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Guidelines are enough or is it not all like that?
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Advanced ccRCC

Intermediate- and

Favourable-risk IMDC group poor-risk IMDC groups

Ipilimumab-nivolumab [I, A; MCBS 4}*
Lenvatinib-pembrolizumab [I, A; MCBS 4]**
Axitinib-pembrolizumab [I, A; MCBS 4]
Cabozantinib-nivolumab [I, A; MCBS 4]°

Lenvatinib—pembrolizumab [I, A; MCBS 4]*®
Axitinib-pembrolizumab [I, A; MCBS 4)*
Cabozantinib-nivolumab [I, A; MCBS 4]*

eUpdate — Renal Cell Carcinoma Treatment Recommendations
Published: 28 September 2021. Authors: ESMO Guidelines Committee available at esmo.org
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My questions about first line:

Are all combos equal?
Is the expected benefit the same for each prognostic group?
If there are, what are the reasons for these differences?

How can we improve the management of the first line?
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What we know about doublets?

Study and outcome CheckMate2141 KeyNote4262 CheckMate9ER3 CLEAR*
Ipi/nivo vs Su Axi/pem vs Su Cabo/nivo vs Su Len/pem vs Su

Patients 550 vs. 546 432 vs. 429 323 vs. 328 355 vs. 357
mFU (mos) 67.7 67.0 44.0 49.8
IMDC (F vs. | vs. P) 23 vs. 61 vs. 17 32 vs.55vs. 13 23 vs. 58.vs 19 27 vs. 64 vs. 9
(%)*

mPFS (mos) 12.3vs.12.3 15.7vs. 11.1 16.6 vs. 8.4 23.9vs.9.2
HR (95%ClI 0.86 (0.73-1.01) 0.69 (0.59-0.81) 0.58 (0.48-0.71) 0.47 (0.38-0-57)
mOS (mos) 55.7 vs. 38.4 47.2 vs. 40.8 49.5vs. 35.5 53.7vs.54.3
HR (95%ClI 0.72 (0.62-0.85) 0.84 (0.71-0.99) 0.70 (0.56-0.87) 0.79 (0.63-0.99)
24mos OS (%) 71vs. 61 73 vs. 65 70 vs. 60 80.4 vs. 69.6
ORR (%) 39 vs. 32 60.6 vs. 39.6 55.7 vs. 28.4 71.3 vs. 36.7

mDOR NR vs. 24.8 23.6vs. 15.3 23.1vs.15.2 26.7 vs. 14.7

1. Motzer R, Cancer 2022 3. Burotto M, ASCO-GU2023
*experimental arm only 2. Rini B, ASCO 2023 4. Motzer RJ, ASCO 2023
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What we know about doublets?

Study and outcome CheckMate2141 KeyNote4262 CheckMate9ER3 CLEAR*
Ipi/nivo vs Su Axi/pem vs Su Cabo/nivo vs Su Len/pem vs Su

Patients 550 vs. 546 432 vs. 429 323 vs. 328 355 vs. 357
mFU (mos) 67.7 67.0 44.0 49.8
IMDC (F vs. | vs. P) 23 vs. 61 vs. 17 32 vs.55vs. 13 23 vs. 58.vs 19 27 vs. 64 vs. 9
(%)*

mPFS (mos) 15.7 vs. 11.1 16.6 vs. 8.4 23.9vs.9.2
HR (95%ClI 0.69 (0.59-0.81) 0.58 (0.48-0.71) 0.47 (0.38-0-57)
mOS (mos) 55.7 vs. 38.4 47.2 vs. 40.8 49.5vs. 35.5 53.7vs.54.3
HR (95%ClI 0.72 (0.62-0.85) 0.84 (0.71-0.99) 0.70 (0.56-0.87) 0.79 (0.63-0.99)
24mos OS (%) 71vs. 61 73 vs. 65 70 vs. 60 80.4 vs. 69.6

ORR (%) D 606vs.396 55.7 vs. 28.4 71.3 vs. 36.7

mDOR NR vs. 24.8 23.6vs. 15.3 23.1vs.15.2 26.7 vs. 14.7

1. Motzer R, Cancer 2022 3. Burotto M, ASCO-GU2023
*experimental arm only 2. Rini B, ASCO 2023 4. Motzer RJ, ASCO 2023
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Why?

Final OS analysis 6
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At median OS follow-up time (IQR) of 49.8 months (41.4-53.1) in the lenvatinib plus pembrolizumab group and 49.4 months (41.6-52.8) in the sunitinib group, 308 target OS events had ( inib plus p b, 149
events; sunitinib, 159 events). The HR and 2-sided 95% CI for plus p Vs sunitinib were estimated by a stratified Cox proportlona! hazards model with Efron’s method for ties, stratified by geographlc reglon and
MSKCC prognostic groups.
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Why?
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Events/Patients : Hazard Ratio (95% ClI) Median (months)
LEN + PEMBRO SUN LEN + PEMBRO vs SUN LEN + PEMBROSUN
Overall 149/355  159/357 o 0.79 (0.63-0.99) 53.7 54.3
Geographic Region
Western Europe + North America 82/198 89/199 e 0.78 (0.57-1.05) NR 54.8
Rest of the World 67/157 70/158 —eo— 0.81 (0.58-1.14) 52.2 54.3
MSKCC Risk Group
Favorable 27/96 31/97 I 0.89 (0.53-1.50) NR 59.9
Intermediate  104/227  108/228 e 0.81 (0.62-1.06) 51.8 46.9
Poor 18/32 20/32 ——e——-H 0.59 (0.31-1.12) 37.2 17.1
IMDC Risk Group
Favorable 31/110 39/124 —e— 0.94 (0.58-1.52) NR 59.9
Intermediate 99/210 92/192 e 0.85 (0.63-1.13) 47.9 44 4
Poor 19/33 27137 —e— 0.47 (0.25-0.87) 37.2 10.4
PD-L1 Status ;
CPS21 49/107 58/119 —o— 0.84 (0.57-1.23) 522 54.8
CPS<1 46/112 46/103 —eo— 0.77 (0.51-1.16) NR NR
I 5 ! NS 'i L2
0.1 1 10
Favors LEN + PEMBRO Favors SUN
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What we know about doublets in favorable prognosis?

Table 1 - Initial and uwpdated results for 05 for patients with IMDC favourable prognosis enrolled in phase 3 trials investigating anti-PD-1/PD-L1-based
combinations over sunitinib in mRCC

Trial Initial analysis Latest update

mFU (mo) HR for 05 (95% CI) mFU (mo) HR for OS5 (95% CI)
CheckMate-214 [1] 252 0.83 (0.35-1.97) G417 0.94 (0.65-1.37)
Javelin Renal 101 [3] 9.9 0.80 (0.33-1.96) 13.0° 0.81 (034-1.96)
KeyNote-426 [4] 12.8 1.06 ((0L60-1.86) 428 1.17 (0.76-1.80)
CheckMate-9ER [5] 181 0.84 (0.35-1.97) 329 1.03 (0.55-1.92)
CLEAR [G] 26.6 1.15 (0.55-2.40) 337 1.22 (0.66-2.26)

1 = confidence interval; HR = hazard ratio; IMDC = International mRCC Database Consortium; mFU = median follow-up; mRCC = metastatic renal cell
carcinoma; 05 = overall survival.
* Minimum follow-up.

Hazard Ratio Hazard Ratio
Study or Subgroup _log[Hazard Ratio] SE_Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
CheckMate214 -0.058 01902 37.7% 0.94[0.65,1.37) ——
CheckMate9ER 0.0272 03189 134% 1.03[0.55,1.92) e
CLEAR 01999 0314 138% 1.22[0.66, 2.26) —t—
Javelin101 -0.2029 04469 6.8% 0.82[0.34, 1.96] —_—
KeyNote4 26 01567 022 282% 1.17[0.76,1.80] ——
Total (95% Cl) 100.0% 1.04 [0.83, 1.31] ?
Heterogeneity. Chi®=1.10, df= 4 (P = 0.89); F= 0% EI.EIS EI{.E ] % E%EI

Testfor overall effect Z= 0.34 (P =0.73) Favours I0-combos Favours Sunitinib

Fig. 1 - Meta-analysis of data for overall survival for patients with IMDC favourable prognosis enrolled in phase 3 trials investigating anti-PD-1/PD-L1-based
combinations over sunitinib in mRCC. IMDC = International mRCC Database Consortium; mRCC = metastatic remal cell carcinoma; SE = standard error;

(1 = confidence interval; IV = inverse variance; df = degrees of freedom; 10 = immunotherapy. Ciccarese C, lacovelli R. Eur Urol. 2023 Feb;83(2):e45-e46.
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Study and outcome CheckMate2141 KeyNote4262 CheckMate9ER3 CLEAR*
Ipi/nivo vs Su Axi/pem vs Su Cabo/nivo vs Su Len/pem vs Su

Patients 125vs. 124 136 vs. 131 74 vs. 72 110 vs. 124
mFU (mos)* 67.7 67.0 44.0 49.8
IMDC (F vs. | vs. P) 23 vs. 61 vs. 17 32 vs.55vs. 13 23 vs. 58.vs 19 27 vs. 64 vs. 9
(%)*
mPFS (mos) 12.4 vs. 28.9 20.7vs. 17.9 21.4vs. 13.9 28.6vs. 12.9
HR (95%Cl 1.60 (1.13 — 2.26) 0.76 (0.57 — 1.02) 0.75 (0.50 — 1.13) 0.50 (0.35 - 0.71)
mOS (mos) 74.1vs. 68.4 60.3vs. 62.4 NR vs. 40.7 NR vs. 59.9
HR (95%CI 0.94 (0.65-1.37) 1.10 (0.79 — 1.54) 1.07 (0.63 -1.79) 0.94 (0.58 — 1.52)
24mos 0S (%) =83 vs. 86 =85 vs. 88 =80 vs. 82 =95 vs. 90
ORR (%) 30.0vs.52.0 68.8 vs. 50.4 66.2 vs. 44.4 NA

1. Motzer R, Cancer 2022 3. Burotto M, ASCO-Gu23

*experimental arm only
2. Rini B, ASCO 2023 4. Motzer RJ, ASCO 2023

# for all study population
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Ipi/nivo vs Su Axi/pem vs Su Cabo/nivo vs Su Len/pem vs Su
Patients 125vs. 124 136 vs. 131 74 vs. 72 110vs. 124
mFU (mos)* 67.7 67.0 44.0 49.8
IMDC (F vs. | vs. P) 23 vs. 61 vs. 17 32 vs.55vs. 13 23 vs. 58.vs 19 27 vs. 64 vs. 9
(%)*

20.7vs.17.9 21.4vs. 13.9 28.6vs.12.9
0.76 (0.57 - 1.02) 0.75 (0.50-1.13) 0.50(0.35-0.71)

mPFS (mos)
HR (95%CI

mOS (mos)

HR (95%ClI

24mos 0S (%) =83 vs. 86 =85 vs. 88 =80 vs. 82 =95 vs. 90
ORR (%) 30.0 vs. 52.0 68.8 vs. 50.4 66.2 vs. 44.4 NA

1. Motzer R, Cancer 2022 3. Burotto M, ASCO-Gu23

*experimental arm only
2. Rini B, ASCO 2023 4. Motzer RJ, ASCO 2023

# for all study population
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What do we not know about doublets in favorable prognosis?

Why the increased PFS did not translate in an OS benefit for
patients with favourable prognosis?
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What we know about doublets in prognosis?
Study and outcome CheckMate2141 KeyNote4262 CheckMate9ER3 CLEAR*
Ipi/nivo vs Su Axi/pem vs Su Cabo/nivo vs Su Len/pem vs Su
Patients 425 vs. 422 294 vs. 298 249 vs. 256 243 vs. 229
mFU (mos)* 67.7 67.0 44.0 49.8
IMDC (F vs. | vs. P) 23 vs. 61 vs. 17 32 vs.55vs. 13 23 vs. 58.vs 19 27 vs. 64 vs. 9
(%)*
mPFS (mos) 11.6 vs. 8.3 13.8 vs. 8.3 16.4vs. 7.1 22.1vs. 5.9
HR (95%Cl 0.73 (0.61 — 0.87) 0.68 (0.56 — 0.82) 0.55 (0.45 — 0.69) 0.43 (0.34 — 0.55)
mOS (mos) 47.0 vs. 26.6 42.2 vs. 29.3 49.5 vs. 29.2 479 vs. 34.3
HR (95%CI 0.68 (0.58 — 0.81) 0.76 (0.62 — 0.93) 0.65 (0.51 —0.83) 0.74 (0.57 — 0.96)
24mos 0S (%) =68 vs. 55 =68 vs. 55 =70 vs. 55 =75 vs. 60
ORR (%) 42.0vs. 27.0 56.8 vs. 34.9 52.6 vs. 23.8 NA

1. Motzer R, Cancer 2022 3. Burotto M, ASCO-GU2023

*experimental arm only
2. Rini B, ASCO 2023 4. Motzer RJ, ASCO 2023

# for all study population
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What we know about doublets in prognosis?

Study and outcome CheckMate2141 KeyNote4262 CheckMate9ER3 CLEAR*
Ipi/nivo vs Su Axi/pem vs Su Cabo/nivo vs Su Len/pem vs Su

Patients 425 vs. 422 294 vs. 298 249 vs. 256 243 vs. 229
mFU (mos)* 67.7 67.0 44.0 49.8
IMDC (F vs. | vs. P) 23 vs. 61 vs. 17 32 vs.55vs. 13 23 vs. 58.vs 19 27 vs. 64 vs. 9
(%)*
mPFS (mos) 11.6 vs. 8.3 13.8 vs. 8.3 16.4vs. 7.1 22.1vs.5.9
HR (95%CI 0.73 (0.61 —0.87) 0.68 (0.56 — 0.82) 0.55(0.45 - 0.69) 0.43 (0.34 — 0.55)
mOS (mos) 47.0 vs. 26.6 42.2 vs. 29.3 49.5 vs. 29.2 47.9vs. 34.3
HR (95%CI 0.68 (0.58 — 0.81) 0.76 (0.62 — 0.93) 0.65 (0.51 - 0.83) 0.74 (0.57 — 0.96)
24mos 0S (%) =68 vs. 55 =68 vs. 55 =70 vs. 55 =75 vs. 60

ORR (%) 42.0vs. 27.0 56.8 vs. 34.9 52.6 vs. 23.8 NA

1. Motzer R, Cancer 2022 3. Burotto M, ASCO-GU2023

*experimental arm only
2. Rini B, ASCO 2023 4. Motzer RJ, ASCO 2023

# for all study population
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The follow up is affecting the OS magnitude of benefit

For each study, the HR for OS has

Relationship between follow-up and HR (intermediate/poor)
been correlated to the median FU.

0,9

0,8
The increasing FU is correlated with

0,7 3 o
05 g re= = _ I the increasing HR for OS
05 ; irrespectively of the type of combo.
0,4
0,3
01 CheckMate214 0.930 0.035
0 KeyNoteN426 0.977 0.011
0 10 20 30 40 50 60 71
median FU (months) CheckMate9ER 0.974 0.073
® cM214 ® KNA26 CM9ER CLEAR CLEAR 0.997 0.026

Lineare (CM214) Lineare (KN426) Lineare (CM9ER) Lineare (CLEAR)
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What we know about doublets in intermediate-poor prognosis?

Why the increased PFS did not translate in an OS benefit for
patients with favourable prognosis?

Why the longer FUp is affecting the advantage in OS in patients
with intermediate/poor prognosis?



861 patients
randomly
assigned

G U AR D ( 671Ul02023 ) O GUARD
GU-Alliance for Research ‘
SYMPOSIUM ‘ . ‘
W @GuardConsortium
< A '

Rate & quality of subsequent therapies in combo studies

166 First Subsequent Therapy
90~
80
X 70
204 received : g 60 -
Pembrolizumab 349 tsr:t;‘?sg:ﬁm Systermc § Zg:
+ Axitinib discontinued ©
: = 64 favorable IMDC risk a 304 H
432 assigned [l veament Jif © % fovoravie WOe 18 2. The analysis of KeyNote426
IMDC risk 104 . . .
O Hoe oG confirms as patients in the
N =204 favorable intermediate/ .
n=64 oo control arm received more
n=
- W Any PD-1/PD-L1 inhibitor f j_ ( )
B Any VEGF/VEGFR inhibitor requently antl PD L 1
- B Other . .
N o aecuroniiersmsy therapies at progression.
90
80+
X 70
281 received y_)' 60
a subsequent systemic c 50
Sunitinib 3 ?'85 e treatment g 40
429 assigned d':’(’)o':tmufd « 87 favorable IMDC risk & 30
IDgunan * 194 intermediate/poor 20
IMDC risk 13 7
Total IMDC IMDC
N = 281 favorable intermediate/
n=87 poor
n=194

Powles T, et al, ASCO 2022; abs 4513
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Rate of subsequent therapies in combo studies

Study and outcome CheckMate2141 KeyNote4262 CheckMate9ER3 CLEAR?
Ipi/nivo vs Su Axi/pem vs Su Cabo/nivo vs Su Len/pem vs Su

Patients 425 vs. 422 294 vs. 298 249 vs. 256 355 vs. 357
mFU (mos)* 67.7 67.0 44.0 49.8
IMDC (F vs. | vs. P) (%)* 23 vs. 61 vs. 17 32 vs.55vs. 13 23 vs. 58.vs 19 27 vs. 64 vs. 9
mOS (mos) 55.7 vs. 38.4 47.2 vs. 40.8 49.5 vs. 35.5 53.7 vs. 54.3
HR (95%ClI 0.72 (0.62-0.85) 0.84 (0.71-0.99) 0.70 (0.56-0.87) 0.79 (0.63-0.99)
Subsequent Systemic Tx 55 vs. 68 62.2 vs. 73.9 25vs. 41 51.0vs. 68.9
(%)

Anti-VEGFR(%) 86.9vs. 72.0 21vs. 19 45.9 vs. 45.4

Anti-PD(L)1 13.5 vs. 45.6 26.6 vs. 80.0 7 vs. 31 15.8 vs. 54.6

1. Motzer R, Cancer 2022 3. Burotto M, ASCO-GU2023
2. Rini B, ASCO 202 4, Motzer RJ, ASCO 2023
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Rate of subsequent therapies in combo studies

Study and outcome CheckMate2141 KeyNote4262 CheckMate9ER3 CLEAR?
Ipi/nivo vs Su Axi/pem vs Su Cabo/nivo vs Su Len/pem vs Su

Patients 425 vs. 422 294 vs. 298 249 vs. 256 355 vs. 357
mFU (mos)* 67.7 67.0 44.0 49.8
IMDC (F vs. | vs. P) (%)* 23 vs. 61 vs. 17 32 vs. 55 vs. 13 23 vs. 58.vs 19 27 vs. 64 vs. 9
mOS (mos) 55.7 vs. 38.4 47.2 vs. 40.8 49.5 vs. 35.5 53.7 vs. 54.3
HR (95%ClI 0.72 (0.62-0.85) 0.84 (0.71-0.99) 0.70 (0.56-0.87) 0.79 (0.63-0.99)
Subsequent Systemic Tx 55 vs. 68 62.2vs. 73.9 51.0vs. 68.9
(%)

Anti-VEGFR(%) 86.9vs. 72.0 21vs. 19 45.9 vs. 45.4

Anti-PD(L)1 13.5 vs. 45.6 26.6 v 7 \@ 15.8 v

1. Motzer R, Cancer 2022 3. Burotto M, ASCO-GU2023
2. Rini B, ASCO 202 4. Motzer RJ, ASCO 2023
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Correlation between rate & quality of second line
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0,65 0,70 0,75 0,80 0,85 0,65 0,70 0,75 0,80 0,85 0,90
HR for overall survival (1st line) HR for overall survival (1st line)

In the control arm, the second line immunotherapy affects the final HR for OS more than the absolute rate of patients
who received subsequent therapies.

@® CheckMate214 @ KeyNoted26 @ CheckMate9ER CLEAR
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Follow up and rate of 2"9 line 10 affect HR for OS in combo studies

TKI-10 combo HR for OS Follow up (mos) 10 after sunitinib

KeyNote 4262 0.84 67.0 80.0%
CLEAR? 0.79 49.8 54.6%
CheckMate 9ER3 0.70 44.0 31.0%

10-10 combo HR for OS m 10 after sunitinib

CheckMate 2141 0.72 45.6%

Studies with worse HR have also the longer follow up and the higher
rate of patients treated with 10 after sunitinib.

1. Motzer R, Cancer 2022 3. Burotto M, ASCO-GU2023
2. Rini B, ASCO 2023 4. Motzer RJ, ASCO 2023
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Conclusions about the current options for 1% line therapy

Patients with favourable prognosis do not require the use of the 10-based combo in majority of cases.

Patients with favourable prognosis treated with sunitinib have similar OS to those treated with combos
because of their greater chance to receive immunotherapy in second line. Therefore, the sequential
therapy is a feasible strategy.

Patients with intermediate/poor prognosis have the greatest benefit from 10-based combos.
Nevertheless, the magnitude of benefit for 10-based combos is progressively decreasing (probably)
because of the increase of the follow up and of the number of patients who are receiving 10 after

sunitinib.

Considering the difference in the length of follow up and rate/quality of subsequent lines, any
comparison between combos is useless.
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How can we choose?
It depends by your need...

High risk of primary progression for 10-10 compared to 10-TKI

NIVO+PI SUN Intermediate + Poor

(N = 425) (N=422)
Median P\s (95% Cl), mo | 11.6 (8.4-165) | 8.3 (7.0-10.4)
HR (95% Cl) 0.73 (0.61-0.87); P = 0004

1.07 %,
Median PFS (95% Cl), montfis  o9] |
NIVO+CABO  16.4 (11.2-1983) s

Median PFS, months (95% CI)
LEN + PEMBRO | 22.1(16.6-27.6)

£

G SUN 5.9 (5.6-7.5)
e S SUN 7.1(5.7-8.9) 07 HR (95% Cl) 0.43 (0.34-0.55)
E 3 HR (95% Cl), 0.55 (0.45-0.69) - ‘
g v ] ‘ "
» E 0.5 X , it
% E 0.4 ‘ { .
2 ‘% 03 -y
e (]
g ) 23.8%, -
& o x 0.1

= Intermediate/poor

0.0 0 T T r ; 01 + Censored
0 6 12 18 24 30 36 42 48 0o 6 12 18

No. at risk Months A Months

NIVO+PI 425 233 164 130 101 94 81 74 70 60 4

Longer disease control for 10-10 compared to 10-TKI

SUN 422 188 106 74 46 29 21 15 10 9
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Next strategies in 1%t line

* Intensification
 Immunestimulation (boost)

e Deintensification
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Next strategies for improvement of 15t line: intensification

GU-Alliance for Research
and Development

# guardsymposium2023
¥ @GuardConsortium

COSMIC-313 Study Design

Cabo+Nivo+lpi
Cabo 40 mg PO QD

Progression-Free Survival: Final Analysis (PITT Population)

o g * Nivo 3 mg/kg IV Q3W x4 1.0 1 No. of Median PFS
Advanced RCC (N~840) +Ipi 1 mg/kg IV Q3W x4 Events mo (95% Cl)
\ 0.9 A1
Cabo+Nivo+lpi (N=276) 116 NR (14.0-NE
* No prior systemic therapy* I—> Cabo 40 mg PO QD ‘;L\l:lr:;::ssessment every; 0.8 - g _ ( )
per RECIST v1.1* \ - Pbo+Nivo+lpi (N=274) 133 11.3 (7.7-18.2)
« Clear cell component e R1:1 b + Nivo 480 mg IV Q4W' - '
~ intermeciiata orpoor risk per IMDC : lee?tment un‘til loss of : @ : Hazard ratio 0.73 (95% Cl 0.57-0.94); p=0.013
criteria Stratification Pbo+Nivo+Ipi clinical benefit or / < 061 4
« IMDC risk intolerable toxicity$ ° M s e _
* Measurable disease per RECISTv1.1 | Region Pbo PO QD E 0.5 1 ‘—.0_“"'_—-01-.—
« Karnofsky Performance Status 270% + Nivo 3 mg/kg IV Q3W x4 No crossover allowed ~ / B 54 e - ot " +
+ Ipi 1 mg/kg IV Q3W x4 2
a 0.3
Pbo PO QD 0.2 1
+ Nivo 480 mg IV Q4W'
0.1 A
1 ) 3 : a e , 3 . - : ; : .
CLEAR CM9ER KN426 Cosmic313 9 12 15 18 21 24 27 30
Number at Risk Months
TRAE 2 G3 (%) 71.6 61.0 66.9 Cabo+Nivo+Ipi 145 119 97 56 33 10 1 0
Pbo+Nivo+Ipi 115 98 69 37 19 5 1 0
Tx discontinuation 37,2 19,7 30,5 \
Tx delay/interruption 78,4 N:71,9 C:68,1 69,9 90,0
Dose reduction (TKI) 68,8 56,3 20,3 54,0 1. NEnglJMed 2021;384:1285-300.
2. NEngl)Med 2021;384:829-41.
Use high dose steroids NA 19,1 NA 58,0 3. NEnglJMed 2019;380:1116-27
4. Choueiri TK, ESMO 2022




Doublet followed by doublet (or a different way to be triplet!)

PDGREE trial

PRIGREE

Clear cell renal cell carcinoma
Measurable metastatic

# guardsymposium2023
W @GuardConsortium

GUARD
SYMPOSIUM

6-7 JULIO 2023

GU-Alliance for Research
and Development

CONSORTIUM

e GUARD

Next strategies for improvement of 1% line: intensification

I'F, P -
Wan-CRnar

disease [RECIST criteria)
IMDC intermediate/poos risk

Mo prior systemic treatments

Ipilimumab 1mg/fkg IV g3wk
Mivolumab 3me/ke IV giwk
up to 4 cycles

Good performance status
Archival tissue available

NCT03793166

{ Mivolumab 480mg IV g4 wk}

Treat until
disease
progression,

unacceptable
toxicity,
or CR at 1 year

” Nivolumaby 480mg IV gd wk
\, J
- R

” Nivolumab 480mg IV qd wk

—

|
¥
|

Cabozantinib 40mg PO daily
Cabozantinib 60mg PO daily

AXIN trial

118 mRCC patients after
ipi/nivo induction with
* ECOG=0-1
Metastatic disease
No PD & No RC

No Immune tox =2 G2

Endpoints:
Primary: ORR

Nivolumab 480 mg IV Q28 days

Axitinib 5 mg OS BID

Nivolumab 480 mg IV Q28 days

Secondary: mPFS, mOS; deepth of response, DOR, Qol, safety

NCT05817903
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Next strategies for improvement of 1%t line: immunestimulation

Metastatic renal cell carcinoma and:
Measurable metastatic disease

Clear cell and/or sarcomatoid histology

ECOG performance status 0-1
No prior systemic therapy for metastatic 1.01 100%

= B « 7 #% T

disease :
Intermediate- or poor-risk disease by IMDC 90%
classification 9
Im | 0_8‘ 80A!
[ 2:1 Randomization | 0% 2%
. 1 " @ 60%
Baseline “2 0.6- 50%
— B o7 = 2 —
wv .
Nivolumab + ipilimumab = Nivolumab + ipilimumab | © v °°
+ CBM588 (N=20) (N=10) e Median 30% 2%
a BNivo/ipi with CBM588 12.7 months
Week 12 s BNivo/ipi 2.5 months 10% -
t ;
S HR: 0.15 %
2
Q.

= (95% Cl, 0.05 - 0.47) _ - _ _ N
P<0.001 Nivolumabfipiimumab with  Nivolumab/ipilimumab
Every 12 weeks CBM588
. >
T T T T T T T T B Partial response ~ Stable disease M Progressive disease
v v 0 3 6 9 2 5 ® 2 4 a =

CBMS588: Clostridium butyricum Dizman N, et al. Nat Med. 2022; 28: 704-712.
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Next strategies for improvement of 15t line: deintensification

TIDE-A study

(" ) 24 weeks of L[ A H D ]
75 Pts velumab 800 mg Q2W PD
* Diagnosis of mRCC \ >
* Measurable disease ‘ "
PD

+ ECOGO-1 sl Avelumab 800 mg Q2W Tumor

e ‘
* No bulky or Axitinib 5mg BID evaluation
symptomatic disease
* No hepatic
metastases. Avelumab 800 mg Q2W
\ < PR: partial response Axitinib 5mg BID

PD: progression of disease Until PD
SD: stable disease

Eudract CT number: 2019-004098-23
lacovelli et al. Presented at ASCO GU 2020 TPS762 ClinicalTrials.gov Identifier: NCT04698213
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Definitive conclusions:

First line therapy is the most important step for the management of mRCC patient.

The choice among the available therapies should be based on clinical need and
symptomatic patients should be treated with one of the available IO-TKI combos.

Triplet therapy cannot be offered considering toxicity and lack of OS benefit. Sequence
of two doublets seems to be more reasonable and results are awaited.

Next years will offer new data for a tailored first line, please be patient!



	Diapositiva 1: First line treatment (for mRCC)
	Diapositiva 2
	Diapositiva 3
	Diapositiva 4
	Diapositiva 5
	Diapositiva 6
	Diapositiva 7
	Diapositiva 8
	Diapositiva 9
	Diapositiva 10
	Diapositiva 11
	Diapositiva 12
	Diapositiva 13
	Diapositiva 14
	Diapositiva 15
	Diapositiva 16
	Diapositiva 17
	Diapositiva 18
	Diapositiva 19
	Diapositiva 20
	Diapositiva 21
	Diapositiva 22
	Diapositiva 23
	Diapositiva 24
	Diapositiva 25
	Diapositiva 26
	Diapositiva 27
	Diapositiva 28
	Diapositiva 29

