BACKGROUND METHODS

Role of prior nephrectomy for synchronous metastatic
renal cell carcinoma (mRCC) on efficacy in patients
treated with avelumab + axitinib or sunitinib:

e Cytoreductive nephrectomy has been a standard
of care in mRCC for 20 years,'2 although its role in
patients receiving currently available drug therapies
remains controversial

— In arandomized phase 3 trial (CARMENA), OS results
showed that freatment with sunitinib alone was not inferior
to cytoreductive nephrectomy followed by sunitinib?

 The role of prior nephrectomy in patients treated with  JAVELIN Renal 101 was a multicenter, open-label,
Immune checkpoint inhibitors remains unknown randomized phase 3 trial comparing avelumab + axitinio
with sunitinio In patients with advanced RCC

 Multivariate Cox regression analyses were used to
calculate hazard ratios (HRs) for PES (investigator
assessment per RECIST 1.1) and OS

* In the phase 3 JAVELIN Renal 101 frial, first-line tfreatment
with avelumab (PD-L1 inhibitor) + axitinib (vascular * |[n post hoc analyses, efficacy outcomes from the third
endothelial growth factor receptor inhibitor) resulted in iInferim analysis were assessed In subgroups of patients in
significantly longer PFS compared with sunitinib in patients the avelumab + axitinib and sunifinib arms who presented
with advanced RCC>¢ with M1 disease at diagnosis and had or had not

- We assessed the effect of prior nephrectomy in patients undergone prior nephrectomy
with mRCC presenting with synchronous metastases at
the time of diagnosis

e Logistic regression method was used to calculate
odds ratios for ORR (investigator assessment
per RECIST 1.1)

results from JAVELIN Renal 101

— In another randomized phase 3 trial (SURTIME), no significant
difference in PFS was olbserved with sunitinib lbefore deferred
nephrectomy compared with cytoreductive nephrectomy
followed by sunitinibb*
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RESULTS

At the data cutoff (28 Apr 2020), the minimum duration of o Affer adjusting for imbalances in different variables:
follow-up was 28 months

— In the avelumab + axifinib arm, the risk of progression or death was numerically lower in the prior nephrectomy group than in the no prior nephrectomy group (HR, 0.785; 95% ClI, 0.531-1.161);
IN contrast, in the sunitinib arm, the risk of progression or death was numerically higher in the prior nephrectomy group than in the no prior nephrectomy group (HR, 1.146; 95% CI, 0.773-1.699)
(Table 2)

- In the avelumab + axitinib arm, the risk of death was numerically lower in the prior nephrectomy group than in the no prior nephrectomy group (HR, 0.593; 95% CI, 0.379-0.930); in the sunifinib
arm, no difference was observed between the groups (HR, 0.859; 95% CI, 0.551-1.341) (Table 3)

— In the avelumab + axitinib arm, the odds of response was numerically higher in the prior nephrectomy group than in the no prior nephrectomy group (HR, 2.669; 95% CI, 1.315-5.414), whereas
IN tThe sunitinib arm, no difference was observed between the groups (HR, 2.018; 95% Cl, 0.824-4.941) (Table 4)

o 412 of 886 patients presented with M1 disease at diagnosis

— Of these patients, 126 in the avelumab + axifinib arm
and 147 in the sunitinib arm had undergone prior
nephrectomy; 72 and 67, respectively, had no
prior nephrectomy

* |In both the avelumab + axitinib and sunitinib freatment
arms, the no prior nephrectomy group had a higher
proportion of patients who were older, had an impaired
ECOG performance status, and had a poor risk score;
however, fewer patients had PD-L1+ tumors compared

with those in the prior nephrectomy group (Table 1) , Parameter | Standard |2-sided p | HR : Parameter | Standard |2-sided | HR Parameter | Standard | 2-sided | 0998
Variables (95% CI) Variables (95% Cl)

Table 2. Multivariate Cox regression analysis for PFS based on
investigator assessment per RECIST 1.1

Table 3. Multivariate Cox regression analysis for 0S Table 4. Logistic regression analysis for confirmed ORR based

on investigator assessment per RECIST 1.1

* This analysis assessed the effect of prior nephrectomy in patients
with mRCC presenting with synchronous metastases at the tfime of
diagnosis and treated with avelumab + axitinib or sunitinib in the

: . Variables . ratio
estimate | error value estimate | error estimate | error p value (95% Cl)

p value

Table 1. Baseline characteristics

- Avelumab + axitinib, n (%) | Sunitinib, n (%)

1: Yes 0.14 0.20 0.4976 1: Yes -0.15 0.23 0.5043 1: Yes 0.70 0.46 0.1244

Prior
nephrectomy 0: NG

Prior
nephrectomy 0: NG

Prior
nephrectomy 0: NG

phase 3 JAVELIN Renal 101 trial (NCT02684006) No prior No prior el 4 el 4 el 4
nephrectomy | nephrectomy | nephrectomy | nephrectomy AR -0.19 0.23 0.4048 A -0.04 0.25 0.8646 A 1.35 0.50 0.0064
(n=72) (n=67) Treatment XNt Treatment Xt Treatment XNt
Age' years O: Sunitinib O: Sunitinib O: Sunitinib
co N c LU S I 0 N S <65 86 (68.3) 46 (63.9) 100 (68.0) 34 (50.7) 1: 265 -0.24 0.13 0.0601 1. 265 -0.13 0.15 0.4026 1: 265 0.28 0.25 0.2669
) ) ) ) ) >45 40 (31.7) 26 (36.1) 47 (32.0) 33 (49.3) Age, years N Age, years N Age, years 0 <4
* In patients who presented with M1 disease at diagnosis, post hoc Sex ' ' '
N o 1: North 1. North 1. North
analyses showed that efficacy outcomes were superior in those Male 71(722) °1(708) 11ol7624)  |4ele87) America 0:52 018 0.0051 America 045 023 00488 America 105 0:35 0.0025
. . . Female 35 (27.8) 21 (29.2) 32 (21.8) 21 (31.3)
who had Undergone prior nephrectomy vs those without prior ECOG performance status Pooled 2: Europe 0.17 0.18 0.3498 Pooled 2: Europe 0.34 0.23 0.1392 Pooled 2: Europe -0.94 0.33 0.0046
. cre o . geographic geographic geographic
nephrectomy in the avelumab + axitinib arm but not In the 0 80 (63.5) 32 (44.4) 85 (57.8) 31 (46.3) region 3: Rest of 013 005 0.6077 region 3: Rest of o - 04 region 3: Rest of oy oy .~
eye o 1 46 (36.5) 40 (55.6) 62 (42.2) 35 (52.2) I Here | | | I Here | | | NS Were | | |
sunitinib arm . . |
2 0 0 0 1 (1.5) 0: Asia 0: Asia 0: Asia
* In the avelumab + axitinib arm, observed progression-free survival IMDC prognosfic criteria coc i 0:20 013 01258 £COG " - o1 o0 ECOG " R b sen
. . . . Favorable 8 (6.3) 2 (2.8) / (4.8) 0
(PFS) and overall survival (OS) were numerlcally Ionger in pahenfs termediate |96 762 41 1569 6 (78.9) 10597 pieriformcmce 2:2 4.54 1.24 0.0003 pieriformcmce 2: 2 5.36 1.43 0.0002 pieriformcmce 2: 2 ~10.51 759.71 0.9890
' ' ' ' status status status
: : : : . 0:0 0:0 0:0
with prior nephrectomy vs those without prior nephrectomy; no Poor 22 (17.5) 29 (40.3) 23 (15.6) 27 (40.3)
o o oge o Unknown 0 0 1 (0.7) 0 1. Infermediate 0.50 0.32 0.1154 1. Intermediate 0.83 0.51 0.1039 1: Infermediate -0.20 0.56 0.7227
differences were observed between these groups in the sunitinib arm o i~ IMDC IMDC IMDC
Prognosiic risk group prognostic 2. Poor 0.89 0.34 0.0087 prognostic 2. Poor 1.34 0.52 0.0106 prognostic 2. Poor -1.15 0.62 0.0630
- o * - - Favorable 8 (6.3 2 (2.8 10 (6.8 0 iteri iteri iteri
® Conﬁrmed ObjeCflve response rqfe (ORR) qu numerlcqlly hlg her In ( ) ( ) ( ) crivena O: quor0b|e crirena O: quor0b|e crifena O: ngor0b|e
. . . . . Intermediate 103 (81.7) 43 (59.7) 121 (82.3) 47 (70.1)
pCIerI'ﬂ'S with prior nephrecfomy vs those without prior nephreciomy PoOr 14 (11.1) 27 (37.5) 15 (10.2) 20 (29.9) 1: Positive 0.13 0.14 0.3683 1: Positive 0.19 0.17 0.2611 1: Positive -0.03 0.28 0.9065
. cie o . cte o PD-L1 status PD-L1 status PD-L1 status
In the avelumab + axitinib arm but not in the sunitinib arm Unknown 1 (08 0 (07) 0 0: Negative 0: Negative 0: Negative
Pooled geographic region Prior Prior Prior
Europe 47 (37.3) 25 (34.7) 62 (42.2) 36 (63.7) nephrectomy -0.38 0.27 0.1641 nephrectomy -0.37 0.31 0.2256 nephrectomy 0.28 0.56 0.6202
North x freatment x freatment x freatment
: 45 (35.7) 22 (30.6) 45 (30.6) 15 (22.4)
America Prior Prior Prior
Asid 21 (16.7) 19 (26.4) 25 (17.0) 11 (16.4) nephrectomy: 0.785 nephrectomy: 0.593 nephrectomy: 2.669
Rest of yes vs no for (0.531- yes vs no for (0.379- yes vs no for (1.315-
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IMDC, International Metastatic RCC Database Consortium; MSKCC, Memorial Sloan Kettering
Cancer Center.

HR, hazard ratio; IMDC, International Metastatic RCC Database Consortium; PFES, progression-free
survival.

HR, hazard ratio; IMDC, International Metastatic RCC Database Consortium; OS, overall survival.

IMDC, International Metastatic RCC Database Consortium; ORR, objective response rate.
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