rease Lymphopenia 2 (6%) 0 0 0
2000 — : — Clinical benefit 0 0 0 0 0 S Vomiting 2 (6%) 0 0 0
7 T e 1 error = 0.029, -t e 2 error = 0.145 12 (34 A))/12 (39 /0) 15 (43 /o) 27 (38 /0)/27 (41 A))
_ 1 | &~ Control (Typ yp ) (CR+PR+SD=6 months) 50 - Neutropenic sepsis . : 1 (3%) .
¥ 1 | e Irinotecan 1: If>1 lentr n hat treatment regimen proceeds to the next stage. . . -
= 1 40 mg/k Stage pét_e t responds, t_ att J P J *4 patients in the Q14 day arm with no post-baseline scans but no evidence of progression were excluded from analysis in the 0 : Febrile neutropenia 0 0 1(3%) 0
€ 1500 - I Stage 2: An additional 15 are patients enrolled luable populati 100% Resolution of
:: 1 | e NKTR-102 ge <. P €valuable population. -100 Target Lesions *C25rtadet2 die?[rrhlee: %cgurrte}]d in 11% (q124add) andd11%t (q21d)I ][e_slpec]’giv”ely . "
E : 40 mg/kg If > 4 patients respond out of 35 patients (Stage 1 + Stage 2 combined), the drug has met reatment-related deaths: sepsis (q21d) and acute renal failure following diarrhea (q14d)
5 { | > NKTR-102 the efficacy threshold Response Rate By Prior Therapy
> 1000 - 90 mg/kg ] -150 - .
o - Other Safety: Neuropathy and Alopecia
o J Prior Therapy Subgroup Response by RECIST v 1.0
E o0 : NKTR-102 Breast Cancer Study: Objectives Evaluable Patients No grade 3 or 4 neuropathy was reported
] - - . - NKTR-102 145 mg/m? NKTR-102 145 mg/m?
© - . : : :
= : Primary Efficacy Objective: NKTR-102 NKTR-102 TOTAL Phase 2 Breast Cancer Study: Progression-Free Survival (All Patients) qi4d q21d
@ B P | . L. 145 mg/m? 145 mg/m? N=35 N=35
— , 308000 9 -0 8. c0e-8 T\  Determine the objective response rate (ORR) by RECIST v 1.0 q14d 4214 Ee— E—— E—— E——
T . . . _ . N=31 N=35
0 7 14 91 98 35 42 49 55 63 70 77 Determine the optimal schedule of NKTR-102 in breast cancer | ® 1.0000- Alopecia 6 (17%) . 3 (9%) 1 (3%)
» Secondary Objectives: FULET LU Gl 7/22 (32%) 5/21 (24%) 12/43(28%) = |
Days Post Initial Treatment y ol ORR (confirmed) s 0-9000
» Estimate progression-free survival (PFS) . . ‘@ 0.8000 Saf T : :
Prior A/T in MBC 0 0 . o o _ afety: Time Course of Diarrhea and Neutropenia
- Evaluate overall survival (OS) rates ORR (confirmed) Ao 35 A8 ) ) £ 0.7000- Preliminary Median PFS = 20 weeks (95%ClI: 10 — 24)
 Characterize the safety profile I p— o o o S 0.6000- NKTR-102 NKTR-102
Polymer Conjugation Improves Pharmacokinetics ORR (confirmed) 216 (33%) 319 (33%) S/15 (33%) @ 145qT4ng2 145qr2"190’|m2
c . |
of Irinotecan PETIIT - - 2 | a2 At
Key Ellglblllty Crlterla g 0.4000 Diarrhea (=2Grade 3)
Response Rate By Tumor Characteristics 6 0.30007 Dose 1 and/or 2 9% 3%
100 S 0.2000 - Dose 3 and/or 4 0% 14%
TEI « Male or female patients with advanced breast cancer following taxane therapy (adjuvant T —— Response by RECIST v 1.0 'g 1000 Onset Time, Median (Range) days 88 (1-121) 99 (8-131)
5 [ or metastatic) Evaluable Patients §. N Noutropenia (2Grade 3)
=, - ' i = « Patients may also have received prior anthracycline or capecitabine o . —~ - - - S, i - 20,
O Reduced SN38 T1/2~50 . . NKTR-102 NKTR-102 TOTAL Dose 3 and/or 4 0% 6%
c S§3g°§ i | Days after * No prior camptothecin therapy 145 mg/m? 145 mg/m? | | ) _ _
o max ) ‘ . . . . . : 144 214 : Onset Time, Median (Range) days 98 (15-188) 60 (28-140)
& NKTR-102  No more than two prior chemotherapy regimens given in the metastatic setting s N Time From Cycle1/Day1 (days)
(e o) B - . : : : . .
o ' ' ' *Anti-diarrheals given therapeutically; no prophylactic anti-diarrheals administered
2 1 Measurable disease as defined by RECIST version 1.0 ER+ and/or PR+ . . . *Preliminary progression-free survival as of October 26, 2010. As of the data cutoff, approximately 60% of patients are still alive - ° P g PP
/) \ \ 1\ e ECOGPS:0-1 ORR (confirmed) 8/21 (38%) 4/21 (19%) 12/42 (29%) and being followed for survival. Because a majority of the patients are still alive and are therefore censored for any analysis of
g ‘\ \ . ‘\ . “ Adequate renal, hepatic and marrow function survival, it is not yet possible to report OS for this study. N
1\ I I ’ )
h \ 1\ 1\ 1\ TNBC 2/8 (25%) 5/10 (50%) 7118 (39%)
© * No known or suspected CNS metastases ORR (confirmed)
= \ 1 \ 1 1\ 1\
o 1 = | | | ; YT - : : :
0. N ; 5 0 - * No significant pre-existing acute/chronic Gl disorder Visceral Disease 8125 (32%) 0133 (27%) 17158 (29%) CO“CIUSIO“
. ORR (confirmed) . . . .
Sue8 1112724 hours™ - rime (days) Patient 053802 Baseline [ 4th Patient 052103 Baseline [/ 3rd
y:;:'fgﬁgt\zmg gfse StUdy Demog raphlcs TNBC: triple negative breast cancer On-study Scan On-study Scan « High confirmed objective response rate (29% overall; 32% q14d; 26% g21d) with
| . Prior A/T: PD on prior taxane. Shrinkage TNBC: Prior A/T: PD on prior taxane. a preliminary PFS estimate of 20 weeks with single-agent NKTR-102 in 2nd/3rd
* Data from Xie R et al. 2002, J Clin Oncol 20:3293 _ _ _ , _ , _ ] ' ] ] _ ' ]
NKTR-102 NKTR-102 of visceral lesions (confirmed PR) Shrinkage of visceral lesions (confirmed PR) line in patients Wl'th eltdvanced breast cancer pre-treated with anthracycline and
145 mg/m? 145 mg/m? REfe rences taxane +/- capecitabine
q14d q21d
N=35 N=35  Anti-t tivity similar for both schedules
260ct2009 09Mar2010 9Sep2009 21Dec2009 nti-tumor activity
range of tumors in phase 1(11% confirmed PRs; ENA FCOG PS 0 15 (43%) 13 (37%) (Peg-Irinotecan) reveals early evidence of broad anti-tumor activity in three different e con |rmeb risponse rate 1s maintained i heavily pre-treatetand poor
2008, abs 595) 1 20 (57%) 22 (63%) schedules. Presented atthe 20th EORTC-NCI-AACR Symposium on “Molecular prognomii_llj_ / éeprse troated: 33
: : : : * 0 0 C : : ° - : 0
- Of interest, 3 patients in the Phase 1 study with Receptor Status EET/ F?Ir?F/)II?IIJErR-Z ble neantive ﬁ ((;63? ﬁ)) f; Egg ;; Targets and CancerTherapeutics’ Meeting, Oct 21-24, 2008, Geneva, Switzerland. Triple negative: 30%
. . 0 0 . - . . . . o { : 0
triple-negative breast cancer (TNBC) showed Her2+ 6 (17%) 1(3%) Xie R, Mathijssen RHJ, Sparreboom A, et al. Clinical pharmacokinetics of irinotecan Visceral disease: 29%
D : . . . . o o : . . : : ° . 0
significant response to single-agent NKTR-102 $nort8ystteTlc _II\_leoadJuI;/ant :nd/gr Adj_uvanttth?r?_py . gz g; fg gg Egg f; and its metabolites: A population analysis. J Clin Oncol 20 (15): 3293-3301, 2002
reatments axane pased regimen in metastatic setting % % . . . . . . . . g . . . .
(ENA 2008, abs 595) Prior AT only (anthracycline/taxane) 24 (69%) 21 (60%) Vergote IB, Micha JP, Pippitt Jr. CH, Rao GG, Spitz DL, Reed N, Dark GG, Garcia A, « Side effects generally manageable with dose limiting toxicity consisting
. Prior AT only for metastatic disease 6 (17%) 8 (23%) : _ : : : : : _0n0 ' '
. NKTR-102 showed a 22% confirmed response rate per Prior ATC (anthraoydline/taxane/capeditabine) - (20%) 0 (26%) Masilyar DJ, e.md Rustin GJ. Phase. || study of NKTR 102 in women with primarily of Grade 3 diarrhea (20-23%) typically occurring after 3 months of
RECIST in heavily pre-treated women with platinum \I\;Ilzglearglc();tﬁtg:;c; (;izlrlgzir;sngmetastatlc disease) . (;00/) . (340/) platinum-resistant/refractory ovarian cancer. d Clin Oncol 28:15s, 2010 suppl; abstr therapy for both schedules
- - - - 5013. . . . . L .
resistant/refractory ovarian cancer (ASCO 2010, abs Time from primary | Median (years) (Range) 1.5 (0-7) 2 (0-12) « NKTR-102 is being evaluated in multiple cancer indications as a single and
5013) diag. to metastatic combination agent. Phase 3 planning is underway in ovarian and breast cancers.

* Numbers may add up to more than 100% due to patients included in multiple rows
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