Patient-Reported Outcomes (PROs) for Tivozanib + Nivolumab (Tivo-Nivo) vs. Tivozanib (Tivo) Monotherapy in Patients
With Renal Cell Carcinoma (RCC) Following an Immune Checkpoint Inhibitor (ICl):
Results of the Phase 3 TiNivo-2 Study

Kathryn E. Beckermann?, Toni K. Choueiri?, Robert J. Motzer3, Philippe Barthelemy#, Roberto lacovelli®, Sheik Muhummud Fardeen Emambux®, Javier Molina-Cerrillo’, Benjamin Garmezy?8, Pedro C. Barata®, Rana R. McKay!?, Alex Chehrazi Raffle!!, Hans J. Hammers??

Daniel Yick Chin Heng?'3, Edgar E. Braendle!4, Claudia Lebedinsky'4, Bo Jin'4, Laurence Albiges'®, Bradley Alexander McGregor?
Ivanderbilt, Nashville, TN; 2The Lank Center for Genitourinary Oncology, Dana-Farber Cancer Institute, Boston, MA; 3Genitourinary Oncology, Memorial Sloan Kettering Cancer Center; Weill Cornell Medical College, New York, NY; 4nstitut de Cancerologie Strasbourg Europe, Strasbourg, France; SUniversita Cattolica del Sacro Cuore, Rome, Italy; 6Centre
Hospitalier Universitaire de Poitiers, Poitiers, France; “Medical Oncology Department, Hospital Universitario Ramon y Cajal, Madrid, Spain; 8Sarah Cannon Research Institute, Nashville, TN; University Hospitals Seidman Cancer Center, Cleveland, OH; University of California, San Diego, La Jolla, CA; 11City of Hope Comprehensive Cancer Center, Duarte,
CA,; 12Division of Hematology and Oncology, Department of Internal Medicine, University of Texas Southwestern, Dallas, TX; 23Tom Baker Cancer Centre, University of Calgary, Calgary, AB; *Aveo Oncology, Boston, MA; ®Institut Gustave Roussy, Villejuif, France

* The overall proportions of patients with stable or deteriorated
B acC kg roun d Figure 2. PRO Assessment Schedule Figure 4. Treatment Emergent Adverse Events (TEAE) Occurring in Figure 5. ges in FKSI-DRS and EORTC QLQ-c30 symptoms was consistent with both questionnaires and treatment arms
215% of Patients in Either Arm (Figure 8A-D)

. o . . . e Bareian * Inthe TIVO arm, patients receiving 2L treatment showed a trend
Tivois a pote_nt an_d hlghly selectlve oral v_ascular endpth_ellal growth factor Before Treatment . End of Treatment FKSI-DRS and EORTC QLQ-c30 summary scores showed that there was no - ‘ - )
(VEGF) tyrosine kinase inhibitor (TKI) designed to optimize VEGF blockade and Cycle 1 Day 1, prior to any treatment Up to seven days aiter o . o X o towards numerically greater improvement in FKSI-DRS and EORTC
EGH) y €In ril g p Day 1, prior to start of treatment L AADE decision to end treatment Il Tivo-Nivo (n=168) I nivo (n=171) significant change in symptom scores over time in both treatment groups QLQ-C30 scores compared to those receiving 3L treatment
minimize off-target toxicities. Tivo is approved by the US Food and Drug Additi v th par ¢ - g inq d S
ini i ; ; itionally, the proportion of patients experiencing deterioration was
Administration (FDA) for treatment of patients with relapsed/refractory RCC PROTool e — e Mean of Actual Values in (Tivozanib-Nivolumab vs. Tivozanib; by ITT Population) ler i t{] oL prop than i pth 3L P 9
following =2 prior systemic therapies® Hypertension A FKSIDRS Scores B. EORTC OLQ-030 smaller in the 2L group than In the sL group
. Nivo is an anti-programmed death ligand antibody approved by the FDA for meer | SRR | e e e | B Fatigue - o g e Figure 8. Proportion of Patients with Stable, Improved or
. . - b 2] ] . .
various tumor types, including RCC? > 98 % g8 Deteriorated HR-QoL Scores in 2L and 3L
o . K . . Range of summedscore for all scales 0-100 . 0o 3 2%
» TiNivo-2 was the first randomized, Phase 3 trial to assess the efficacy and safety BT GLaa vt somanidoL oy oo el S s ) Diarrhea 285 WFFRI . FKSI-DRS
. e . . . . . . gl =< -
of a PD-1 inhibitor combination following disease progression on or after prior PG §§ % §§ 60 A 100 Tivo c 100 Tivo-Nivo
PD-1/PD-L1 therapy?3 Nausea 16% 28% g = s o g o= : :
. . . . . 24P aseline mean, 29 (SD, 5.45) S 504{Pooled baseline mean, 64.8(SD, 22.4) . 80 _. 80
-t0- - ) 5 52.8% ma 5 |
¢ In the intent .tO treat (ITT) population, the median progression-free survival EORTC QLQ-30, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire - Decreased appetite 0 a4 8 12 16 20 zcvezeak 32 36 40 44 48 52 56 0 4 8 12 16 20 z‘;vezesk 32 36 40 44 48 52 56 ; 53.8% iy ; 52.7% o
(MPFS) was: Core 30; FKSI- DRS, Functional Assessment of Cancer Therapy — Kidney Symptom Index — Disease-Related TwoNvo 157 116 9% 8L 64 3 19 TwoNvo 155 116 9% 8L 64 3 19 8 60 8 60 36.7% i
. . Symptoms; QoL quality of life Vomitin Twvo 156 127 105 86 70 45 25 Tvo 157 126 105 87 69 46 25 < 32.1% s . p 34.7%
e 7.4 months (95% CI: 5.6-9.2) with Tivo alone vs 5.7 months (95% CI: 4.0-7.4) ' ' omiting 12% 21% = 27.5% = 28.0% 28.6%
i Tivo = Rivo Asthenia Figure 6. Ch in FKSI-DRS Score in the 2L and 3L Setti $U] L e o i s
. 21% ljgure o. anges in 0 core in (S an etin o a
«  Hazard ratio (HR): 1.10 (95% CI: 0.84-1.43; P = .49) R It 0 9 9 9 20 l i 2
i i i 1 i i T Proteinuria . o . . . . .
. Whl-le the Study dld not meet.lts primary endpQInt of demonstratlng. a benefit of eS u S 10% 18% . Patients receiving treatment in the second- or third-line set“ng showed a o4 o
adding Nivo to Tivo versus Tivo alone after prior ICI exposure, clinically Constipation _ similar trend Improved Stable  Deteriorated Improved Stable  Deteriorated
: ot r _— 10% 17% i ;
meanlngful outcomes were observed with Tivo as a second-line (2L) and third Table 1. PRO Questionnaire Completion and Compliance Rates «  Symptom scores-maintained over time EORTC QLQ-c30
line (3L) treatment following ICI therapy Arthralgia _ 100 100
16% % ; ] Tivo Tivo-Nivo
. . X B.
+  Fewer treatment-emergent adverse events (TEAES) were observed in the Tivo + Metric, n/N (%) Time point T Ty Mean of Actual Values in FKSI-DRS Scores b.
Nivo arm compared to Tivo alone Cough 16% 15% A 5 5 % . a2 5 L
. . . . . .O7/0
. . . Tivo-Nivo Tivo 49.0% 52.2%
« Here we present an exploratory analysis evaluating patient reported outcomes FKSI-DRS Hypothyroidism & - 2 o st 2 o " 42.6% ms
. . 0, {v) ~ =~
(PROs) from the TiNivo-2 study Baseline 165/171 (96.5) 164/172 (95.3) 9% 15% o o g 32.7% g 27.7% 29.8%
. . Completion ) 5 o £ 0 . £ 4 ]278%
Study Objective Week 24 91/171 (53.2) 97/172 (56.4) Anemia e 5o 8 %0 1230% 18.4% 20.7% ]
. . i g g T ©
» To evaluate an exploratory endpoint of patient-reported outcomes(PRO) data in Baseline 165/171 (96.5) 164/172 (95.3) Pruritus £ P Y *
< ! ‘ : § g
the TiNivo-2 study. The Functional Assessment of Cancer Therapy Kidney Compliance o & e . s 5505
H Week 24 91/98 (92'9) 97/106 (91'5) 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56
Cancer Symptom Index-Disease-Related Symptoms (FKSI -DRS)>6 and 50 40 30 20 10 0 10 20 30 40 50 Week Week 04 . : . 0
European Organization for Research and Treatment of Cancer (EORTC) QLQ EORICOLRCSY patients (%) seodine 100 gL wmom 2D swordine 99 e 7L a w0 Improved  Stable  Deteriorated Improved  Stable  Deteriorated
C307 questionnaires were administered at baseline (BL), day 1 of each cycle, Baseline 161/171 (94.2) 165/171 (96.5) Cl, confidence interval; EORTC QLQ-30, European Organization for Research and Treatment of Cancer Quality
and at the end of treatment Completion of Life Questionnaire - Core 30; FKSI- DRS, Functional Assessment of Cancer Therapy — Kidney Symptom Index
Week 24 92/171 (53.8) 91/171 (53.2) . The type and frequency of Safety events in the tivozanib monotherapy — Disease-Related Symptoms; Nivo, nivolumab; Tivo, tivozanib.
+ Statistical Analysis Method Baseline 161/171 (94.2) 165/171 (96.5) in this stud istent with its k fot il
*  PRO Analysis population: Week 24 92/98 (93.9) 91/98 (92.9) g p y yp ) Mean of Actual Values in EORTC QLQ-C30 Scores
+ The PRO-evaluable set was defined as all randomized patients with a confirming Tivozanib tolerability C. D. Improved A clinically meaningful increase in scores (23 points?) from baseline at any time during the
my Tivo-Ni Imy Ti study, confirmed by a clinically meaningful increase in score at the next consecutive visit
BL and 1 post-BL assessment EORTC QLQ-30, European Organisation for Research and Treatment of Cancer Quality of Life ) 1% vo-ive 2} 100 e Y Y Y Y
oo : S =
«  Summary statistics are provided based on the observed case Questionnaire - Core 30; FKSI- DRS, Functional Assessment of Cancer Therapy — Kidney Symptom Index — _ _ o ) ) 8g gs 8g §§ Stable When not meeting criteria for improvement, a change in score of <3 points? that is
Disease-Related Symptoms; NIVO, nivolumab; PRO, patient-reported outcomes; TIVO, tivozanib. * For certain TEAES, such as fat|gue, nausea, vomiting, proteinuria and g; ® M gg L . PP = confirmed at the next consecutive visit
65 65 s f==3 4 =
Completion rate at each point was calculated as the proportion of participants from the ITT population that hvoothvroidism. the combination aroup showed lower numerical e % 2 2 qg’ 2 = \{\{ ) g B ) ) )
i, ) ) o
M et h 0 d S completed the PRO questionnaire at the assessment timepoint Yp Yy y g P § & ZE é 2 25:% Deteriorate gjgglcally meaningful decrease in score(23 points?) from baseline at any time during the
Compliance rate was calculated as the proportion of remaining trial participants who completed the PRO rates. However, this was not the case for anemia prul‘itus which g 58 {Podled baseine mean, 63.4(SD. 23.43) g 33 {pooled baseline mean, 66.2(SD. 21.41)
I' N t th t t t ! ! ! s 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 = 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56
uestionnaire a € assessment time poin . . . . Week Week .
Study Design ! ’ showed the reverse. The lower dose in the combination potentially Smiie w8 m m o m ow @ Swoine 7w s @ W w Conclusions

explains the lower rate of TEAEs associated with VEGF-TKISs.
Figure 1. TiNivo-2 Phase 3 Study : : : ST [V S VTSI SR d oW ] o] elVA=To BRS 1o EN @I @ DI (T o] A (=To MO o] MESToLeI (=1 - There were no differences in the PRO outcomes between the combination
Figure 3. Centrally Reviewed PFS by Line of Therapy*

EKSIDRS and EORTC OLO-030 . . 4 . 4 therapy and monotherapy arms. PRO data suggested that Tivo
Eligibilit . - an -C uestionnaires reported consistent trends i i i
 Locally advancedogr me!{ls!aticc\ear cell Tivo / Endpoints S d L Th Th d L Th Table 2. Change Of FKSI-DRS And EORTC-QLQ-C3O Score At Week 24 and proportions of patl(gnt(g Withc?mproved stablepor deteriorated maintained the FKSI-DRS and EORTC QLQ'C3O mean scores over time
RCC after progression on 1 or 2 systemic 1.34mg PO, D1-21 econ ne erapy Ir ne erapy i f i ! ! i ; i
i = y: PFS by IRR 3 Tivo *Nivo Tivo ; * Inthe Tivo arm, improvement in FKSI-DRS and EORTC QLQ-C30 scores
. Iphrzrg?z'sesiso(naéfr;?c}rllczl)ingzs\meeks of ICI e i ITT 2L 3L T 2L 3L symptoms (Figure 7A, 78) : ’ : was numerically gr%ater in patients receiving 2L treatmgnt?han 3L
treatment B F @ ey ERR S : « Approximately 75% of all patients reported improved or stable kidney FKSI-DRS: 2L 27 5% 3L 15.1%. EORTC OL 30: 2L 23.0%

+ Time from immediate prior ine of therapy to i DBO e o S verts ) ) oaton 7S s 00 7 ) FKSI-DRS 288(56) |205(49) 27.6(65 | 293(53)  201(55 | 295(50) cancer and cancer-treatment related symptoms in both treatment arms treatment e D/OVS =70 - QLQ-c30: D70

. 52§2$:§2%?521?905$22|5Tv1 1) B e wsmrrs ) | agesy | sqeno WO PES G | nazrs sseare BL mean (SD) H(E G 43 3 (1 1 S(E vs 3L 18.4%), while the fewer patients reported deterioration in the 2L

+ ECOGPS0-1 ) 480 mg IV, D1 PFS by INV, ORR, DOR 100 HR (95% C1) 115 (0.82-1.62); p=0.4282 00 HR (95% CI) 0.97 (0.65-1.45); p=0.8866 than in the 3L (FKS|-DRS: 2L 18.7% vs 3L 32.10/0, EORTC QLQ-CsO: 2L

N=343 n=171 Week 24 mean A. FKSI-DRS B, EORTC QLQ-c30 9 0
—— prw—— @/ SRR GHL - - (D) 29.9(4.9) :30.1(47)i 295(5.4) i 294(53) : 29.3(48) : 29.6(6.3) 100 _ 100 QLQ — 20.7% vs 3L 32.7%).
ratification Factors B S = ¢
+ IMDC risk category E I g 80 B & 48.9% 337% M Tivo-Nivo References ) ) - ol
« Prior therapy (ICl as most recent therapy or not) 5 50 5 50 B 60 o 60 i 1. FOTIVDA® (tivozanib) Prescribing 5. Cella D, etal. J Clin Epidemiol.
o 0 E(L)';Tei’nQ(LSQD’)C?’O 63.4(23.4) 65.0(21.8); 60.5(26.1) :66.2(21.4); 67.1(21.9) : 64.9(20.7) s i 40 0w ) 'F:‘f?rf]matl'lo\;‘v-;oi“-l Jeinoncol 6 EOT'O? 33%17'9\71'194H "
aReduced Tivo dose in combination arm was agreed with regulatory authorities due to potential risk of higher rate & “Censored 25 « Censored £ 401 229y 282% 23.6% 24.6% & 20 220 T ’ 2(?22{11:0'295'7523% n Oneot. ' 2§O?‘16'38§:29§ ue reaith.
of grade 3/4 hypertension; b Treatment continued until progression or unacceptable toxicity; Nivo discontinued in -% 20 g o 3 OPDiVO@ ol b P ibi 7 s d' éF | | Life R
all patients after 2 years of treatment. a N . 8 (nivolumab) Prescribing 7. Snyder CF, etal. Qual Life Res.
0 0 Week 24 mean Improved Stable Deteriorated Information. 2024. 2015; 24:1207-1216.
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24 0 . .
D, day; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; ICI, LT S Tim;smcemrandu]T\zaﬂuﬁn (muronhs) I T - I Tim:‘sincezlrandcgnizatian (mur]\ths) ) (SD) 68.7 (17.4) :i68.7 (16.1): 68.6 (20.6) 64.8 (21.1) | 64.6 (20.7) 65.1 (22.4) Improved Stable Deteriorated 4. ngliealglgTE,ggtoal Lancet. 2024;
immune checkpoint inhibitor; IMDC, International Metastatic Renal Cell Carcinoma Database Consortium; INV, Twozanb 105 81 8 B g 7 o Tivozanib 67 3 27 15 6 1 o : a :
investigator; IRR, independent radiology review; IV, intravenous; Nivo, nivolumab; ORR, overall response rate; Acknowled .
OS, overall survival; PFS, progression-free survival, PO, orally; QoL, quality of life; RCC, renal cell carcinoma; Cl, confidence interval; EORTC QLQ-30, European Organization for Research and Treatment of Cancer Quality of Life Questionnaire - Ccknowledgements
RECIST, Response Evaluat’i)ongCritena in Solid Tumors; Tivo, t\\}//onamb_ ! / Core 30; FKSI- DRS, Functional Assessment of Cancer Therapy — Kidney Symptom Index — Disease-Related Symptoms; Nivo, We express our gratitude to the patients and their caregivers for their invaluable contributions. We also extend our thanks to the
nivolumab; Tivo, tivozanib. clinical study teams, investigators, and steering committee. This study is sponsored by AVEO Oncology. Nivolumab was provided
by Bristol Myers Squibb. Editorial assistance was provided by Amber Wood, of Nucleus Global, an Inizio Company, and funded by
AVEO Oncology.

Presented at the American Society of Clinical Oncology Genitourinary Cancers Symposium; February 13-15, 2025; San Francisco, CA. i e




	Slide 17: Patient-Reported Outcomes (PROs) for Tivozanib + Nivolumab (Tivo-Nivo) vs. Tivozanib (Tivo) Monotherapy in Patients With Renal Cell Carcinoma (RCC) Following an Immune Checkpoint Inhibitor (ICI):  Results of the Phase 3 TiNivo-2 Study

