=N Phase Il study of NGR-hTNF plus doxorubicin in relapsed ovarian cancer

D. Lorusso!, G. Scambia'!, G. Amadio', N. Trivellizzi!, A. Pietragalla’, R. De Vincenzo', V. Salutari !, M. Di Stefano!, A. Lambiase?, C. Bordignon?
'Department of Gynecologic Oncology, Catholic University of Rome, Italy; “MolMed, Milan, Italy

Background and methods

- i i . 4 )
Tumor necrosis factor a.lpha (TNF-a) has shovyn Study deSIgn Safety Best response n=35* % Waterfall plot Spider plot
potent preclinical antitumor effects, but its ~
clinical deve[opment was hampered by severe One or more prior platinum/taxane regimen with 177 CyCles in combination Partial response (PR) 8° 23 3100 ng 100;
toxicity’ radiological progression: (median 4, range 1-8) @ 75 3
) : i : i while receiving or within 6 months (PR relapse) : 0 Stable disease (SD) 15 43 3 3
NGR-hTNF consists of TNF-a fused with the tumor 18 patients (49%) had > 6 cycles and 12 o 50 >
) . . . or . % &
:?Tr:?nge)z_?’pept]de NGR (asparagine-glycine between 6 - 12 months (PS relapse) patients (32%) completed 8 cycles Disease control (PR + SD) 23 66 g 250 UL T, T
g 0 No treatment discontinuations for adverse i i =0 5
e N PS 0-1 and LVEF 2 55% events (AEs) Progressive disease (PD) 12 34 - E
‘ ’1,\\ Primary endpoint; response rate (CR+PR) . . . § ......................................... E
: AR A hTNF-a ) _ Grade.1'2 (.Zhllls in 19 patients (51%) on NGR- * Two patients withdrew before first reassessment £ g
VI (human Tumor Secondary endpoints: disease control rate hTNF infusion °  Six patients had PR during the 15t stage (n=17) 5 751 § qoolteanchange I 2/ L2
AR VW 7{}“ Necrosis (CR+PR+SD), PFS, OS, and safety 2 patients (5%) with grade 1 cardiac events and the trial met its overall primary endpoint = 00 Basal 2nd 4th 6th 8th cycle
8 Vs \f(*’ (o) - 1 .
! Factor-alpha) Open-label, single-arm phase 2 trial with a two- - o
NGR selectively binds )¢5 stage accrual design: e N N [ B\
CD13 overexpressed O =~ U > 2/17 pts (first stage) and > 6/37 (second Study-emergent AEs (>20% of patients) Disease control rate Progression-free survival Overall survival
on tumor blood vessels stage) with radiologic response would warrant I
- J further testing of combination By platinum sensitivity | By baseline lymphocyte count Median. 5.0 months Median, 17 months
. ) . 100; | Partially 100y 95% Cl. 3.1 - 6.9 months 1005 95% Cl, 10.4 - 23.6
In preclinical models,* low-dose NGR-TNF given I sensitive > 6.month rate. 45% 1.year OS rate: 65%
two hours before doxorubicin increased both ( ) £ g0 | ™ %8:232; 0 : —M 3 80 | .. 80
number of tumor cells reached by doxorubicin and = '}g::g:i ! BPR S 3
intracellular amount of doxorubicin NGR-hTNF . 5 60 : BsD g 60 s &
Synergism with doxorubicin was observed in 0.8 pg/m? | Jntil PD S B | Restant/ "é' 3
. . ] ] 1h iv infusion S 40, - | Rerractory S 40 S a0
immunocompetent mice, but not in nude mice § E | —A 8 2
lacking functionally mature T lymphocytes? @ @ Tumor assessment by RECIST 9 g gl : 2 00 ?
20- s o )
In phase | trial,4 the optimal dose of NGR-hTNF was v i ‘:’e;efs_ V. every 6 weeks (2 cycles) _} 5 ! =
. : . : % l
established at 0.8 pg/m? in combination with ol L 11 1l _ RlNE= g . ! —_—— 0 . . : : .
doxorubicin, with a safe profile ﬁ ﬁ PP R I N I RV C S S : ° 8 _ 21 A8 A 0 ° 1_2 18 2 %
e B & Qe,*‘ S S g 8 O o 1 Time (months) Time (months)
. . 7 R RN Q7 & S 07 A
Doxorubicin 60 mg/m?2 , T R o{\"o" &9 R % :
Ovarian cancer (OC) patients who progress while 2-h after NGR-hTNF || Up to 530 mg/m N N © Q N ) 2 l Median PFS in patients with Median OS in patients with
. e . . . |
receiving first-line platinum-based therapy or I Partially-sensitive relapse 7.8 months Partially-sensitive relapse 20.1 months
within 6 months of its completion have - 7 0! . :
refractory/resistant (PR) relapse RR P$ I >1.2iml <1.2iml >1.2iml <1.2/ml Resistant-refractory relapse 3.8 months Resistant-refractory relapse 14.3 months
Patients who progress between 6 and 12 months Baseline characteristics (n=37) : 5 ) KDlsease control 6.6 months Disease control 24.0 months/
have partially-sensitive (PS) relapse Median age in years (range) 57 (35 - 72) ConCIUS]OnS
In refractory/resistant relapse,> the Gynecologic B NGR-hTNE and doxorubicin can be safel . . . . . .
Oncology Group (GOG) analyzed retrospectively ECOG performance status (PS) | 35 g0 /5 (14%) given in relapsed OC with a favorablz Antitumor activity according to the baseline peripheral blood lymphocyte count
several phase 2 trials on 407 patients. Overall 0/1 tolerability profile e
o ° o ° ° ° - °
respog;f/ raltv\e Jyas 1P4F/g and dl;e:se coa’:rol I:'tle Prior regimens B Disease control was achieved in half of PFS (all patients) PFS (resistant/refractory patients) OS (resistant-refractory patients)
was 27, Medlan was 4.4 months whre 1/22 30 (81%) / 7 (19%) patients with resistant/refractory and in 100 100+
median OS was 10:2 months. Disease control : most of patients with partially-sensitive > \- « Lymphocyte count > 1.2/mL* (n=28) X « Lymphocyte count > 1.2/mL* (n=18) 1007} + Lymphocyte count21.2lmL: (nf18)
strongly correlated with OS PFS on prior treatment ; . . = + Lymphocyte count < 1.2/mL* (n=9) 2 -+ Lymphocyte count < 1.2/mL* (n=7) + Lymphocyte count < 1.2/mL* (n=7)
6 L. . dian i ths (95% Cl 9.7 (7.4-11.6 relapse and was maintained for a median 2 g0 +25th percentile 3 a0 +25th percentile " 25th percentile
pegylated_ iposomal_ doxorubicin (PLD) recently meclan Tn onfe PR ) | 2174 T2 5105 2/Damd 7.0 G, spaiel g : |
Sie%)cljed medi[::\n PES and OS of 7.4 and 2)3 monthsy Treatment-free interval (TFI) B Resistant/refractory paf\tients with baseljne § 60 Median, s._20v036.52 months 2 e Vedian. 49 v 2.6 months g " Median, :’ig&gf months
vivel ' ’ median in months (95% Cl) 4.6 (3.1-5.7) lymphocyte counts higher than the first ;i p=0. £ p=0.02 g
respectively - quartile experienced median PFS of 4.9 $ M 5,
PR relapse (< 6 months) 25 (63f>) months and median OS of 15.8 months ¢ : t
References Acknowledgements (MolMed) PS relapse (6 - 12 months) 12 (32%) B Based on tolerability and activity, NGR-hTNF g 20 2 20 -
i s . Cancer 547 = rin ntori . . . . . . o e
;: gilﬁrliiyﬁeétaclzl.Cﬁagzgtisc;)92%70;;7159(33):91185-9 gAr?alin? Ig\glotr(r)\bi Baseline lymphocyte count L CombmaFlon with PLP = Curre.ntly “
3. Curnis F. et al. JCI 2002; 110: 475-82 Gloria Rossoni (per mL) compared with PLD alone in a randomized 0 e — 0 | | | 0 | | | | |
o | median (25th-75th 16 (1.2-2.2) phase Il trial in resistant/refractory disease N ; ; ; ; I
6. Poweda A et al. Ann Oncol 2011; 22:39-48 . Time (months) Time (months Time (months
percentile) \_ ( ) ( ) Y,




