foro
debale
oncologia

Zaragoza 26-29 septiembre 2023

Tratamiento Adyuvante y
Neoadyuvante: Estado del Arte

Dr. Ovidio Fernandez Calvo
Servicio Oncologia Médica.
C. H.U. Ourense
Zaragoza 27 Septiembre 2023



Disclosures

e Consultant or Advisory Role: Astellas Pharma, Pfizer, Bristol-Myers-Squibb, Ipsen, Merck,
Eisai

e Speaking honoraria: Novartis, Bristol-Myers-Squibb, Ipsen, Roche, Astellas Pharma, Bayer,

* Travel/Accommodations: Bristol-Myers-Squibb, Ipsen, Astellas



) 4
foro debate oncologia

1. Neoadjuvant qt

2. Adjuvant qt

3. Adjuvant immunotherapy



) 4
foro debate oncologia

1. Neoadjuvant qt

2. Adjuvant qt

3. Adjuvant immunotherapy



) 4
foro debate oncologia

Therapeutic landscape in muscle-invasive UC

Diagnosis
Cystoscopy and tuMmour resection
Evaluation of urethra?® =
CT imaging of abdomen, chest, UUT
MRI can be used for local staging

Findingss
- cT2Z2-94 NONMO [

-~

Neocadjuvant therapy

- Chemotherapwv
Recommended in cisplatin-fit patients
(5—8256 survival benefit)

- Radiotherapw
Not recommended
- Immunotherapw

Experimental, only in clinical trial setting

¥

Radical cystectomy

- Know general aspects of surgery
- Preparation
- Surgical technique
— INntegrated mnode dissection
- Urimnary diversion
- Timing of surgsery
- A hisher case load improves coutcorme

ﬁ

Adjuvant systemic therapy

- Consider adjuvant immunotherapy in
selected patients
- Consider chemotherapy in selected

patients only if Nno necadjuvant
chemotherapy was given

Witges J.A, EUA Guidelines 2023
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Disease specific survival according to the maximun
tumor stage and lymph node status

100,0% W 100.0%
90.0% \\H_ 91 4% 91.4% 20.0%
200% 78.9% S 50.0% 1.4% 27-39%
o 77.0% R— 75.5%
70.0% — 70.0%
€0.0% 59.0% 59.0% €0.0%
o pTafis/1 pNO \ \-\ —pTall pNO
50.0% = pT2a/bpN0 — 50.0%
L5% =——pT3ajbpNo —pTall pN1
D7 e 0 TA2{b pNO ]
40.0% piiaop 400% 4
—— pTallph+ S —pTall pN2
300% i 30.0% 29.3% —pTall pN3
\\ — 24.5%
20.0% _\_‘—Iﬁ 7% 20.0% 18.2% 19.6%
L8 14.3% _\_‘—\ 10 6%
100% 10.0%
0.0%
00% 0.0% —_—
0 12 24 36 48 60 72 84 95 108 120 132 144 156 168 180 152 204 216 228 240 0 12 24 36 48 60 72 84 95 108 120 132 144 156 168 180 192 204 216 228 240

Hautmann RE et al, Eur Urol 2012
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Therapeutic landscape in muscle-invasive UC

Diagnosis
Cystoscopy and tuMmour resection
Evaluatiomn of urethra™ -
CT imasines of abdomen, chest, UUT
NMRI canmn be used for local stasgins

- c T Z2-<4 NONO

Neoadjuvant therapy
- CThemothaerapw
Recommended in cisplatin—-fit patients
(5—=26 survival benefit)

- Radiothaerapyw
Not recomImrmended
- Irmmunotherapw
Experirmental onmnly im climical trial settims

+

Radical cystectorrmy

- Kmnoww semneral aspects of surgsery
- Preparation
— Surgical technigue
— INmntegsrated mnode dissection
— Urimnary diversion
— Timmiines of sursery
- A hisher case load iMmproves ocutcorm e

+

Adiuvant systemic thhaerapy

- Consider adjuvant iMmmunotherapy in
selected patients
- Consider chemotherapy in selected

Paticnts only if No mnecadijuvant
chemotherapy Wwas given

Witges J.A, EUA Guidelines 2023
S
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Neoadjuvant QT: SWOG 8710

100
80—\
== SO —
E = —
E i D
<> MVAC x 3 -> RCvs RC e o
=4 e e ——
o N=317, cT2-4aNOMO -—
] 77 vs 46 months
o b Ll - L - LJ - L) - L 3 - L] - .
o 24 s 72 sSe 120 144 163
Months after Randomization
is3 132 S22 75 4 23 S
isSas 3 sS7 SO = T i8 7

Grossman HB et al. N Engl J Med 2003; 349:859
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Neoadjuvant QT. Meta-analysis

Studly
or sub-category

Overall survival hazard ratios

95% Cl
01 Single agent cisplatin
CUETO —_— 0.97 [0D.62, 1.53]
WMURG —_—tT 1.11 [0.76, l.61]
ABCSG  E B — 1.33 (0.80, 2.23]
Subtotal (95% CI) —~espiiine-- 1.11 [0.86, 1.43]
Test for heterogeneity: Chi* =082, df =2 (P =0686)
Test for overall effect: Z=0.83 (P =041)
02 Cisplatin-based combination chemotherapy
Nordic | —_— 0.84 [0.61, 1.15]
Intergroup 0080 —_— 0.78 [0.58, 1.04)
GISTV ———— 0.70 [0.44, 1.12)
Int Collab Trialists —— 0.85 [0.72, 1.00]
DAVECA 83-01 + —ap 1.90 [0.24, 15.15]
DAVECA 83-02 e 0.84 [0.56, 1.25]
GUONE —_— 1.01 [0.8Z, 1.25)
RTOG 88-03 — 0.86 [0.52, 1.43)
Subtotal (95% €1 - 0.87 [0.78, 0.96]
Test for heterogenetty: Chi* = 3.99, df = 7 (P = 0.78)
Test for overall effect: Z =275 (P = 0.006)
Tatal (95% CI) L 0.30 [0.82, 0.99)

Test for heterogeneity: Chi? = 8.01,df =10 (P = 0.63
Test for overall effect Z=2.24 (P =0.02)

05 07
Favours treatment

1

15
Favours control

Winquist E, et al. J Urol. 2004 Feb;171(2 Pt 1):561-9.

(no. events/no. entered)

CT Control O-E Variance Hazard Ratio
Single agent platinum :
Wallace [2] 59/83 50/76 274 2718 I — ]
Martinez-Pineiro [3] 43/62 38/59 0.33 20.11 b+ : +—
Raghavan [2] 34/41 37/55 585 16.51 — &
Sub-total 136/186 125/190  8.92 63.80 i@ HR=1.15 (95% C1 0.90-1.47)p=0.264
Alatinum-based combinations |
Cortesi unpublished 43/82 4 -1.87  20.84 " P —
Grossman [9] 98/158  108/159 -13.61 51.00 H——
Bassi [5] 53102  60/104  -1.95 28.13 —
MRC/EORTC [6] 275/491 301/485 -23.69 143.61 H—.—H
Malmstrom [8] 68/151 84/160 -9.97 3794 ————
Sherif [8] 791158  90/159  -6.37 42.18 H—a———
Sengelov [7] 7078  60/75 179 3196 H——{® i
Sub-total 686/1220 744/1213 -55.67 355.65 % HR=0.86 (95% Cl 0.77-0.95) p=0.003
I
I
Total  822/1406 869/1403 -46.75 419.45 'S HR=0.89 (95% C1 0.81-0.98) p=0.022
I
T ; T
1 15 2

NeoCT beﬁer

Control better

Advance Bladder Cancer Meta-analysis Collaboration. Eur Urol 48 (2005) 202—2064_
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Vesper Trial

Chemotherapy

> 4 cycles of GC Gemcitabine 1250 mg/m<2 d1 and d8
Cisplatin 70 mg/m?2 d1 every 3 weeks

> 6 cycles of ddMVAC Methotrexate 30 mg/m=2 d1
Vinblastine 3 mg/m2 d2
Doxorubicin 30 mg/m=?2 d2
Cisplatin 70 mg/m?2 d2
+ G-CSF support from d3 to d9 every 2 weeks

Pfister C, et al. Ann Oncol 2021;32(suppl_5):5678-5724.
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Vesper Trial

500 patients included in 28 centers from 2013 to 2018
(493 patients available for intent-to-treat analysis)
Adjuvant (n=56) and Neoadjuvant (n=437) (88%)

Primary end-point : Progression Free Survival at 3 years

Final analysis : Overall and Specific Survival at 5 years

Pfister C, et al. Ann Oncol 2021;32(suppl_5):5678-5724.
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PFS at 3 years

Progression-free survival

(probabiiity)

Perioperative CT
m dd-MVAC (n=248)
-m GC (n=245)

7 (95% Cl, 0.57-1.02
P=0.066
Padj=0.077

12 18 24

Time (months)

Vesper Trial

Progression-free survival

(probabilty)

Neoadjuvant CT
W dd-MVAC (n=219)
m GC (n=218)

HR=0.70 (95% CI, 0.61-0.96)
P=0.025

12 18 24
Time (months)

16-21 September 2021

Perioperative dd-MVAC
improve 3-y PFS over GC

In the neocadjuvant group,
better bladder tumor local
control with a significant
improvement on 3-y PFS
in the dd-MVAC arm

Pfister et al. J Clin Oncol 2022

Pfister C, et al. ASCO 2023
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PFS at 3 years

Progression-free survival

(probabiiity)

Perioperative CT
m dd-MVAC (n=248)
-m GC (n=245)

HR=0.77 (95% CI, 0.57-1.02)
P=0.066
Padj=0.077

12 18 24

Time (months)

Vesper Trial

Progression-free survival

(probabilty)

Neoadjuvant CT
W dd-MVAC (n=219)
m GC (n=218)

HR=0.70 (956% CI, 0.61-0.96)
P=0.025

12 18 24
Time (months)

16-21 September 2021

Perioperative dd-MVAC
improve 3-y PFS over GC

In the neocadjuvant group,
better bladder tumor local
control with a significant
improvement on 3-y PFS
in the dd-MVAC arm

Pfister et al. J Clin Oncol 2022

Pfister C, et al. ASCO 2023
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Vesper Trial

Results (1) Overall Survival at 5 years

All patients Neoadjuvant CT
®m dd-MVAC (n=248) ®m dd-MVAC (n=218)
m GC (n=245) m GC (n=219)

Overall survival
(probability)
Overall survival
(probability)

0.2

HR=0.77 (95% Cl, 0.58-1.03)
P=0.078 HR=0.71 (95% ClI, 0.52-0.97)
Padj=0.098 o P=0.032

T T T T
1 2 3 o 4

Time (years) Time (years)

No. at risk No. at risk
dd-MVAC 248 193 171 dd-MVAC 218 174 156
GC 245 184 157 GC 219 163 140

Pfister C, et al. ASCO 2023
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Therapeutic landscape in muscle-invasive UC

MIUC T2-T4a: Realizar QT neoadyuvante
basada en Cisplatino siempre que sea posible
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Neoadjuvant Cisplatin-Based Chemotherapy

*  Meta-analyses show an absolute 5-yr OS improvement of 5%-8% with NAC
* dd-M-VAC and GC are both standard options

*  High risk of recurrence despite NAC and surgery

*  50% of patients deemed ineligible for NAC

* Lack of neoadjuvant treatment options for cisplatin-ineligible patients with MIBC

Vale. Eur Urol. 2005;48:202. Galsky. Cancer. 2015;121:2586. Flaig. Clin Cancer Res. 2021;27:2435.
Yin. Oncologist. 2016;21:708. Jiang. Nat Rev Urol. 2021;18:104.
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|O neoadjuvant studies

Durvalumab
= I 7> 90% patients

Study phase ABACUS || PURE-01 | |p NABUCCO | /11 MDACC d t d . I
No. patients 95 114 24 28 unaerwent radica
Cisplatin eligibility No Residual disease Yes Predominant VH (16%) No No High-risk features Cystecto my

High-risk features (%)® . .
schedule 2icycies 3 cycles 3 cycles 2 cycles | " mowing 30 ms v

Neoadjuvant IO did
Prevalence PD-L1
positivity

Lymphovascular invasion

41% 59% 63% N/A | et not delay planned

Tda
High-grade upper tract UC

IC 25% CPS 210% CPS 210% N/A surgery

PD-L1 positivity
cut-off values

& >~ v No unexpected
pre treatment b 512% s6% toxicities

clinical tumor stage 74%

o 100

& 31% 37% 46% 37.5%

(o=

2 s0 1y-RFS: 79% | 1y-EFS: 84.5% | LSS 0% 1y-RFS: 82.8% Powles T, et al. Nat Med 2019;25(11):1706.
e

o

Necchi A, et al. Eur Urol 2020;77(4):439.
- Van Dijk N, et al. Nat Med 2020 [online ahead of print].
Gao J, et al. Nat Med 2020 [online ahead of print].

Median f/u: 13.1 months Median f/fu: 23 r th Median f/u: 15.9 months Median f/u: 19.2 months Weis XX, et al. J Clin Oncol 2020;38(suppl

6;abstr507).
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Therapeutic landscape in muscle-invasive UC

Diagnosis
Cystoscopy and tuMmMour resection
Evaluation of urethra?® -
CT imaging of abdomen, chest, UUT
NMRI can be used for local staging

- cT2Z2-94 NONMO [

Neoadjuvant therapy
- Chemotherapw
Recommended in cisplatin-fit patients
(5—826 survival benefit)

- Radiotherapw
Not recommended
- Immunotherapw
Experirmental, only in clinical trial setting

1

Radical cystectomy

- Know general aspects of surgery
- Preparation
- Surgical technique
- INntegrated node dissection
- Urimnary diversion
- TimMming of surgery
- A hisher case load improves coutcome

Adjuvant systemic therapy

Consider adjuvant immunotherapy in
selected patients

Consider chemotherapy in selected
patients only if No Nnecadjuvant
chemotherapy was given

Witges J.A, EUA Guidelines 2023
S
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Adjuvant Chemotherapy

Summary of phase 3 clinical trial for adjuvant chemotherapy

EORTC 309949

254

Phase = |

Stage pT3-T4
pMN1-3

Regimen CDDP/gemcitabine
P C
Dd-MTvAC

Primary endpoint Owerall survival
Follow up T wears
5 years DFS A4F 6 ¥ ws 31 B

5 years OS5 53.6% ws 4T T2

142
3

pT32-pT4
PN+

CDDP 70 mg/m2 D1
Gemcitabine 1000mg/m?2 D1, DE
Paditaxel 80 mg/m?* D1, DE
Owverall survival
22.8 months
INA

B0% ws 315

Sternberng CH, exal. I diate wersus

chematherapy after ical oy w iin

Cognetti et al.

19
3

pPTZ2-pT43
pMO-2

CDDP 7O0mg,/m? D1
Gemdtabine 1000mg/m2 D1,DE; D15

Overall survival

35 months

IT 2% ws 42 3%

43 A% ws 53 . T%

phase 3 trizl. Lancet Oncold 2015; 16:76-88
P=z A, et al. Rendomized phase Il trial comparing adjuvant 5 5 i

(FOGEUGE]) 29901 study. dowurnal of Clinical Oncology 2010 23._15 n.lppi Lm51s—|.m51s

Cognetti F, e 3l. Adjuvant chemotherapy with i i wersus ch

th pT3—pTS or N+ MO i i the

ramdnenised nboce 0 frisl S el 300 3 F3-605-70W0

): mn intergrows. opcn-label, rendomised

bladder canoer: Results of the ish Onoology = inary Group

o radical W & i - = -
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Adjuvant QT meta-analysis

Evemtsfpaticnts Sratistics HR {55 CT)
A djurant chemotherapy  Conerol o-E} Varianos

Siregle agent cisplatin
Stoder et al, 1534 Z3fa6 22145 [ =) 1LE L 1032 (0-SE-1-B3)
Subrtotl 2346 (SO z2J45 (48-9r=) o2 113 S 202 {o-5F-1-E3)
Cizplati i
Bono et al. 19097 314 AFIEE 35 =1 1 OGS (034124
Freiha etal] 1956 =FSa3 =BfaF -2z T4 0.4 (0F6-1-52)
Orto et al, 2005™ Saf=8 S53fFg —-2F 13-4 — 082 (o-48-1-40)
Shommes ek al, 19917 S0f5a Safan -5-5 193 — 075 [(o-SE—1-17)
Lehamann e al, 20067 ESBO 2RO -5-B 104 - ; 05T [0-F0-1-05)

'
Subrtotal DO L0 (BB 4] O 129 (15T -4 — B3 595 ———— OF L [0-55-0-02)
Heberogeneity =0 9F, dfed; p-0-932
[ pls i
Par_fures et al, 20005 TANGR ASITa —13 133 - O.F8 (O3 OEE)
Coagnetti et al, 2002 AE 102 IBfa2 5.3 0.9 ——-— 125 (0-B4-1-98)
EDATC 3095y erial BEfLan Barias —a= ET- —-__ 078 (o561 cE)

T
Subrbotal BIEITL (4F-F%) VESS JOG (53 -47E]) —16-8 FoO-6 ———— 0.F D [0-62-1-00])
Heterogeneity y'—12-27. of- 20 p—o- oz
Total FIEOSL 66 [FF-3%) Foof4E3 (B0-F %) -36-8 1415 s OFF [0-65—0-21)
Test for heterogeneity 3r'=14-49, df-B; p—0-07 I

H

0-55 n-'s 10 2o q,'n
- —
it H Zlics Fareours imsmedate Fareours deferred
* Analisis combinado con resultado de metanalisis de 2014  =Z=Z25i=sy vt it

* Reduccion del riesgo de muerte: 23% Sternberg CN et al, Lancet Oncol 2015;16:76
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1.00
0.90
0.80
0.70
0.60
0.50
0.40
0.20
0.20
0.10
0.00

Survival

HR 0.82; 95%IC 0.70-0.96; p=0.02

Adjuvant Chemotherapy

Events /participants

291/600
319/583

Adjuvant CT
Control

N=1183 (10 RCTs)

0 1

At risk:
Adj CT B00
Control 583

480
462

2 2 4 5 15 Fi 8
Analysis time (YT)

380 303 240 191 149 116 88

356 289 238 187 130 82 65

1. ABC Meta-Analysis Collaborators Group. Eur Urol. 2022; 81:50.
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Unmet needs in high-risk MIBC

- High risk of recurrence and mortality in MIUC
- Cisplatin ineligibility (Neo and adjuvant scenario)
- Barriers to implement perioperative treatment

- High risk of relapse although perioperative QT + RC
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Are these the only criteria that we use?

Panel: Consensus definition of patients with metastatic
vrothelial carcinoma who are unfit for cisplatin-based
chemotherapy

Patients meeting at least one of the following are
considered “unfit”

WHO or ECOG performance status of 2, or Karnofsky
performance status of 60-70%

Creatinine clearance (calculated or measured) less than
1ml/s

CTCAE version 4, grade 2 or above audiometric hearing loss
CTCAE version 4, grade 2 or above peripheral neuropathy
NYHA class lll heart failure

ECOG=Eastern Cooperative Oncology Group. CTCAE=Common Terminology Criteria for
Adverse Events. NYHA=New York Heart Association.

Age

Other comorbidities

Lancet Oncol. 2011 Mar;12(3):211-4
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How do we treat our patients?

Proportions of Treatment Recelved

B0 . O%

LLLLLLLERE -

=ooe zoco07 zoos =03
Y..r of Dm.lo

Fig. 2. Yearly percentages of treatment withh INAC + RC, RC alone, or RC + AC.

Pfail J.L Bladder Cancer 6 (2020), 265-276
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Unmet needs in high-risk MIBC

5-Year . .
At Risk Death Estimate Survival according to treatment group and whether
100 ——NO, = 10 nodes 106 45 69% . .
&\\ —---NO.<10nodes 107 68  52% patients were pTO or had RD at the time of cystectomy
= G ~=-=Ne 2 10nodes 32 23 34%
80 \\_\ ——— N+, <10 nodes 23 22 9% 100 15

N\ b N P <001
\, g TR PP -
§ ‘

—— o = N .
. ‘t,.-u\ B3
. \ VA aees s %
1 b e b o e o 0 o Bl bl 8 o 0 4 S
20+ g
] (2] 40
|

MVAC and cystectomy, pT0
v v v v X " \ v \ v v v v (14 deaths; median survival NR)
0 5 10 15 20 4 o
Cystectomy, pTO (6 deaths; median survival 11.3 years)
Years An" cwmm = MVAC and cystectomy, RD (76 deaths; median survival 3.8 years)
——  Cystectomy, RD (94 deaths; median survival 2.4 years)

Characteristic  No.  Median  HR (95% ClI) %0 " & & ' 72 % | o | am | ks
0S,y Months after randomization Adapted from N Engl J Med.?
Pathologic stage Rate of pTO was 38% with chemo vs 15% without?3?
PO 48 13.6 1.0 H L sval: . . . . -
e P 2,05 (0.96-4.24) pT0_24% 8-year survival: pTO: - 75% > pTO: - 30%
P2+ a7 37 2.75 (1.54-4.89)"

GrossmanEHB, Et@l. NEngl JiMed 2003;349:859.
Herr HW,2t@l.Alin Oncol 2004;22:2781.
International@ollaboration®fArialists et@l.ATlin Oncol.2011;29:2171-2177.
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40%-67%

of patients with
pT3-T4a or lymph
node-positive disease
relapse after RC alone,
with a poor 5-year OS
(252%-30%)1-2

Unmet needs in high-risk MIBC

[E]]

Only
10%2%-21%

of patients with MIBC
undergoing RC
receive NAC, despite
current guidelines?

DFS, disease-free survival; MIBC, muscle-invasive bladder cancer; HAC, neocadjuvant chemotherapy:

d JE et al. Eur Urol. 2002;41:440-448. 2. Shariat SF et al. J Urol. 2006;176:241$-2422. 3.
et al. Cancer. 2006;107:506-513.

&

6 6%

of patients with T2
disease receiving NAC
prior to RC may not
respond and are at risk
of progression to = pT2
disease; 5-year DFS
may be as low as 40%*

S. overall survival; RC, radical cystectomy;
eardon ZD et al. Eur Urol. 2015:67:165-170_ <. 24

soc,

A

Up to
83% ana 52%

of patients may be
ineligible for
neoadjuvant and
adjuvant cisplatin-based
therapy, respectively;
there is no SOC for
these patients®

tandard of care.
noharan M et al. B8JU Int. 2009;104: 1646-1649_



) 4
foro debate oncologia

How can we improve these results?
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1. Neoadjuvant qt

2. Adjuvant qt

3. Adjuvant immunotherapy
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Phase 3 Immunotherapy studies in adjuvant setting

‘ Pembrolizumab '
I ! 200mg IV Q3W x 1 year - Co-primary
. .~ DFS & OS
i Observation ' —

- AMBASSADOR Alliance (NCT 03244384)
~ High risk muscle invasive urothelial

- carcinoma of the bladder, ureter, and renal
N Ivis

Nivolumab

CheckMate 274 (NCT 02632409) R (' 1:1) 240mg IV Q2W x 1 year N—
High risk muscle invasive urothelial -
carcinoma of the bladder, or uppertract Placebo Q2w ' —ly
Atezolizumab
IMvigor010 (NCT 02450331)* R ('1:“ 1200 mg IV Q3W x 1 year W—

DFS

High risk muscle invasive urothelial =7
carcinoma of the bladder, or uppertract . Observation ' —_—
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Phase 3 Immunotherapy studies in adjuvant setting

Pembrolizumab
AMBASSADOR Alliance |&1'03244384| = r 200mg IV Q3W x 1 year — Co-prlmary
High risk muscle invasive urothelial -

; DFS & OS
cal"‘tl:.l;\oma of the bladder, ureter, and renal ‘ e '

Nivolumab
CheckMate 274 (NCT 02632409) R (":1) 240 mg IV Q2W x 1 year

High risk muscle invasive urothelial
carcinoma of the bladder, or uppertract Placebo Q2w ' —ty

Atezolizumab

IMvigor010 (NCT 02450331)* I - 1200 mg IV Q3W x 1 year -
R (1:1) DFS

High risk muscle invasive urothelial =
carcinoma of the bladder, or uppertract . Observation l —_—

—
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What is the high risk population?

If prior NAC: No prior NAC QT:

>y T2 or ypN+ > pl3 or pN+




> 4
e
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PD1/PD-L1 blockade

> pT3 or pN+
or
>yT2 or ypN+ if prior
NAC

NCT05450331 (Imvigor010) :
NCT02632409 (CheckMate274) Placebo or observation

NCT03244384 (AMBASSADOR)
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Mivolumab (M=353) Placebo (N=35&) arezclizumab (MN=10a) observation [ M 403)
Age, years 65.3 655 &7 &5
Mala {36} FEA r i ] 79 7B
ECOG PS0-1 (%) SE.O 975 o5 o965
Tunmor origin
Bladder |%] FoO TE G a3 L-T8
TG (%) 21 211 7T 5
Prior MAC [%6) a3 3 a3 5 as a7z
Pathologic T stage at resection
PTZphD [5%) 71 Bl E:3 10
PT3-TApND [3) as.® aa.7 39 3B
Modal status at resection
M= [ B6) a7.3 a7z 52 52
=10 hyrmph nodes resected (%) 266 278 23 23
PDL-1 positive] %) 307 300 as 4o
Median treatment duration {momnths] BB B2 1.3 -
Treatment related adverse events [TRAEsS) =63 (%) 17T T2 16 -
TRAES ing to disc i o [36) 74 1.4 16
Completed treatment [36) 407 375 51
Disease recurrence [%) 25.65 a3 d=} 3o
Discontinuwed treatmment |%]) 53.3 563 ag
Follow-up [months) 209 195 219
median disease free survival [ months) 208 108 194 16.6
Belimunt 1, et al. Adjuvant atezoliramab wersus observation in musche-i e ial carcinoma [IMAWgorl10)- a multicentre, open-label. rendomised, phase 3 trial. Lesncet Omool 2021; 22-525-37
Bajorin DF_ et =l Adj T wWErsus in i T carcinoma. N Engl J Med 2021; 384:2102-14
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IMvigor010 Study Design

@1 eligibility®

+ High-risk MIUC (bladder, renal pelvis, ureter)

+ Radical cystectomy/nephroureterectomy with LN
dissection within < 14 weeks
— ypT2-T4a or ypN+ for patients treated with NACP
— pT3-T4a or pN+ for patients not treated with NACP

* Mo postsurgical radiation or AC

» If no prior NAC given, patient had to be ineligible for, or
declined, cisplatin-based AC

+ ECOG PS 0-2

& Tissue sample for PD-L1 testing /

Stratification factors
+ Number of LNs resected - Tumor stage

(<10vs =210) (= pT2 vs pT3/pT4)
« Prior NAC (Yes vs No) - PD-L1 status2
« LN status (+ vs —) (1C0/1 vs I1C2/3)

Atezolizumab

1200 mg q3w
(16 cycles or 1 year)

Disease recurrence/
survival follow-up

No crossover allowed . »  Tumor assessments:

q12w for years 1-3,

(g24w for years 4-5
and at year 6)

Observationc q3w

Primary endpoint: DFS (ITT population)

Key secondary endpoint: OS (ITT population)
Exploratory analyses: Biomarkers including PD-L1 status
Safety

AC, adjuvant chemotherapy; DFS. disease-free survival; ITT, intention to treat; LN, lymph node; MIUC, muscle-invasive UC. ® Protocol amendments broadened eligibility to “all-comers~ (initially, only PD-L1—
selected patients were enrolled [IC2/3: PD-L1 expression on tumor-infiltrating immune cells (IC) 2 5% of tumor area [VENTANA SP142 |HC assay]) and to patients with MIUC (initially, only patients with
muscle-invasive bladder cancer were enrolled). ® Upper-tract UC staging: ypT2-4 or ypN+ (with NAC) and pT3-4 or pN+ (without NAC). ¢ Alternating clinic visits and phone calls.

Hussain M, ASCO 2020
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Imvigor 010: DFS in ITT Population

100 - Atezolizumab Observation
(N = 406) (N = 403)
DFS events, n (%) 212 (52) 208 (52)
Median DFS (95% CI), mo 19.4 (15.9, 24.8) 16.6 (11.2, 24.8)
18-mo DFS rate (95% CI), % 51 (46, 56) 49 (44, 54)
DFS HR (95% Cl)2 0.89 (0.74, 1.08); P = 0.2446P
[9p]
% ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,
p—— o . _ Atezolizumab
49 o ) Py .
Observation
20
O —
T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
No. at risk Months
Atezolizumab 406 332 281 248 223 201 169 142 115 92 67 52 15 10 3 2

Observation 403 305 240 243 188 170F 156 131 109 87 67 42 i {4 12 2

Data cutoff: November 30, 2019. Median follow-up: 21.9 mo. 2 Stratified by post-resection tumor stage, nodal status and PD-L1 status. P 2-sided.

Hussain M, ASCO 2020
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Imvigor 010: DFS by PD-L1 status

100 o 100
PD-L1 1C0/1 PD-L1 I1C2/3
a0
w o 50 Observation
[T [P R . ===~ =
=1 (=
40 o .
Atezolizumab
20
o o
o 3 & 9 12 15 18 21 24 27 30 33 36 39 a4z 45 4 o 3 & - 12 15 18 1 >q o7 30 33 36 L] 42 45 48
Months Months
MNo. at risk MNo. at risk
Atarolizumab 210 167 145 122 109 96 v 64 45 33 22 14 1 Atezolizumab 196 165 136 126 114 105 az 78 &7 59 45 38 14 10 3 2
Observation 207 149 114 100 az 8o 69 56 42 34 26 12 2 Observation 196 156 126 m 105 ar 87 75 6T 53 41 30 15 12 2

Atezolizumab (n = 210) Observation (n = 207) Atezolizumab (n = 196) Observation (n = 196)
DFS events, n (%) 118 (56) 120 (58) 94 (48) 88 (45)

HR (95% Cl)® 0.81 (0.63, 1.05) 1.01 (0.75, 1.35)

Data cutoff: November 30, 2019. IC2/3, PD-L1—expressing IC on = 5% of tumor area (VENTANA SP142 assay); IC0/1, < 5%. * Stratified by tumor stage and nodal status.

Hussain M, ASCO 2020
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Checkmate 274: Study desing

= CheckMate 274 is a phase 3, randomized, double-blind, multicenter study of adjuvant nivolumab
i i i i -ri a
versus placebo in patients with high-risk MIUC Stratification factors
N = 709 = Tumor PD-L1 status (= 1% vs < 1% or indeterminate)®
= Prior neoadjuvant cisplatin-based chemotherapy

Key inclusion criteria = HNodal status

= Patients with ypT2-ypT4a or ypN+ MIUC who had necadjuvant
cisplatin chemotherapy

= Patients with pT3-pT4a or pN+ MIUC without prior necadjuvant
cisplatin chemotherapy and not eligible/refuse adjuvant
cisplatin chemotherapy

= Radical surgery within the past 120 days

» Disease-free status within 4 weeks of randomization
Median (range) follow-up< (ITT population),

36.1 (0.0-75.3) months (37.4 months for NIVO, 33.9 months for PBO)
Minimum follow-upd (ITT population), 31.6 months

Median (range) follow-up< (PD-L1 = 1% population),
37.1 (0.0-75.3) months (39.8 months for NIVO, 33.3 months for PBO)

Database lock, October 20, 2022

NIVO IV
240 mg Q2W

Treat for up to
1 vear of
adjuvant therapy

Primary endpoints: DFS in all randomized patients (ITT population)
and DFS in all randomized patients with tumor PD-L1 = 1%
Secondary endpoints: NUTRFS, DSS, and OSe

Exploratory endpoints included: DMFS, PF52, safety, HRQolL

AaMCTO2632409. bDefined by the percent of positive tumor cell membrane staining in a minimum of 100 evaluable tumor cells using the validated Dako PD-L1 IHC 2B-8 pharmbDx
immunohistochemistry assay. “Defined as time between randomization date and last known date alive (for patients who are alive) and death. “Defined as time from clinical cut-off date to
last patient’s randomization date. =05 will be assessed at a future database lock. 0% and D55 data are not presented.

DMFS, distant metastasis-free survival; D55, disease-specific survival; HRQoL, health-related quality of life; IV, intravenous; NUTRFS, non-urothelial tract recurrence-free survival;

05, overall survival; PF52, second progression-free survival; Q2W, every 2 weeks; R, randomized.

Minimum follow-up of 31.6 months (median follow-up, 36.1 months) Galsky MD, ASCO GU 2023
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Select baseline demographic and clinical characteristics

NIVO PBO
N = 353 N = 356
Mean age (range), years 65.3 (30-92) 65.9 (42-88)
Male, % 75 77
Race or ethnic group, %
White 75 76
Asian 23 21
Black 1 1
Other/unreported 2 2
ECOG PS,2 %
0 63 62
1 35 35
- - -
Tumeor origin at initial diagnosis, %
Urinary bladder 79 79
Renal pelvis 12 15
Ureter 8 6
Tumor PD-L1 = 1% as recorded at randomization by IVRS, % 40 40
Prior neoadjuvant cisplatin, % 43 44
Pathologic T stage at resection,?< %
pTO-2 23 24
pT3 58 57
pT4a 16 17
Nodal status at resection,® %
N+ 47 47
NO/x with < 10 nodes removed 27 28
NO with = 10 nodes removed 26 25
2MNot reported for 1 patient in the PBO arm. "pTX in 1% of patients in the NIVO arm; pTis in 1% of patients in the NIVO arm and 1% of patients in the PBO arm. “Not reported for 1 patient each
in the NIVO and PBO arm.
ECOG PSI Fastern Cnoﬁrative OncoLogx GrouE Berfcrmance status'I I\d’RSI interactive voice-res@nse s:stem.

Bajorin DF, N England J Med 2021; 384: 2102-2114
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Disease-free survival (Primary endpoint)

« Continued DFS benefit was observed with NIVO versus PBO both in the ITT and tumor PD-L1
expression = 1% populations

ITT
100
90 Median DFS (95% Cl), months
— 80+ NIVO 22.0(18.8-36.9)
=3 PBO 10.9 (8.3-15.2)
e 70 HR (95% Cl), 0.71 (0.58-0.86)
g 607 48.4%
W 45.0%
w 504
&
E"_,' 40 :
g 30- 134.9%
2 ! !
20
10+
0 T 1 1 : 1 I: 1 T T 1 1
0 6 12 18 24 30 36 42 48 54 60 66
Months
Mo. at risk
NIVO 353 253 208 177 150 132 113 83 57 43 4 0
PBO 356 207 156 138 123 109 94 80 59 39 4 0

PD-L1 =z 1%
100
90 Median DFS (95% Cl), months
NIVO 52.6 (25.8-NE)
801 PBO 8.4 (5.6-17.9)

HR (95% CI), 0.52 (0.37-0.72)

56.9%

Disease-free survival (%)
u
o
1

40 1

301 33.3

20

10+

0 L] 1 1 T L) i T 1 T T 1

0 6 12 18 24 30 36 42 48 54 60 66
Months

Mo. at risk
NIVO 140 99 a8 79 72 64 55 42 29 23 2 0
PBO 142 74 58 52 46 40 34 26 18 9 2 0

Minimum follow-up in the ITT population, 31.6 months. DFS was defined as the time between the date of randomization and the date of first recurrence (local urothelial tract, local non-urothelial tract or

distant) or death.
MNE, not estimable.

Galsky MD, ASCO GU 2023
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Disease-free survival (Primary endpoint)

« Continued DFS benefit was observed with NIVO versus PBO both in the ITT and tumor PD-L1
expression > 1% populations

ITT
100 100
90 Median DFS (95% Cl), months 90
. 80+ NIVO 22.0 (18.8-36.9) 80 -
= PBO 10.9 (8.3-15.2)
3 70 HR (95% Cl), 0.71 (0.58-0.86) s 70
T 60+ 48.4% z 60
a 45.0% 2
w 504 @ 504
bt =
— —
f""n 40 : i, 40
§ 30- 134.9% g 30-
a : a
20 20
10+ 10+
0 T 1 T : 1 I: 1 T T 1 1 0
0 6 12 18 24 30 36 42 48 54 60 66 0
Months
No. at risk No. at risk
NIVO 353 253 208 177 150 132 113 83 57 43 4 0 NIVO 140 99

PBO 356 207 156 138 123 109

94 B0 59 39 4 0

PD-L1 =2 1%

Median DFS (95% Cl), months

NIVO
PBO

52.6 (25.8-NE)
8.4 (5.6-17.9)

HR (95% Cl), 0.52 (0.37-0.72)

56.9%

PBO 142 74

12 18 24

88 79 72
58 52 46

30 36 42 48 54 60 66

Months
64 55 42 29 23 2 0
40 34 26 18 9 2 0

Minimum follow-up in the ITT population, 31.6 months. DFS was defined as the time between the date of randomization and the date of first recurrence (local urothelial tract, local non-urothelial tract or

distant) or death.
MNE, not estimable.

Galsky MD, ASCO GU 2023
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Disease-free survival by subgroup in the ITT

NIVO PBO HR for DFS (95% CI)
Events/patients

Minor histologic variants :

Presence 85/145 88/141 — 0.78 (0.58-1.07)

Absence 110/208 145/215 — : 0.68 (0.53-0.88)
Pathologic lymph node status :

M+ 109/167 134/168 — e ! 0.62 (0.48-0.81)

NO/x with < 10 nodes removed 50/94 56/99 —.—;— 0.84 (0.57-1.24)

MNO with = 10 nodes removed 36/91 42/88 —0—:— 0.75 (0.47-1.18)
Pathologic status :

pTO-2 42/80 48/86 —t—lt— 0.91 (0.59-1.42)

PT3 113/206 132/204 —— 0.64 (0.50-0.83)

PT4a 38/57 49/62 —o—;— 0.68 (0.43-1.08)
PD-L1 expression :

=1 61/140 87/141 . : 0.53 (0.38-0.73)

=1 132/210 141 /209 ——— 0.84 (0.66-1.06)
Previous neoadjuvant cisplatin :

Yes 81/153 1104155 —— : 0.54 (0.40-0.72)

Mo 114/200 123/201 el 0.91 (0.70-1.17)

] ]
0.25 P 0.5 i!) é N Ali
| Ll
Favors NIVO Favors PBO

Galsky MD, ASCO GU 2023
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Distant metastasis-free survival

« Continued DMFS benefit was observed with NIVO versus PBO both in the ITT population and in
patients with tumor PD-L1 expression = 1%

Distant metastasis-free survival (%)

o

ITT

Median DMFS (95% Cl), months

NIVO
PBO

47.1 (26.5-NE)
28.7 (16.6-47.8)

HR (95% Cl), 0.74 (0.60-0.92)

53.9%

0 6 12 18

Mo. at risk

MIVO 353 261 216 185
PBO 356 217 164 143

30 36 42 48 54 60 66
Months

138 117 88 60 46 4 0
115 100 84 63 42 6 0

PD-L1 =2 1%

Median DMFS (95% Cl), months

NIVO NR (44.0-NE)
PBO 20.7 (10.6-NE)

HR (95% Cl), 0.58 (0.40-0.84)

Distant metastasis-free survival (%)

=]

48.6% i S T
| 144 2

'
'
1

4

T

0] 6 12 18

MNo. at risk

MIVO 140 101 91 82
PBO 142 76 58 52

T
24 30 36 42 48 54 60 66

Months
74 66 55 42 29 23 2 0
46 a1 35 27 19 10 2 0

Minimum follow-up in the ITT population, 31.6 months. DMFS was defined as the time between the date of randomization and the date of first distant recurrence (non-local) or date of death.

MR, not reached.

Galsky MD, ASCO GU 2023
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Summary of efficacy outcomes over time

Minimum follow-up in the ITT

population, months 31.6 11.0° 5.97
Median DFS, months 22.0 | 10.9 22.0 | 10.9 20.8 | 10.8
DFS HR (95% CI) 0.71 (0.58 0.86) 0.70 (0.57-0.85) 0.70 (0.55-0.90)2
Median NUTRFS, months 25.9 | 13.7 26.0 | 13.7 22.9 | 13.7
NUTRFS HR (95% Cl) 0.72 (0.59-0.88) 0.71 (0.58-0.88) 0.72 (0.59-0.89)
Median DMFS, months 47.1 | 28.7 41.1 | 29.2 40.5 | 29.5
DMFS HR (95% Cl) 0.74 (0.60-0.92) 0.73 (0.58-0.92) 0.75 (0.59-0.94)
PD-L1 = 1%
(N = 140) (N = 142) (N = 140) (N = 142) (N = 140) (N = 142)
e o llowrth i the TTT 1.6
Median DFS, months 52.6 [ 8.4 NR 8.4 NR | 8.4
DFS HR (95% CI) 0.52 (0.37-0.72) 0.53 (0.38 0.75) 0.55 (0.35-0.85)"
Median NUTRFS, months 52.6 [ 8.4 NR | 10.8 NR | 10.8
MUTRFS HR (95% Cl) 0.53 (0.38 0.74) 0.54 (0.39-0.77) 0.55 (0.39-0.79)
Median DMFS, months NR [ 20.7 NR | 20.7 NR | 21.2
DMFS HR (95% CI) 0.58 (0.40 0.84) 0.60 (0.41-0.88) 0.61 (0.42-0.90)

=98.22% Cl. b98.72% CI.

1. Galsky MD, et al. Poster presentation at SUO 2021. 1514. 2. Bajorin DF, et al. N Engl J Med 2021;384:2102-2114.

Bajorin DF, N England J Med 2021; 384: 2102-2114; Galsky MD, ASCO GU 2023




foro debate oncologia

Safety summary in all treated patients

Treatment-related AEs, % 79 7
Treatment-related AEs leading to
- N . 14 1
discontinuation, %
Pruritus 23 11
'-E' Fatigue 17 12
£ E Diarrhea 17 11
55 Rash 15
E s Lipase increased 10 3
I:t"j E Hypothyroidism 10
E ..E Amylase increased 10 1
= = Hyperthyroidism 1o Any grade [l
l'é E. Nausea Grade=3 NN
@ © Asthenia
..E %‘E Decreased appetite
@ - Blood creatinine increased
= Maculopapular rash
Arthralgia
30 25 20 15 10 a 10 15
%

Alncludes all treated patients.

There were 3 treatment-related deaths in the MIVO arm (2 instances of pneumonitis and 1 instance of bowel perforation).

Includes events reported between the first dose and 30 days after the last dose of study therapy.
Minimum follow-up in the ITT population, 31.6 months.

AE, adverse event.

Galsky MD, ASCO GU 2023
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CheckMate 274: Quality of life

ITT population Tumor PD-L1 2 1% population

15 4 15
Improvement Improvement
10 - 10 -

€ €

eGC <]
= (=

o N o X
25 ®3
© 4| C 4+
S o S o
c £ c =
3 &3 _gd o 3
ES €3
bl Deterioration 4

- 10 - - e - e - e - e - e e e, e . e . - .- - - .- - - —-—-————- - -
+ NIVO
* PBO
_15 ) ) ) T T T T T T T T T T _15 ) ) ) ) ) ) T T T T T T T
Overall W5 W9 W13 W17 W21 W25 W31 W37 W43 W49 FU1l FU2 Overall W5 W9 W13 W17 W21 W25 W31 W37 W43 W49 FUl1 FU2
Time points Time points

No deterioration in HRQoL (physical functioning) with NIVO versus PBO was observed
in either the ITT or PD-L1 > 1% populations

Linear mixed-effect model for repeated measures LS mean change from baseline in HRQoL in physical functioning for the EORTC QLQ-C30 evaluable ITT and PD-L1 > 1% populations.

EORTC QLQ-C30, European Organization for Research and Treatment of Cancer Quality of Life Questionnaire; FU, follow-up; HRQoL, health-related quality of life; LS, least squares; NIVO, nivolumab; PBO, placebo; PD-L1, programmed

death ligand 1.
Witjes JA et al. Eur Urol Oncol. 2022;52588-9311(22)00028-1. under the creative Commons Attribution 4.0 International License (http://creativecommons.org/licenses/by/4.0/)
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Therapeutic landscape in muscle-invasive UC

National -
. H H 1 NCCN Guidelines Index
comprehensive NCCN Guidelines Version 2.2023 Table of Contents
Discussion

Muscle Invasive Bladder Cancer

hW(e{®d Cancer
Network®

ADJUVANT TREATMENT

+ Based on pathologic risk,
» If no cisplatin neoadjuvant treatment given and pT3, pT4a, or

pN+
¢ Adjuvant cisplatin-based chemotherapy should be
See

discussed (preferred)Y or
¢ Consider adjuvant nivolumab ¥:¢¢
» |Follow-up
(BL-E)

Following
cystectomy or
» If cisplatin neoadjuvant chemotherapy given and ypT2-ypT4a

or ypN+, consider nivolumab ¥:¢¢

or
» Consider adjuvant RT in selected patients (pT3—4, positive
nodes/margins at the time of surgery)®® (category 2B)

Version 2.2023 NCCN Guidelines
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

Adjuvant treatment of urothelial carcinoma

OPDIVO as monotherapy is indicated for the adjuvant treatment of adults with muscle invasive
urothelial carcinoma (MIUC) with tumour cell PD-L1 expression > 1%, who are at high risk of
recurrence after undergoing radical resection of MIUC (see section 5.1).

EMA, European Medicines Agency; MIUC, muscle-invasive urothelial carcinoma; PD-L1, programmed death ligand 1.
European Medicines Agency, 2022. Accessed July, 2022. https://www.ema.europa.eu/en/medicines/human/EPAR/opdivo.
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Resolucion definitiva de Financiacion Nivolumab Adyuvante

+ OPDIVO en monoterapia esta financiado para el tratamiento adyuvante de adultos con carcinoma urotelial musculo
invasivo (CUMI) con expresion de PD-L1 en células tumorales 2 1%, después de someterse a reseccion radical del CUMI
en pacientes que:

* No hayan recibido quimioterapia neoadyuvante con cisplatino y presenten tras la reseccion tumores pT3-4 0
afectacion ganglionar regional y que, tras valoracion por el oncologo médico, no sean candidatos a recibir
quimioterapia adyuvante basada en cisplatino;

+ Habiendo recibido quimioterapia neoadyuvante basada en cisplatino, presenten tras la reseccion tumores 2 pT2 0
afectacion ganglionar regional,
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PD-L1 Determination

avallable at www.sciencedirect.com

PD-L1 immunohistochemistry was performed on formalin-fixed,
paraffin-embedded tumor samples from the resected site of disease,
obtained before randomization, using the Dako PD-L1 IHC 28-8 pharmDx
assay and assessed by a pathologist. Specimens with =100 evaluable

Journal homepage: www.europeanurology.com

Bristol Myers Squibb has abtained
Healtheare Professinals upon reguest

European Association of Urology tumaor cells were eligible for PD-L1 scoring. TC was determined from
e central laboratory testing before randomization, calculated as follows:
adder Lancer

. . . . o Mo.of PD-L1-positive tumor cells
Disease-free Survival Analysis for Patients with High-risk Muscle- TC = <ol oo of viable tumor oells > 100-

invasive Urothelial Carcinoma from the Randomized CheckMate 274

In this post hoc analysis, CP5 was determined retrospectively at a
Trial by PD-L1 Combined Positive Score and Tumor Cell Score

central laboratory from the previously stained immunohistochemistry

Matthew D. Galsky®", Dean F. Bajorin”, Johannes Alfred Witjes*, Jiirgen E. Gschwend", slides (using the Dako PD-11 IHC 28-8 pharmbx assay) CPS was calou

Yoshihiko Tomita*, Federico Nasroulah’, Jun Li/, Sandra Collette, Begoria P. Valderrama ", lated as follows:

Marc-Oliver Grimm, Leonard Appleman’, Gwenaelle Gravis, Andrea Necchi, Dingwei Ye"™, . y .

Frank Stenner", Megan Wind-Rotolo™', Joshua Zhang’, Keziban Unsal-Kagmaz"* cps - No.of PO-L1-positive tumor and immune cells (lymphocytes and macrophages) o
’ ' ' Total mo.of wiable tumor cells

Gaslky MD, Eur Urol Feb 2023



~ foro debate oncologia

PD-L1 Determination

Figure 4. DFS in patients with TC < 1% and CPS = 1

1.0 o
e NIVO PBO
0.9 _Lt\k (n=157) (n=152)
-
= Median DFS 19.2 10.1
= 0.8 | \ M-‘"ﬁ (95% Cl), mo (15.6-33.4) (8.2-19.4)
= 0.7 | - ~ ; 1 HR (95% Cl), 0.73 (0.54-0.99)
(=) - W 64.8%
= 0.6 | 63.5% b ;
g P :
E 0.5+ ; - ﬂm‘a&t—.@é_t 461[:9—..%‘
- i H g — f=" T
-4 — " I - 4% e,
E 0.4 ; : 46 . 4% e W o
% 0.3 — : :
% 0.2 ; :
0.1 -
0.0 T t T t T T T T T T T T T T T T T T T
0 3 [ 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months
No. at risk
NMIVO 157 136 117 102 90 82 61 50 42 36 33 30 20 11 9 6 3 2 1 o
PBO 152 111 Q4 75 62 56 53 46 40 37 33 32 28 20 20 11 3

Galsky et al. ASCO GU 2022
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Biomarkers?
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ctDMNA(+) patients have poor prognosis

I:| . | O . F‘ l:] . DNA . Observation arm Observation arm
i mes In = rafw + ,
cal Qutcomes o_st perative ct : (+] _ ] ot eta, o] =~ .
Muscle-Invasive Urothelial Carcinoma Patients E W — s ins) 3 Sy
. & oars =
After Atezolizumab Adjuvant Therapy H = \
E as04 \LI S goad ‘\ﬂ gzjr;bgmlmm 483, 12.99)
= DFS HR, E.30 (95% Ci- 4.45, §.92) L
@ 20,0001 = o\
o oasd =
o >
. o
&09 patients in INvigord10 ITT population (] .00 . P
= Aterolizumab (n=406) . y -
» Observation (n=403) “ s .. ! =ooomow =
Months Maonths
222 with unevaluakble turaur, matched
nomnal or C101 plasma sampla CtONA(+) patients
ctDMNA(+) patients had improved T e P
{ $ id nol pass plasme G ) DFS and OS with atezolizumab vs Median DFS (95% Cl), ma | 59(56 11.2) | 4420 58
A - - _ _ - _
581 blomarker—evaluable patlents observation Median OS [(895% Cl).me | 258 (205, MR | 15.8 (10.5, 19.7)
(72% of ITT population)
Observation (n=281) Atezolizumab (| —_— ae 100
ctDMA(+): 98 (35%) ctDNA({+): 116 2 m&?&c. DEL 162) & o
DMA(=): 183 [65% CtDNNA(=): 184 (61 1 T4EN CLDEL 16 E HR, 1.31 {862 CE 0.77, 223
ct =) [ ) ct (=} ( E o7s =0 45 E ars PR :
o
g ose & G50 e cIOMA; 3T
= MR ofissnctoss o7 B ", HR, 0.55 (865 Ci 0.41, 0.8%)
B pzs Fen.000s @ gzn ’
- — S —o
Q pac o .00 4
Powiles T, et 3l ESMO IMMUNO-OMNCOLOGY 2020 d o 2 30 40 80 a 10 20 30 40 S0

Powiles T. et sl ctDNA guiding adjuvant i apy in ial carcinoma. Mature 2021 ;595:432-437. Months Months
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IMvigorO0O11 Study Design

Screening Surveillance run-in Treatment’
-
B-14 weeaks Atezolizumab
b . post cystectomy . CEDMAH within I—' 1 gT= =T AN
High-risk MIBC with Iymph node Serial blcood 21 months of T Disease
- ypT2-Tda or yphl+ ar_\d rAC dissection - c:allac:l:nn and cwstectomy” R recurren M
at cystectomy for patients imaging® for up to @+ — — — — — — - — = t'el
wiith pricr MAC 21 months post é::”"f:
- pT3-T4a or ph+ and MO cystectomy L
at cystectomy for patients .
withowut pricr MNasc SO MLA— "
- Mo post-surgical radiation or AC :
= If no prior MAC given, patient " Primary endpoint:
had to refuse or be ineligible for Enrolment starts ] Stratification factors Diseases—free survival.
cisplatin-based AC : = Modal status
= Mo evidence of residual disease [ = Post-resection tumour stage Secondary endpoint:
- Tumour sample avallable for H P e it OS, ctDMA clearence at C3 or CS
WES® and PL-L1° status H = Time from cystectomy to first -
o 0 ctDMNA+ sample
L]
Ll
]
L]
1 ctDMNA— through 21 months Recaive SO0
T oulside the study
CADMA =, circiasing Bamor DINA negabwe: ciDMA, circulaling huror DELA posilhve: gam, suany 4 weeke S0C, shandand of core: WES, whok - Sxome Secencng

= Evmluabie WES dass tor i of B e
P thes WERITAMA EF143 IHC assay

L Ewary B waaks up 1o 35 waaks s g15w (Gwary 13 waaks] e b 21 moensne
2 QIR e 10 W¥ook BE or untl 21 montho from dobe of cynlociamy, whchowor oeours Sesl

= CEDNA posithvity is delined as =2 musasons. per CIDRS, mEcE
f

e e

! Bmaging and Hocd Graws oow (Swery 9 wocks) starting at Week 9 up bo Ve 54

# A Ea A e U B YRAr 3 less oftan up 10 Ve B

rretiplas POR (MPCR] CHA amnay from post-surgicnsl Bood samples (Signators neseyd o required

assay. Patlenis wil be randomised (o seatment al the Arst ciOMA+ samele; ful recoseny from
M T ol oF Sranlbreeer] etk n b e e



foro debate oncologia

4

Muscle-invasive bladder cancer treatment

Neoadjuvant
<

High-risk BC/PD-

Neoadjuvant ‘ . — L121%:
chemo ‘ 2ypT2/ypN+ Assess Nivolumab

treatment

. pT3-4/pN+ Assess Cisplatin-based
High-risk BC/PD-
Cistectomy — pT3-4/pN+ 1121%
Assses Nivolumab

Cisplatin-ineligible

treatment

Presenter’s personal adaptation from EAU and ESMO guidelines based on clinical expertise.

BC, bladder cancer; chemo, chemotherapy; NIVO, nivolumab. 1. The European Association of Urology (EAU) Guidelines Panel (2022). EAU Guidelines on Muscle-invasive and metastatic bladder cancer. Accessed July 2022. https://uroweb.org/guidelines/muscle-
invasive-and-metastatic-bladder-cancer. 2. Powles T et al. Ann Oncol. 2022;33:244-258.
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Conclusiones

* Caurotelial mdsculo—invasivo presenta una alta tasa de recurrencia y mortalidad

* QT basada en Cisplatino mejora la SG, no siempre es posible

* Nivolumab mejora la DFS en poblacion ITT y PD-L1 positivo

* Indicacién pacientes alto riesgo (2ypT2 y/o ypN+ tras Nac o pT3/4 y/o pN+ sin NAC)

* Es necesario un abordaje multidisciplinar para un plan terapéutico integral
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Muchas graciasijji

Dr. Ovidio Fernandez Calvo
Servicio Oncologia Médica

Complejo Hospitalario Universitario Ourense



~ foro debate oncologia




	Diapositiva 1: Tratamiento Adyuvante y Neoadyuvante: Estado del Arte
	Diapositiva 2: Disclosures
	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
	Diapositiva 30
	Diapositiva 31
	Diapositiva 32
	Diapositiva 33
	Diapositiva 34
	Diapositiva 35
	Diapositiva 36
	Diapositiva 37
	Diapositiva 38
	Diapositiva 39
	Diapositiva 40
	Diapositiva 41
	Diapositiva 42
	Diapositiva 43
	Diapositiva 44
	Diapositiva 45
	Diapositiva 46
	Diapositiva 47
	Diapositiva 48
	Diapositiva 49
	Diapositiva 50
	Diapositiva 51
	Diapositiva 52
	Diapositiva 53
	Diapositiva 54
	Diapositiva 55
	Diapositiva 56
	Diapositiva 57
	Diapositiva 58
	Diapositiva 59

