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A lot of new genes: SEDT2, PBRM1, BAP1, KMD61, NF2...
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Promise: Progress in Genome Sequencingc - RCC
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Promise: Progress in Genome Sequencing - RCC
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Unraveling the molecular profile underpinning
pancreatic tropisms in metastatic clear cell renal
cell carcinoma.

Author(s): Nirmish Singla, Oreoluwa Onabolu, Layton Woolford, Christina Stevens, Vanina Tcheuyap, Tiffani Mckenzie, Qurratulain Yousuf, Yuanging Ma, Jacob Choi,
Ze Zhang, Zhiqun Xie, Tao Wang, Renee Mckay, Alana Christie, van Pedrosa, Christopher Przybycin, Payal Kapur, Brian . Rini, James Brugarolas; University of
Texas Southwestern Medical Center, Dallas, TX Cleveland Clinic Taussig Cancer Institute, Cleveland, OH; UT Southwestern Medical Center Dallas, TX; The
University of Texas Southwestern Medical Center, Dallas, TX: Cleveland Clinic Department of Pathology, Cleveland OH

Background: The tropism of cancer metastases is poorfy understood yet holds prognostic value. Clear cell renal cell carcinoma (ccRCC) exhibits a broad pattern of
metastases, making it an optimal model to study organotropism. Notably, when ccRCC metastasizes to the pancreas (FM) independently of other sites, it is
associated with favorable outcomes in patients for unclear reasons. Here, we comprehensively analyzed the clinical and molecular profile of patients with PM.
Methods: RCC patients with PM from UTSW and Cleveland Clinic were identified. Clinicopathologic data and oncologic outcomes were analyzed. Whole exome
sequencing (WES), RNAseq, and histologic assessment of primary and metastatic fumors from PM patients were conducted. Results: 31 RCC patients with PM were
identified. \We observed remarkably favorable outcomas in our PM cohort, with a median overall survival (05 of 10.7 years from metastatic diagnosis and a long
latency between initial diagnosis and development of metastasis (median 69 months in patients who were non-metastatic at diagnosis). 05 was independent of both
metastatic tumor burden and known IMDC prognostic factors. We discovered that tumors from PM patients were markedly uniform and clustered together by gene
gxpression analysis. WWES and DMA copy number analyses revealed a high frequency of VHL and FBRIMY mutations, 3p loss, and 5g amplification, along with a lower
frequency of 9p, 14q and 4q losses and B4F1 mutafions, characteristic of indolent ccRCC. Furthermare, the genomic and histologic features of tumors from patients
with PM can be recapitulated in patient-derived xenograft models. Conclusions: To our knowledge, this is the first report to unravel molecular determinants of
organotropism, and we highlight that organofropism can be an independent prognostic factor. Understanding tumor heterogeneity may help refine prognostic models
for metastatic RCC and hold implications for improved personalization of therapy.
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Randomized, double-blind phase Ill study of pazopanib versus
placebo in patients with metastatic renal cell carcinoma who have
no evidence of disease following metastasectomy: A trial of the
ECOG-ACRIN cancer research group (E2810)

Leonard J. Appleman, Maneka Puligandla, Sumanta K. Pal, Wayne Harris, Neeraj Agarwal, Brian A. Costello,
Christopher W. Ryan, Michael Pins, Jill Kolesar, Daniel A, Vaena, Rahul A. Parikh, Mehmood Hashmi, Janice P.
Dutcher, Robert S. DiPaola, Naomi B. Haas, Michael A. Carducci;

UPMC Hillman Cancer Center, Pittsburgh, PA; Dana Farber Cancer Institute, Boston, MA; City of Hope
Comprehensive Cancer Center, Duarte, CA; Emory University School of Medicine, Department of Hematology
and Medical Oncology, Winship Cancer Institute of Emory University, Atlanta, GA; Huntsman Cancer Institute,
University of Utah, Salt Lake City, UT; Mayo Clinic, Rochester, MN; Oregon Health & Science University, Knight
Cancer Institute, Portland, OR; University of Illinois College of Medicine, Chicago, IL; University of Wisconsin
Carbone Cancer Center, Madison, WI; University of lowa Hospitals and Clinics, Holden Comprehensive Cancer
Center, lowa City, IA; University of Kansas Cancer Center, Westwood, KS; University of Kansas, Kansas City, KS;
Our Lady of Mercy Cancer Center, New York, NY; University of Kentucky, Lexington, KY; Penn Medicine
Abramson Cancer Center, Philadelphia, PA; Sidney Kimmel Cancer Center At Johns Hopkins, Baltimore, MD

2019 ASCQ
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E2810 STUDY SCHEMA

RCC M1 Pazopanib 800 mg qd
Resected RANDOMIZATION / Endpoints

To NED Stratification: \ DFS
DFI <or>1yr 52 weeks Rx ) CT q3mo 0S
No Prior 1 or> 1 site resected \ . AEs

Systemic /
Therapy PROs

Placebo 800 mg qd Lab Correl.

DFI: disease-free interval
DFS: disease-free survival
PRO: patient reported outcome
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E2810 Key Eligibility

* Synchronous or metachronous primary/metastases allowed

* Any number of resected metastases or past surgeries allowed
* Must have a clear cell component

* No evidence of disease (NED) on baseline staging scans

* ECOG performance status 0-1

* Enrolled within 12 weeks of surgery

* No prior systemic therapy for RCC

o 200ASCO 00
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Pazopanib did not improve disease-free survival

~— Placebo (43 events/ 63 cases)
- Pazopanib (40 events/ 66 cases)

HR (pazopanib vs placebo) [95% Cl) =
0.85 [0.55, 1.31)

Medians: 14.2, 17.3

Probability of DFS

T T
24 36

Months from registration
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DFS by Stratification Factor: Number of Resected Sites

-1 resected site (66 events/ 103 cases)
— > 1 resected sites (17 events/ 26 cases)
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Overall Survival by Blinded Treatment Arm
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Hazard Ratio for OS
was 2.65 (1.02, 6.9)
in favor of placebo

(p=0.05)
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First-line (1L) immuno-oncology (I0) combination
therapies in metastatic renal-cell carcinoma
(mMRCC): Results from the international mRCC
database consortium (IMDC).

Background: In mRCC, ipilimumab and nivolumab (ipi-niva) is a 1L treatment option. Recent data have also shown efficacy of 1L 10-VEGF (IOVE) inhibitor
combinations. Comparative data between these two strategies are limited and the efficacy of subseguent therapies remains unknown. Methods: Using the IMDC
dataset, patients (pts) treated with any 1L IOVE combination were compared to those treated with ipi-nivo. Multivariable Cox regression analysis was performed to
control for imbalances in IMDC risk factors. Results: 188 pts received 1L 1O combination therapy: 113 treated with I1OVE combinations and 75 with ipi-nivo. Baseline
characteristics and IMDC risk factors were comparable between groups. YWhen comparing I10VE combinations vs ipi-nivo, 1L response rate (RR) was 33% vs 40%
(p=0.39), time to treatment failure (TTF) was 14.3 (95% C| 8.2-16.1) vs 10.2 monihs (95% C1 6.7-15.1, p=0.23), and median overall survival {OS5) was not reached
(MR) (95% Cl 22.3-NR) vs NR (85% CI 35.1-NR, p=0.17). When adjusted for IMDC rigk factors, the hazard ratio (HR) for TTF was 0.71 (95% Cl 0.46-1.12, p=0.14)
and the HR for death was 1.74 (95% CI 0.82-3.68, p=0.14). Second-line (2ZL) freatments were varied. In pts receiving subsequent VEGF-based therapy, 2L RR was
lower in the |IOVE (n=20) versus ipi-nivo (n=20) cohort (15% vs 45%; p=0.04), though 2L TTF was not significantly different (3.7 vs 5.4 months, p=0.40, n=55). The
use of 10 post IOVE was uncommon and 3/5 pts had PD as best response; 2/5 had PR/SD but their 1L 1OVE exposure was short &t =3 months. Conclusions: There
does not appear to be a superior 1L 10 combination strategy in mRCC, az IOVE combinations and ipi-nivo have comparable 1L RR, TTF and O5. Most pts received
VEGF-based therapy in the 2L. In this group, 2L RR was greater in pts who received ipi-nivo, though there was no difference in 2L TTF.

IO-VEGF [N=113) Ipi-Nivo (N=T5)
IMDC Risk Groups
Favourable 29192 (32%) 17164 (27%)
Intermediate 49/92 (53%) 33/64 (52%)
Poor 14/92 (15%) 14/64 (22%)
2L Treatments
Axitinib B34 2130
Cabozantinib 034 2130
Lenvatinib + Everolimus 2034 0/30
Nivolumab 534 0/30
Pazopanib 2134 9,30
Sunitinib 9/34 15/30
Other 2034 2030
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Impact of rural/urban residence on relative
survival (RS) in patients with kidney cancer: An
analysis of 14576 patients from the Austrian
National Cancer Registry (ANCR).

Author(s): Martin Marszalek, Henrike E Karim-Kos, Stephan Madersbacher, Michael Rauchenwald, Monika Hackl: Department of Urology, Graz, Medical University,
(raz, Ausria; Depariment of Public Health, Erasmus MC University Medical Center, Rotterdam, Netherlands; Sozialmedizinisches Zentrum Sud, Vienna, Austria;
Sozialmedizinisches Zentrum Ost - Donauspital, Vienna, Austria; Austrian National Cancer Registry, Stafistics Austria, Vienna, Austria

Background: Access to medical diagnostics and treatment might be limited for patients living in rural areas compared to urban residents. To evaluate the potential
impact of urban/rural residence, we analyzed frends in RS for patients diagnosed with kidney cancer between 1998 and 2015 in Austria. Methods: Al patients with
kidney cancer aged =18 years, diagnosed between 1998 and 2015 were derived from the ANCR (N = 22,041}, Patients were categorized into two groups: rural (M =
7,537 and urban (M = 10,552) based on a complex algorithm considering infrastructure, commuter interrelations, accessibility of centers and tourism at the time of
diagnosis. Relative survival was calculated based on complete follow-up until December 3151, 2016. Poisson regression modeling was used to evaluate survival
differences between the two groups and to calculate the relative excess risk of dying (RER). Analyses were performed for the total patient population and primary
metastatic patients (M+, N = 2,490). Results: Distribution of age and surgical treatment did not differ between rural and urban patients. Five-year RS was 75% for
rural patients compared to 73% for urban patients (RER for rural: 0.85, 95%CI 0.80-0.91). In M+ patients, 5-year RS was 14% for urban patients and 15% for rural
patients (p = .02) Multivariate analysis showed that residence remained as an independent predictor for survival in the overall kKidney cancer population (RER of rural
patients 0.84, 95%C! 0.78-0.89). For M+ pafients the RER of rural patients was 0.86 ( 95%CI 0.79-0.94) compared to urban M+ patients. For patients without surgery,
rural patients were even stronger benefited in their survival than urban patients (overall population: RER 0.77, 95% CI 0.71-0.83; M+ patients: RER 0.81, 95%C1 0.72-
0.91) wherereas in surgical patients RS did not differ between rural and urban patients. Conclusions: An advantage in RS was observed for kidney cancer patients
living in rural areas. This advantage was evident in metastatic and non-metastafic patients, especially in patients who did not undergo surgery for (metastatic) Kidney
cancer. These results suggest that access to medical health care for Kidney cancer patients in Austria is not limited by rural residence.
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Abstract n.4581. Comprehensive genomic profiling (CGP) of upper-tract (UTUC) and bladder (BUC) urothelial carcinoma reveals opportunities for
therapeutic and biomarker development 2019ASCO

Andrea Necchi', Sumanta PaF, Jeffrey Ross®*, Russell Madison®, Neeraj Agarwal®, Guru Sonpavde®, Monika Joshi”, Yin Ming®, Vincent A. Miller®, P Grivas®, Jon Chung?, Siraj M Al*
'Fondazione IRCCS - Istituto Nauzionale del Tumori, Milan, IT, *City of Hape Comprehensive Cancer Center, Duarte, CA USA *Foundation Madicine, Inc. , Cambridge, MA, USA “Upstate Medical University, Syracuse, NY, USA, Huntsman Cancer institute, Salt Lake Clly, Utah, ANNUAL MEETING
LISA ¥Dana Farber Cancer Instiule, Boston, MA, USA, "Pann State Haalth Milon S. Mershey Medcal Canter, Hershey, PA, USA, *The Ohio State Unierslty Comprehensive Cancer Canter, Columbus, OH, USA, *Univesslly of Washinglon, School of Medicine, Seattie, WA, USA

BACKGROUND RESULTS

UTUC and BUC represent distinet tumor entities that may doserve dedicated therapoutic - A B

sirategies, in parscular with the availability of several clinical studies of targeted therapies or 1 Tsue (FOFRT it ey « 16% (3042453 2180 daps
Immunotherapy. To understand the genomic landscape and inform the tharapoutic 15% (1745

development of UC, 2463 cases (470 UTUC and 1984 BUC) were analyzed by CGPlor & . I CIONA (ORI mut b »
ganomic alierations (GAs) and for ganome wide signatures, . I 0 l
MATERIALS AND METHODS ] ; } l
250 1 DNA extracted from 40 ym of FFPE sactions p * % Il' '.'_' s
+ Sequencing parformed for up to 315 cancer-related genes and introns from 28 genes T . s N “‘I
; s | T i t
< . |- . " 1
N V| i {

Tt o st o hoden recnd
5

" ol FOFRS manstcns

commonly rearranged in canoer Comparison of TMB in BUC and UTUC by site of biopsy
+ Hybrid capture-based sequencing using adaptor bgation-based libraries
* Maoan coveringe depth 600X

[ e ony [ starod tissue andtioos) [ comaony

+ Base subsiifutions, insertions and deletions (short variants; SV), rearrangements, and : " %
copy numbor changes were assessed (1,2] ! ; g if ' i i

+ Tumor mutational burden (TMB) calculatod from 1.14 Mb sequonced DNA [1.2) ; LR

v Hybrid capture based gonomic profiling of call-frea DNA (CIDNA) was performed on : e TIRECTD
220 g of clDNA and sequencing was performed on up to 70 genes (FoundatonOne C e Wl B Bl e '.“_:'L:‘:" 3
Liguid) 3]0 & mean urique coverage depih of 8,000 .. .L' : . :

+ For comparison of paired tissue and circulating tumor DNA (ctDNA; samples, 11l .I...‘.l‘l‘-h‘---_-y-d-qa - o ML) oWl
concordance was evaluated for baited regions common to bath CGP assays. ik 3 Y B DR VINSPAYY Y " " ' \ Bt s s L L.J o R~ (e

+ Targatabie GA and signatures were assessed according to the ESMO Scale for C g v e # : ' u wo| o | ey
Giinical Actionability of moseoular Tamets (ESCAT) [4] Comparison of genomic alterations in BUC and UTUC n n u ¥ [ o | om ] e

*signilicant difleroncy botwoon BUG and UTUE, 1% of cagus harbored non FGFRI Niago fusiony; significant éiloronces botwoon

1T 30 MT wev not obseved excegt In ABY in BUC (24% ¥ 15%; p = 0.005) Comparison of mutations detected by genomic profiling of tissue and blood samples as as
RESULTS TMEMY sigratures inchuses SRR 0f WS,

‘ _ G | — | Bres Sasdidotcs (A) Unmatched tissue (N=2463) and blood samples with detected ctDNA (N=93) from patients with
SY00% ey I} 1 181561 Seeslelc Ramore A7) Soin MmACRed ot W ; — ' W7 i Sncamaorcare urothekial cancer were evaluated for FGFRS mutation frequency. The distibution of FGFRS mutations
i :‘UWST‘::";NS:”-Z iryepsyrrie v L R identfied in issue and blood are shown. s, not significant.

naly, B 4

e o s ey e syt o e Wres (B-C) For the 21 patients wih matched tiseuo and biood samples wih dotocted ctONA, mutafions were
196 01 pt (0.6% UTUC v 1.1% BUC), ncuding BRAF/RAF fusions i 0.5%. BRAF e W st Mo oo st ks i Useua-only; oodonky, o sha fockid i bt Sees aed biood)
mutfusions were observed in 2% (49/2463) of cases and were mutually exclusive with WTier 38 Clinical trials Concordance was evaluated as positive-percent agreement (PPA) with tissue as a reference and as %
FGFRIGA (p+0.002) o T e of all detected mutations that were shared
In comparing UC from anatomic sites, there were no differences of TMB-H (220 ) Non-actionable (>Tier 4A) + Frequency and distribution of targetable FGFAI mutations were similar between lissue and CtONA
mutimb)MSI-H for PT and MT but UTUC was eniched for MSI-H (3.4%) relative to BUC T hemgferew """ + Concordance varied with time interval between tissue and blood coflection,
(0.77%, p<0.001, all TMB-H). Exchuding MSH-H pts, UTUC has lower median TME (4.35 « For samples with a time interval of <180 days befween sample collection, there was a 73% PPA to

p ] Targetable genomic alterations and signatures identified in BUC and UTUC. § ;
mutimb) than BUC (6.96 mutmb). FGFR3 GA (26% v 18%, p <0.05} and specifically short tigsue and 90% of cases shared at least 1 mutation
variants (SV) (20% v 13%) were enriched n UTUC vs BUC, HRAS SV pi Genomic alterations were ranked using the ESCAT actianatity scale. Each case was assgned A tef accarding 10 the highest rarkaed

{ y T
11 UTUC 15 BC 7:3% v 3.0%),aiibued 1.an onvichment I rondl pas UG (10.1%) v Sogemica oo i, ESCAT arkings were geomed wh and wiho TMBNSI genamic sgraesconscered on he CONCLUSIONS
urateral UC (1,8%, p <0.05). RBY GA were more frequent in BUC vs UTUC (21%v 7.8% p e
T

.001), Y + Against a background of 50% actionability in UC with opportunities for immunotherapy, TT, o
combinations thereol, the UTUC cohort is enriched for FGFRS and HAAS SV relative to BUCHRAS
—M g+l 2 | mutations predominantly in UC of the renal pelvis, that warrants further investigation into the distinct
v “ 8 g - modes of oncogenesis for UC as stratified by anatomic origin.
é& = @ |18 o o 0w 411 t ~ .... - + Liquid blopsy-based genomic profiling Identified targetable FGFR3 allmns 73% of mutations
I 5 T 523 mulkb e : ::“;’;" = = préesent in matched tissue samples were also detected in paired liquid biopsy samples (<180 day time
820 Forer) s, e el - i :ﬁ interval)
34% [T B L e - + These results argue strongly for the routine incorporation of CGP prior to systemic therapy initiation in
§7.7%(1,146) 61.1% (289) ot st ==nm metastatic UC.
25.1% (46) 18.0% (86) CoS-Ss= References 1. Frampton GM, Fchtenhotz A, Otto GA, et al Nat Betechool. 2013311021031
94% (187) 8.4% (40) BRAF tusions and mutationa comprise a potentially targotable genomic subset 2 Chaimars ZR, Connely CF, Falizio D. Genoma Med. 2017,19.9.34
77983 12.5% (60) BRAF fusion or mutation was observed in 2% of UC cases and were mutually sxclusive with FGFRI GAs. Detas of BRAF fusiors and 3. Clark, Chung, Hughes , et al. J Mol Diagn. 2018. PMID: 29938259
mutations shown 4 Matoo J, Chakravarty D, Dienstmann R, of al. Amn Oncol. 2018 Sap 1.29(9). 18951902

Dr. Matteo Santoni — Poster Review




Randomized trial of adjuvant chemotherapy
vs. adjuvant radiotherapy for locally advanced
bladder cancer after radical cystectomy

Mohamed Zaghloul, John Christodouleas, Tarek Zaghloul, Andrew Smith,
Ahmed Abdallah, Hany William, Wei-Ting Hwang, Brian Baumann

Presenter: Brian C. Baumann, MD
Washington University in St. Louis
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Updated Trial Design w/ 3@ arm added
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mgra%e 3. ora mm ° o Chemo Gem/Cis x 4
iti m n=45
positive nodes i e
S Gem/Cis x 2 >
e Che::?O;'RT 45 Gy X
Randomized 3-6 Gem/Cis x 2
weeks after RC

MESERTED A1 ZOIQASCO LTS sesentes gy D780 C. Baumann, MD

Washington University in St. Louls
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RT vs. Chemo Comparison

BT alone 45Gy in 1.5 Gy

RC patients n=78 fractions BID

with pT3b/T4a,
grade 3, or
positive nodes

QN"BOQ:N”

Gem/Cis x 4

Randomized 3-6
weeks after RC
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Washington University in St. Louls
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Methods: Radiotherapy Treatment

« 3-D Conformal RT
» Dose: 45Gy in 1.5 Gy fractions twice daily

* Treatment volume: Cystectomy bed plus bilateral
pelvic lymph nodes (top of S1)
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Methods: Chemotherapy

« Gemcitabine 1,000 mg/m? IV on days 1,8, and 15
* Cisplatin 70 mg/m? IV on day 2
» Cycles repeated every 28 days

mooran 200ASCO 500
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RT vs. chemo: No difference in DFS

Treatment 2-yr DFS Log-rank
Arm p-value

(95%C1 40-65%) .63

47%
(95%Cl 30-61%)

Disease-free Survival

Chemotherapy

0 2 ‘4 f 8
Time to Event (Years)

Chemo 45 \7 1 3
RT 78 26 12 2 2 \

WTES AT 2019ASCO ‘ B e Brian C. Baumann, MD
ANNUAL MEETIN o ol v A ibn

Washington University in St. Louls
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RT significantly improved local control

Treatment 2-yr LRFS Log-rank
Arm p-value

RT 92%
(95%C1 88-95%)  <p.01

Chemo 69%
I - (95%Cl 54-88%)

2 4 )
Time to Event (Years)

18 n 3
7 1 2

Local recurrence-free
Survival

......... " 2019ASCO 2 (9 seesenrrs gy B7FN C. Baumann, MD
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Washington University in St. Louls
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RT vs. chemo: No difference in DMFS

Distant metastasis-
free survival

Chemo
RT

MEASENTER Y

Chemotherapy

6 2 4 & 8
Time to Event (Years)

45 0 12 i
78 26 12 2 2

200ASCO #scors
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PRESINTED By

Treatment
Arm

RT

Chemo

Brian C, Baumann, MD
Washington University in St. Louis

2-yr DMFS

75%
(95%Cl 69-78%)
79%
(95%Cl 65-96%)

Log-rank
p-value

0.16

Dr. Matteo Santoni — Poster Review



Randomized double-blind phase Il study of
maintenance pembrolizumab versus placebo
after first-line chemotherapy in patients with
metastatic urothelial cancer: HCRN GU14-182

Matthew D. Galsky, Sumanta K. Pal, Amir Mortazavi, Matthew |. Milowsky, Saby George, Sumati

Gupta, Mark T. Fleming, Long H. Dang, Daniel M. Geynisman, Radhika Walling, Robert S. Alter,

Erwin L. Robin, Jue Wang, Shilpa Gupta, David D. Chism, Joel Picus, George Philips, David |.
Quinn, Noah M. Hahn, Menggang Yu

lcahn School of Medicine at Mount Sinai; City of Hope National Medical Center, Duarte, CA, Ohio State University, University of
North Carolina at Chapel Hill School of Medicine; Roswell Park Cancer Institute; Huntsman Cancer Institute-University of Utah
Health Care, Virginia Oncology Associates; University of Florida; Fox Chase Cancer Center, Communig Cancer Center; John
Theurer Cancer Center at Hackensack University Medical Center; University of Arizona Cancer Center at Dignity Health St. Joseph's
Hospital and Medical Center; Masonic Cancer Center, University of Minnesota; Vanderbilt University Medical Center; Washington
University School of Medicine; Georgetown Universily Hospital; USC Norris Comprehensive Cancer Center; Johns Hopkins
University School of Medicine, University of Wisconsin,; Hoosier Cancer Research Network
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Switch maintenance therapy for mUC

Intervention Eligibility PFS

g At least SD
Sunitinib vs Placebo 4-6 cycles 1% line chemo 29myvs. 2.7 m

At least SD
Lapatinib vs Placebo 4-6 cycles 1%'line chemo 45mvs54m
HER1/HER2 3+ IHC

: ; . At least SD
Vinflunine vs BSC Gemcitabine + Cisplatin x 6 6.5mvs4.2m

Grivas et al, Cancer, 2014; Powles et al, JCO, 2017, Garcia-Donas et al, Lancet Oncology, 2017
*BSC, best supportive care

MASENTER &) ZO‘QASCO
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HCRN GU14-182

Placebo q3 weeks x up to 24
months

Metastatic UC
At least stable
disease

< 8 cycles of
platinum-based
chemotherapy

L} Pembrolizumab 200 mg IV g3
weeks x up to 24 months

wa 200ASCO  focon
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Endpoints

Primary endpoint
* Progression-free survival (PFS) per irRECIST

Secondary endpoints

» Restricted mean PFS + Response rate (RECIST 1.1)
* PFS (PD-L1 1) * Adverse events (CTCAE v4)
* PFS (RECIST 1.1)  +Overall survival

worna 200ASCO  mscors
ANNUAL MEETIN
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Baseline Characteristics

Placebo
(n=52)

Age, median (range) 65 (44-87)

Characteristic

Male 81%

Pembrolizumab
(n=55)

68 (41-83)

1%

Visceral metastases 62%

1%

1st line chemotherapy

median # cycles
complete/partial response

cisplatin-based

noma 200ASCO  #sco
ANNUAL MEFTIN eovdvd od o vsts A
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Objective Response Rate (RECIST 1.1)

Placebo Pembrolizumab

Characteristic (n=52) (n=55)

Not evaluable (baseline CR)

Overall response

Partial response

Complete response
Stable disease

Progressive disease

Unknown
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Adverse Events (select treatment-emergent in 25%)

Placebo (n=52) Pembrolizumab (n=55)
Grade 1-2 Grade 3 Grade 4 Grade 1-2 Grade 3 Grade 4

AE Term

Any adverse event
Fatigue

Anorexia
Dry mouth

ALT increased
AST increased
Diarrhea
Hypothyroidism
Pruritis

* One patient randomzed to pembrofizumadb developed fatal immune-related hepatitis

MESENTER &Y 20]9ASCO l .“IA ‘_ 2 oo et PRESENTER AY Mt
ANNUAL MEETIN TV . P P
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Progression-free Survival

100

80
70
60
50
40
30

Progression Free Survival (%)

0

904
201
104

\

Placebo (n=52)
- Pembrolizumab (n=55)

Median PFS and 95% CI

Placebo: 3.2 (2.8, 5.5)
Pembrolizumab: 5.4 (3.6, 9.2)

. L Hazard Ratio: 0.64 (0.41, 0.98)

Number at Risk

Placaby

Pembrolzumab 55

0

6 12

18 24 30

Time (Months) Log rank p = 0.038
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Conclusions

» Switch-maintenance pembrolizumab significantly delays
disease progression in patients with mUC

* Adverse event profile consistent with other treatment
settings

* PFS in PD-L11 and OS data will be reported in future
presentation

* Role of switch-maintenance PD-1 blockade will be
refined by ongoing phase 3 studies
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FRED HUTCH

i ) CURES START HERE
4

Outcomes of patients (pts) with metastatic urothelial cancer (mUC) and poor performance status (PS) receiving anti-PD(L)1 agents

Ali Raza Khaki'#, Leonidas N. Diamantopoulos'#, Ang Li'? Michael E. Devitt’, Evan Shreck*, Alexandra Drakaki®, Monika Joshif, Pedro . Velho’, Ariel A. Nelson®, Sandy Liu®, Lucia Alonso®,
Marcus W. Moses'?, Pedro C. Barata'’, Christopher J. Hoimes*, Matt D. Galsky"', Guru Sonpavde'?, Evan Y. Yu'4, Veena Shankaran', Gary H. Lyman'?, Petros Grivas'*

¥

o e Uniersty of Washinglon, Seatl, WA; Frod Hutchinson Cance Roseaich Cenlr Soate WA: Unversi of Virgnin, Chaviotosvil, VA, ‘Monafors Medical Contr, Bron, NY; “Universityof Calornin,Los Angole. Los Angoles, CA: UNWERSI”U WASHING'I'ON
Alliance #Penn State Cancer Institute, Harshey, PA: "Sidney Kimmel Comprehensive Cancer Canter at Johns Hopkins, Balimore, MD; “University Hospitals Cleveland Medical Canter/Case Westem Reserve University, Claveland OH;
"rospital Nasional Marques Vidooila, Santander, Spain; '“Tulan University, New Orloans, LA: icahn School of Medicine at Mount Sinai, New York NY; “Dana-Farber Cancer institute, Boston, MA
Background Patients 1 L i€ Ly [Total Cohart
; 006 P 01 2 01 2 - Amang 369 with vital information, 215 (58%) have died at time of data collaction. Among those!
Pembrolizumab prolonged overall survival (OS) after platinum-based Data umbr of Patieats n o m o X « 24 (11%) with initiation of IG1 vs 4 (29%) with inltiation of nonIC1 i the tast 30 days of e
chemotherapy in mUC’ + 76 (35%) with Iniiation of ICI vs 14 (7%) with Initiation of non+ICl in the last 90 days of Ife
Four other anti-PD(L)1 agents are FOA-approved for mUC based on durable | [Table . g;;;gg{!;;';" jutan o 0} 0t M1 6819 6210 6440 N, Among 140 pls with known site of death:
responses and favorable toxicity profiles (as opposed to chemot_herapy) . mnm Male 9N 0Men) aom amw e | l; :;m ::: :::::: :: :g: :: :: ﬁ :g :;’i:: ::::
Little is known about outcomes in pts with poor PS at time of immune | |for survival _Female NN (N (W) 1) s (20N
int inhibitor {ICI) initiation as most were excluded from clinical tri analysis Smoling Hstory jumber ] w- 00ds ratiofor 10 ) I doath
W : lzedo‘ttfa? ‘)m " ol 'gls i . s:mral . ('f.m)a: 0s || DS N I e e e e e e ot
I f jonts with ECOG PS 2%” (?ngz PS <2 ) e h DUy SR S BEN N New IC1 inttiation within doys of death | Odds ratho for ICI Initiation for hospital | ICI cost
would be worse Ol: patients wit EL Y Vsl _ < line vo L UL — death vs no hospital death estimation per
We also hypothesized that pis initated on CI within 30 and 90 days of death | Swieec . |  EEEEEEHIS N BN ) BIN 209 (6%) ey
A Wispasic/| atin 1 2 1 2 LI
would have lpc:eased odds of dying iﬂ the hqsﬁl&! (vs. _elsewhera) - ":::M:,:mmm % :m) 1::; B :um 4l‘1’0:‘) N‘(?Ji)l 427(011.37,13.3), p=0.01 $1,34007
We also estimate ICI cost for pis with ICI intiation within 30 and 90 days of — N2 G0N 0N 00N 136 (C10,63, 2.04), p=0.43 $2,60022
death 1o inform further discussions about healthcare utilization, cost- Native Ametican, Pacific htandee HI%) 00N oM 1 20
effectiveness, outcomes research, and value-based care Lo a3 1w 2e% s | Conclusions:
Not reported 6(5%) S(1%  6(5% 3% 20(6%
Cystoctomy or [Nephra)ureterectamy [namber (%)] - Pis with ECOG PS 2-3 at ICl initiation had numeﬂcﬂ"y lower, but not slﬂllshcally
L : 'm’ g 3% :(W : (:;:' :: (2% | sionificantly different, ORR compared with pts with ECOG PS <2
Mothods e oy VG200 SGTERT G TRUIR . pyg with ECOG PS 2:3 had shorter mOS with IC1 vs pls with ECOG PS<2, the
- Patlents/Cohort: A retrospective multi cohort study including 15 academic T e e iy 15 mien wiss se@ew | difierence was statistically significant only in 1L setting
nstitutions identilied pts with mUC who received ICI (after IRB approval) (e} 2(een) w1 2w 2w ). |Clinitiation In last 30 days of life was associated with higher odds of hospital
S 22(18%)  XL(23%)  17(14%) MQ0W)  SE(18%) deam. oompare.d to death E’SW"Q(O .
- Data collected: Demographic, clinicopathologic, trealment patterns, response, \o(i2%) 3(7%) 101 (ses) 2o 2eamasy |- ICI might not circumvent the negative prognostic role of poor PS overal

and outcomes data were collected using EMR review at each institution; de-
jdentified data was shared and stored in a secure and compliant database

+ Primary endpoint: ORR based on ECOG PS
sqcondary endpoints:
Median (m) OS in pts receiving IC1 as 1* line & salvage (2 line & bayond)
- Site of death (hospital vs elsewhere) for pts receiving ICI (vs non-ICI therapy
or no therapy) within 30 and 90 days of death
- Estimated drug cost for pts treated with ICI within 30 and 90 days of death
based on average wholesale price (AWP)

- Analysas
« Descriptive statistics used for basefine factors
- Unadjusted logistic regression used for association between ORR and ECOG
PS (2:3 vs <2) and between site of death (hospital vs other) and ICI initiation
within 30 and 90 days of death
- Wald test was used to compare mOS between ECOG PS (2-3 vs <2)
- ICI cost estimation was calculated as average per patient cost using AWP,
also considering ICI therapy duration per patient

L]

100

v

Do O3 OS5 e

Numder ) ik
ECOGPS 23
oG a

08 for Saivage IC traatmant

- Given cost & risk of significant morbid death, ICI for pts with poor PS should be
reserved for those with best chance of response; additional work on biomarker-
based patient selection Is critical; data on PD-L1 [HC, TMB, elc. was lacking

- Limitations include lack of adjustment for selection bias and other confounders
at the time of IC! Initiation, retrospective nature, possible variability in follow up

o
"

Table 2. ORR and mOS results for ECOG PS <2 and ECOG PS5 2-3 by ne of theapy 14 vs salage
Salvage
mOs (mo]

8
1%
) |
o)
v |
i
i
8
e
’ 3 B 17 |! 1! n M
Nembe! ik mﬁmuow
EOGPS23 @ ¥ B 1 7 “ )
Koama mwn n . !, ?l oW on
E— L 160695 <1
Figure 1A-8. K-M estimate for 0
06 for pts with ECOG PS 2-3 vs m oR
£COG PS <2 recelving 17 line IC y
(A) and salvage IC1 (6) 33

p value

u%
065

b
00003

Salvage
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0
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Treatment sequencing of anti-PD-1/PD-L1 and carboplatin (carbo)-based chemotherapy (chemo) in cisplatin-ineligible

patients (pts) with metastatic urothelial cancer (mUC)
'Xiao X. Wei, 'Lillian Werner, *Min Y. Teo, 2Jonathan E. Rosenberg, *Vadim S. Koshkin, *Petros Grivas, Bernadett Szabados, SLaura Morrison, ®Lucia Carril, ®Daniel E. Castellano, "Pedro Isaacsson
Velho, "Noah M. Hahn, *Rana R. McKay, "Danlele Raggl, *Andrea Necchi, ""Ravindran Kanesvaran, ""Parissa Alerasool, ""Jacob Gaines, 'Joaquim Bellmunt, 'Guru Sonpavde

'Dana-Farber Cancer institute, Boston, MA; “Memarial Sloan Kettering Cancer Center, New York, NY, ‘Univessity of California San Francisco, Frangisco, CA; *University of Washington, Schoo! of Madicine, Seattle, WA; ®Barts Cancer Centre, Queen Mary University of London,
Landan, United Kingdam; fHaspital 12 de Octubire, Madrid, Spain; "Sidnoy Kimmel Comprebensive Cancer Center at lohns Hopkins, Baltimore, MD; SUnversity of California San Diego, 1a lolla, CA; *Fondazione IRCCS Istituto Nazionale dei Tumari, Milan, italy;
"“National Cancer Centre Singapore, Singapore, Singapore; "Tisch Cancer Institute at Mount Sinal, New Yark, NY

Cisplatin-based chemo is the standard of care for mUC pts

S Patient and Clinical Characteristics at Initiation of 1L Therapy Swimmer's Plot by Treatment Sequence
wha are cisplatin-eligible - PRI SE e STt z
3 arbo | Carbo ] ¢ Anti-PD-1/L1 & Carbo-based ch: IN=43]

* Many mUC pis are unfit for Gspiatin due 10 renal (N = 43) (N = 103) Pvalus 9 ol ol oo, )
dysfunction, poor performance status, underying Male, N (%) 39 (20 .7%) 72 (60.9%) 0.0t < = AcaBDIAY
neuropathy, hearing loss, or cardiac dysfunction Age. Madian (Q1-03) 72 (66-77) 72 (85-77) 0.80 = Ste-lened herre

" | { 1 et O yewrond

+ For cispiatin-ineligible pts, 1°“line {1L) treatment options ‘g?f "'5 N (%) PSR b e -
include carbo-based chemo and the anti-PD-1/PD-L1 20ra 10 23 %) 15 :,; 6‘2) 0.24 R TR By
immune checkpaint inhibiors {ICI) pembrolizumab and Unkinown ’ 1(2.3%) B (5.8%) = o
atezolizumab Sita{s) of met, N (%) : '

~ LN only 19 (44 2%) 427 (4D.8%) B
FDA labels for pembrokzumab and glezoinmn\ab for 1L Nonlivar 16 (37 2%) 23 (31.7%) 0.88 ®
treatment of mUC were recently revised to Bmit indications 4 X

K Liver B (18.6%) 18 (17.5%) -
to pts who are asplatin ineligible and whose tumors express - - = t 1 <
RGHT- 3 s Pgri-op cisplatin, N (%}
PD-L1, or pts who are inaligible for any platinum-containing N 40 (93.0% P 2% 072 o
hemo regardiess of PD-L1 status 2 $930%) 3T (#42%) . - i o
¢ Hb, Median (Q1.Q3) | 124113138 | 11.4(102129) | 016 ‘ © O Cweent

» For untreated cisplalin-inefigible mUC pis, the optimal Tumor PD-L1 status 1w $ €4 53 46 3 A% A4 1 38 33 60 3 W B0 ST TH4 MO 13 146 182
treatment sequence of carbo-based chema followed by anti- era\'a 1(.\(26:}\:.”! (ivgug'»’\; NG BN AN e e iy
PO-1/PD-L1 versus ant-PD1/PD-L1 followed by carbo- Sgaive {0%) 4 (3.9%) )
based chemo remains unclear Unknown | 42 (97.7%) 99 (96.1%) b) Carbo-based chemo < Anti-PD-1/L1 (N=103)

Tt -Larsin) o regrmens reieie CatioGamnuldeme ¢ Packens|, CotoPacbiens anmd Cate store Tarte
Abbroviotizns: Mo, momogiotis: LN ymph node: mot. motnyiassr NG st crcuined ouo 1o high sroconton of £
ObjectiVeS i, Pariop peocos i, PS, periom e st e pe

« Primary: Association between overall survival (OS) and Objective Response Rate (ORR) by Treatment Sequence c
lraatment sequence PD-1/L1 > Carbo (N = 43) Carbo 3 PD-1/L1 (N = 103) : c

« Secondary: Objective response rate (ORR) and Time 0 = > r 1 £ gy ——0
trea t failure (TTF) by treat t in each sequ N (%) 1L PO-1/PD-LY 2L Carto 1L Carto 2L PO-1/PD-L | 2

CR 0(0%) @ (0%) 4(3.9%) 3 (2.9%) 3

PR 4 (9.3%) 19 (44 2%) 43 (41.7%) 19 (18.4%) —0
Methods 'SD 11 (26.6%) B (18.6%) 21 (20.4%) 13(12.6%) | s

PD 28 (65.1%) B (18.6%) 32(31.1%) 53 (51.6%) | ca z

. fi 1 . - - -
Wa collected data retrospectively from 10 institutions e 0 (0%) & (18.6%) 3 (2.0%) 15(14.6%) | — ; - M—— -

= Target poputation: Cisplatin-ineligible mUC pls treated with AbSrovencns: TR, compiaie mesonee: PO, progrssae doanns: PR, somsl rospsnae: S0 sishin dessss e « ds 8 B i W LU
1L carbo-based chemo followed by 2™-line (2L) PD-1/PD- o bt ae amen AL (WA - - tarl dher starieng 2L (WG
L1 inhibitor, or the reverse order without intervening therapy Multivariate Analysis between OS and Treatment Sequence ; :

) | | TTFS 1L and 2L Interval TIF2 os'

+ Pts whe receivad cisplatin-based perioperative chemo are HR (95% C1) P-value Median (GA-00) | Medsan (01-Q3) | Median (@1-03) | Mecian (95% C1)
allowed if interval betwsen completion of chemo and Treatment sequence . PD-ILY 3 Cawbo, Wk | 156 (10.0222)|  40(3063) | 1M0(3.0238) | 372{20570.0)
Initiation of 1L therapy for mUC is >1 year PD-1L1 > Carbo 1.05 (0.62-1.77) 0.85 } ! 4 :

Carbo 2 PO-1/PDL1 (Ref) - Carbo - PO-1L1. Wk | 230 (14.0-33.7) 7A4(B0457) | 1N4@.1198) | 48270931

+ Demographics, baseline clinical vanables, and clinical TTF1 + Interval batween 1L and 2L | | : :
outcomes, Including best radiographic response < Madian 127 (0.77-2.11) 0.35 Owtent muntend S start of 21 sy Sy et inent seguenteo
(investigator-assessed), TTF, interval between 1L and 2L | > Madan (Ref) -
therapies, and OS, were collected Hov:w:yobm PRI i Conclusions

AR, < l )
To assess asslc;cml::\ be’“;ee" OS and "lreatxze;n 210 (Ref) - = In this retrospective analysis, treatment sequence of anti-PD-1/L1 and carbo-based
sequence, muilivariaio Snarysis was performed rom ECOG performance status | chemo confarred comparable OS in csplalin-inelgible mUC
initiation of 2L therapy, adjusted for: 0-1 (Ref) - 0.83
« Treatment sequence 2-3 1.07 (0.60-3.90) « Carbo-based chemo resulted in higher ORR, longer TTF1, and longer interval
* TTF1 + Interval between 1L and 2L therapies 'Site{s) of matastasis 1 1 between 1L and 2L therapy compared to anti-PD1/L1, likely at least in part
= Baseline hemeglobin (<10 vs. =10 g/dL) LN only (Ref) - 0.062 influenced by pt selection
* ECOG performance slatus (0-1 vs. 2-3) Nor-livar 1.49 (0.84-2.63) S -
! Ste(o & matasiass (ymph nodeony s nonverfe. | | e salisais | e e e R b W iemiin g
lungs, bone) vs, liver) LS T e ———————— S, LU T E R 3 x Gngomg phase " 4 ol e SAquancs

Comespondence: xinox weiiidfcthorvard scdu ' 14 xlocweimad
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Abstract 4509: A Phase 11 Study of RC48-AD

> in Subjects With HER2 Positive Metastatic or Unresectable Urotheli:

Xinan Sheng'*, Ai-ping Zhow', Xin Yao', Yanxia Shi*, Hong Luo", Benkang Shi*, Jiyan Liu®

I et imivr H 0

BACKGROUN

¢ RCABADC 15 a novel HER-tangeting antibody drag cotpugate (ADC) that
selectively delivers anticancer agent MMAE into HER2 positive tumeor cells!

Preclinscal study demonsteated that RCAS-ADC was signdficantly moee effective
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Guohua Yo', Zhisong He®, Changlu Hi*, Weiging Han", Jianming

| Cancer (NCT03507166 ,RC48-C005)

Fang”, Jun Guo'**
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Patient Characteristics

¢ Asof 30 Apnl 2019, RCAS-CO0S has completed the enrollment of 43
patients AN ptients recenved ot least one doset of study treatment, Thirty-

Figure 1, Best Overall Response

— B¢

Figure 3, CT Images of Two Patients

thean Lapatinib, trastweumab and T-DM1Y, in vivo tumor model of humas bresst A A 3 s
cancer resalan 10 atinensd s | five patients (81.4%) were discontimued from study. Most common cause of =
discontinuation were progrossive disease (41.9%) and AE (32 6%) =
¢ Phase | studhes (NCTO2881 138 and NCTO2881190) demonstrated that RC48-ADC X
" : e
wan well tolerated o paticnts with malignant solid tumors Table 1. Demographics and Baseline Characteristios ! 4
. " Chiracteristic Total (N<43) H Rasel Sec months
¢ Study RCASC005 15 destgned fo explore the efficacy and safety of RCAS-ADC for . P —————— | " e o
e ————— .
HER?2 positive urothelinl cancer Ags (ewn) — -
Modins “ T 1o
— .
M (80) s ] oh
f—————
METHODS Guede "
Mele (0.%) BOAMH) —
H
Primary Outcome Mensure: HERS siatus
Obiect y
! et e i HCH %) 11865 —
Secondary Outcome Measures: THCPISHY (n%) 1) 4 Dascline S woeks
* Progression Free Sarvival (PFS) THC2AFISH: (n %) M EN) T towl Safe!!
* Duration of Objective Response (DOR) [HC2FISH tsknown (%) M)

¢ Overall Survival (08)
* Adverse ovents

Peimary Lision

Figure 3. Beat Change of Turget lesion from Baseline

+ The most commionly reported treatment related adverse events (TRAES) were
Bypocsthesia (55 §%), alopecia (35 §%), white blood cell count decreased (55 6%)

Bladder (a.%) 2 612%) ‘ z\':: Y Ly - and neutrophil count decreased (41 9%)
: v iaria s Thnal pelvia (n%) 0% { A o
Key Inclusion Criteria: ) il et o ] :,':II + The most commionly reperted grade 34 TRAES were hypoesthesia in 7 patients
¢ Histolegically or cytologacally-confimsed dugnosss of urothelial (hladder, renal Lreter (n) 11 256%) i ‘i | [ ™ (16.3%) and nevtrophil count decreased in 6 patsents (14 0%)
pelvis, o uteter) cancer which i unresectable, locally advanced or metastutic Viscoral motastasss (') 17 (M 0%) 3 ""'I‘II“"III“I px
r . 1 + SAE \J
o HER2IHC 2+ or 3+ Lo %0 e { ¢ Serious Ad\mcl\q\lh\\l‘lunsytmw vnllmwnl:ﬂ..: 9). Most
¢ Have had progrossson or mtolerance following recespt of af |east ang systemic Livet (%) 0 (.9 | commonly reported SAES were intestmal obstruction (4 7%) and incomplete
: e in X : ol »
chemotherapy for the advanced or metastatic discase RN o | 1] mitestinal obstruction (4 7%)
v ECOG performance status 0] Prior chemotherapy bt
I Line (n %) LN Naie* meams peeaim chamge from Meselins of tarpen deslin |y 9%
Study Design +2 Lines (%) 12(119%) CO US|0N
This studdy was an open-label, multicenter, single-arm, non-randomized phase |1 — T
' Pt P-APORL) "y R ¢ RCASADC hay demuonsteated a clinally meanmgful CORR of $1.2% and mPFS

sty Ehgible patients recerved RCASADC, 2 mg/kg 1V mftusion, once every two
weeks until confirmed disease progression, unacceptable toxcity, withdrawal, o study
fermitation

Efficacy

The confimiod Objective Resporse Rate (cORR) 15 51 2% (2243) The BOR

Tuble 2, Subgroup Analysls for cCORR

Subgroups CORK (%, 95% C1)

of 6.9 manths iy HER:2 positive mUC paticnts, espectilly m thosg with viscernl
metastasis, previously treted with 1.0 agents

Reference:

Figure 1, Study Design wit PR in 26 patients and SD in 13 patsents, bringing 10 & best Overul] Response HC24FISH- or IHC3+ (0=15) 53.3% (26 0%, 78 %) + The commonly reported adverse events were bypoesthesss, alopecia and
Rate of 60.5% (26/43) and DCR ol 90 ™ (394) THC2<FISH- (1-24) 45 8% (28 6%, 672%) hemosoncity. The adverse events were manageble RCAS-ADC was well tolerated
o Meduan PFS was 6.9 months (95% C1 4210 78) Secmonth PFS rate was Visceral Metastusss (n=37) 6.8% (105%, 129%) + The study demonstratod a favourable benefi-risk profile of RCAS-ADC. A pevotal
56.9% (95% C1 39.9% 0. 70,7) Sremonth OS rate was 85 24 (95% (I Metasiasis to Liver (n=20) G0.0P% (36.1%, 80 9%) study (NCTO3806013) is mitisted to fther confirm the RC48-ADC as the
70.0% 10 93.1%) and 12month O rate was 59.6% (95% C1, 36 8% 10 76.%) Post 10 PDUPDLI Trestments (n4) 02.5% (24 3%, 91.5%) sativfisction of unmet medical needs in HER2 positive mUC
o Subgroup unalysis mdscated smilar tremds i the patents with HER2 Post o | Iime of Chemotherigy (n=31) 54.8% (36 0%, 72 T%)

overexpressaon (THC 20FISH o THCI+) (53 3%), with vecerad metatasiy
(36.8%), and peeviously treated with FDI/PDLI (62 5%)

Post o 22 Lines of Chemotherapy (+12) TS 2%, 712 %)

| Xeeying et al Breast cancer research nad treatment 153.1(2015) 123113

Coples of this poster obtained through Quick Response (QR) Code are for personal use only

Email addross; guogd0T{y120 com und may not be reproduced without permission from ASCOY and the author of this poster
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Impact of darolutamide on pain
and quality of life in patients with
nonmetastatic castrate-resistant
prostate cancer

Karim Fizazi,* Neal Shore,? Teuvo L. Tammela,’ Iris Kuss,* Marie A. Le Berre,* Ateesha F.
Mohamed,® Dawn Odom,® Jennifer Bartsch,® Amir Snapir,” Toni Sarapohja,” Matthew R. Smith®

Unstitut Gustave Roussy, University of Paris-Sud, Villejuif, France; “Carolina Urologic Research Center, Myrtle Beach, SC, USA;
Tampere University Hospital and University of Tampere, Tampere, Finland; ‘Bayer HealthCare, Loos, France;
“Bayer HealthCare, Whippany, NJ, USA; “Research Triangle Institute, Durham, NC, USA; 'Orion Corporation Orion Pharma, Espoo,
Finland; *"Massachusetts General Hospital Cancer Center, Boston, MA, USA

ARAWES (NCTIRI00814) wat tponsored by Oron Corporation Oron Phatma and Beyer AG

o
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ARAMIS trial design: Patient-relevant endpoints

Patients N=1509
* Men with nmCRPC

* PSADT <10 months
Stratification

* PSADT (<6 months vs
>6 months)

* Osteoclast-targeted
therapy (yes vs no)

e
2
-

]
R |

E
!

]
[+4

Primary endpoint (significance level 0.05)

Primary Final
analysis: analysis:

MFS 05

Exploratory endpoints (significance testing does not apply)

¢ MFS . PFS
Secondary endpoints (hierarchical testing; interim a=0.0005) + Time to PSA progression I
+ 0§ * PSA response rate

* Time to pain progression

* Time to first cytotoxic chemotherapy

* Time to first SSE

+ Safety

Ermary resudts from ARAWS have been publiched (Fizaz K, et al, N Engl J Meg, 101%;380:1235-1746).

* Time to first prostate cancer-related invasive procedure
* Time to initiation of subsequent antineoplastic therapy
* Time to ECOG performance status deterioration

[ * Quality of life

ADT, androgen deprivation therapy; ECOG, Eastern Cooparative Oncology Group) MFS, metastasis-free survival; nenCRPC, nosmetistatic castration resntant prostate cancer; OF, overall survival;

2019 AS CO

PFS, progremion: from survival; PSA, prostate specific satigen: PSADT, prostate-specific antigen doubling time; 558, symptomatic sheletal svent,
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Baseline characteristics

Characteristic Darolutamide (N=955) Placebo (N=554)
Median age, years (range) 74 (48-95) 74 (50-92)
Median serum PSA (range), ng/mlL 9.0 (0.3-858.3) 0.7 11.5-885.2)
Median PSADT (range), months 4.4 (0.7-11.,0) 4.710.713.2)

<6 months, n (%) 667 (70) 371 (67)

»6 months, n (%) 288 (30) 183 (33)
Use of bone-sparing agent, n (%)

Yos 31 (3) 32 (6)

No 924 (97) 522 (94)
ECOG performance status, n (¥)

0 650 (68) 391 (71)

| 305 (32) 163 (29)
Prior hormonal therapy, n (%)

| 177 (19) 103 (19)

27 727 (76) 420 (76)

Orchiectomy 51 (5) 31 (6)
Baseline lymph nodes by central imaging review, n (%)

Yes 163 (17) 158 (29)

No 792 (83) 396 (71)

ECOG, Eastern Cooperative Oncology Group; PSA, prostate-specific antigen; PSADT, prostate-specific antigen doubling time

s 209ASCO
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Metastasis-free and overall survival

Primary endpoint: Metastasis-free survival Secondary endpoint: Overall survival
59% risk reduction of distant metastases or death 29% risk reduction of death
1.0+
1.0~ n 1 \ Darolutamide: median
ol HR 0.41 (95% C1 0,34-0.50) 0.94 Pty
| P<0,0001 X
0.84 B -
g 0.74 Darolutamide:; 40.4 Bl fE=
% 04 manths (median) 1 Cw-x Placebo: meduan not
£ | §J\_. ______ o TS , _ teached
§OStromrreneranea. i e ) st b ki ey e
3 044 £ HR 0.71 (95% €1 0.50-0.99) |
E 3?\-.‘ Placebo: 18,4 months (median) 5 0.34 P=0,0452"
e ) ..‘
0.24 U4 \
] = = o = Pacate "
0.0+ 0.0 . - . — - ol i 4
T : I T T T T : T o, U T 1 T J ! T T
0 4 [} 11 < N A N | n 14 & " 48 f. < 3 12 1% 0 14 8 32 % &) B 48
Number of subjects at risk Mot Number of subjects ol riak (Toooies
Daroltamide 958 ®17 675 506 317 262 189 1% &8 37 1 2 0 Derohmande 955 931 880 7I? S8 4% 30 MB 13 4 % A 0
Pacebo 5% M8 1% N Ly 0 9 2 4 d 0 0 Maceto 4 29 &7 94 307 14 - 110 » 4 4 2 0

Median follow-up time at primary analysis was 17.9 months

*P value calculation was for descriptive purposes anly
¢!, confidence interval; HR, hazard ratio

;p‘llvAHS“C;.O‘
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Exploratory endpoint: Time to PSA progression

Darolutamide delayed time to PSA progression

1.0 s—

0.8+

0.74 : J
\_i\ﬁ' Darolutamide: 33.2 months (median)

0.6+

TS e e e e e e S

0.4+
0.34
0.2+

HR 0.13 (95% C1 0.11-0.16)
P<0.0001*

Placebo: 7.3 months (median)

PSA progression-free survival

0.1+

Darolutamide

Placebo |
0.0+
| 1 17 } ¥ | T | i 1 F [ ]
0 4 B 12 16 20 24 28 32 36 40 44 48
Number of subjects at risk Manths
Darolutamide 958 B0Z 584 A0n 81 186 127 72 44 2} 12 2 0
Placebo 554 b 68 4“ 18 10 [ i 0 0 0 0

“Time to PSA progression was an exploratory endpoint, P value calculation was for descriptive purposes only
Cl, confidence interval; HR, hazard ratio,; PSA, prostate-specific antigen

v 200ASCO
ANNUAL MEETIN
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Secondary endpoint: Time to pain progression

35% risk reduction in progression of pain

1,09
0.9+

\
0.3“‘.

'HR 0.65 (95% Cl1 0.53-0.79)

Darolutamide: 40.3 months (median)

> © ©
o N

0.4+

!
0.3 W
{

Placebo: 25.4 months (median)

Survival probability
o
i

Darolutamide

w— W ACED0

0.0 ] ! ! T —F ! i ] T | ! — & |
0 -+ 8 12 16 20 24 28 32 36 40 - 48
Number of subjects at risk Maaths
Darolutamide 955 749 585 44 17 238 170 ¥ 59 9 14 1 0
Pacobo  55¢ 387 285 198 125 81 54 ¥ 14 b 1 0

‘P value calculation was for descriptive purpases only

Cl, confidence interval; HR, hazard ratio

« 200ASCO
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Secondary endpoint: Time to first SSE

57% risk reduction of symptomatic skeletal event development

1,09
[ T —— - S— i ’ o] ) o) oY
0.94 | Darolutamide: median not reached
0.8~ Placebo: median not reached
Z 0,74
2 0.6~
)
a U 5_ ........................................................................
E 0.4+ W
2 | HR 0.43 (95% C1 0.22-0.84)
& 0.3 & .
3 P=0.011
0.24
019 — Darolutamide
\ \ Placebo
0.0 L { S T 1 T 1 T ‘ . T T
0 4 8 12 16 20 24 28 32 36 40 + 48
Number of subjects at risk Mantas
Darclutamide 955 89 70 6 4N 40 260 161 9 51 U 3 0

Placedo 554 492 424 125 236 163 123 &0 &0 19 6 ¢ 0

‘P value calculation was for descriptive purposes only
Cl, confidence interval; HR, hazard ratio; SS5E, symptomatic skeletal event

w2019 ASCO
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Exploratory endpoint: Time to deterioration of FACT-P PCS \\\

Time to deterioration (unconfirmed)* was longer for darolutamide than placebo

1.0~
0.9+
0.8+
0.7~
0.6

0.4-
0.3~
0.2+
0.1

Patients without deterioration

0.5+

0.0

Number of subjects at risk

Darolutamide
Placabo

Darolutamide: 11.1 months (median)

. ———

'HR 0.80 (95% CI 0.70-0. 91)
P=0.0005'

Placebo: 7.9 months (median)

Carolutarmde
w— Placebo

0 4 8 12 16 20 24 28 32 36 40 44 48
Months

955 63) 9 M L7 128 85 53 i 16 9 2 0
554 340 216 126 7% 48 0 19 9 2 0 0 0

+ Least-squares mean difference in scores over the study period favored darolutamide’

Time to deterioration was defined as time from randomization to date of 23 point decling in FACT-P PCS score from baseling, 'P value calculation was for descriptive purposes only

1. Fizazs K, ot s, N Engl J Med, 2019,380:12

1351246, Cl, confidence interval; FACT P PCS, Functional Assessment of Cancor Therapy-Prostate, prostite cances sibscale; HR, hard matio,

ws o 209ASCO
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Updated results from a randomized phase lI
study of cabazitaxel versus abiraterone or
enzalutamide in poor prognosis metastatic CRPC

Kim N. Chi, Sinja Taavitsainen, Nayyer Igbal, Cristiano Ferrario, Michael Ong, Deepa
Wadhwa, Sebastien ). Hotte, Gregory Lo, Ben Tran, Arun Azad, Lori Wood, Joel R.
Gingerich, Scott A, North, Carmel J. Pezaro, J. Dean Ruether, Srikala S. Sridhar, Jack
Bacon, Gillian Vandekerkhove, Matti Annala, Alexander W. Wyatt

BC Cancer - Vancouver Centre, Urologic Sciences - University of British Columbia, Saskatoon Cancer Centre, Jewish General
Hospital , Ottawa Hospital Cancer Centre, BC Cancer - Kelowna Centre, Juravinski Cancer Centre, Durham Regional Cancer

Centre, Peter MacCallum Cancer Centre, Monash Health, QEll Health Sciences Centre, CancerCare Manitoba, Cross Cancer
Institute, Eastern Health, Tom Baker Cancer Centre, Princess Margaret Hospital
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Study Schema

» MURPC with poor
prognosss
* Liver metastases
« CRPC within 12 months
of ADT for metastatic
dlseaie
* Fresenca of x4 of
o LUM > UL
«FCDG PSS

s Yhoeral metnlire

« Alburmin « 4 g/d
'-‘i“'h‘r » AN
&£ 55 montis from ALY

Oimical Triaks. gos
NCTOII7ES

Primary Objective
UNA dONA dONA CIONA CONA |, C“n’fal kwt RA(Q
et S 1 8 B B e ectoe: o8
- . .
san * Measurabie disease
Abtraterore 1000 mg
ity . ‘< response
Cabaztaxel 20418 + Prednbore 10 :
AAe— - : —’J a " * Stable disease » 17 weoks

D ™ O

N y Enzalutamide 160 mg || 7

g i & || Other Objectives

2. 3 ® | |* Time to progression

» y 5 | |* Progression free survival

o~ Abtraterone 1000 mg || = o 11* Overall survival

: ¢ Prednione 10 mg ] Cabazitaact 20-25 * Response and survival after
iny ) 0; -  ond second-line therapy
Crzaktamicde 160
W - * CTDNA correlatives with

_ . outcomes
er Decethan

+ A planned accrual of 120 patients (60 per arm) to detect & an absolute difference of 20% in CBR

+ Due to slow accruel and changes in treatment standards, the trial wes closed after 95 patients had
been accrued

2015 ASCO
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Results: Baseline Characteristics

Characteristic

Cabazitaxel
N=45

Abiraterone or Enzalutamide
N=50

Median Age, years (range)

67 (45- 81)

67 (47 - 85)

Poor Proanosis Critena

Liver Metastases
CRPC within 12 months
24 Prognostic Criteria

5145 (11%)
41145 (91%)
9 /45 (20%)

12750 (24%)
42150 (84%)
13750 (26%)

ECOG Performance Status

0-1
2

41745 (91%)
4145(9%)

48 /50 (96%)
2150 (4%)

Median PSA, pg/L (range)

18.7 (1.9 315)

39.4 (2.7 - 4765)

Median Hemoglobin, g/l (range)

126 (92 - 149)

131 (91 - 156)

Alkaline Phosphatase> ULN

23144 (52%)

26150 (52%)

LDH> ULN

16 / 44 (36%)

25 /50 (50%)

Site of Metastases

Lymph Node
Bone
Visceral

23145 (51%)
36 1 45 (80%)
13145 (29%)

35150 (70%)
44150 (88%)
19750 (38%)

Prior Docetaxel

No
Yes ForCSPC
Yes For CRPC

21 (47%)
13 (29%)
11 (24%)

23 (46%)
12 (24%)
15 (30%)

200 ASCO
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Treatment Delivered and Patient Disposition

@ not cross-aver (N = 17)

Unfit to cross-over (N = 5)

95 Patients

i

'

Withdrew consent (N = 5)
Toxicity (N = 3)

Ds
¢« On SY.l)dy (N=13)
=
L
.
o Alterpative treatment (N » 1)

On study (N = 8)
Discontinued treatment (N = 20)

ARM A (N = 45)
Cabazitaxel
Median Cycles = 9 (1-36)

ARM B (N = 50)

ABI (N = 27) or ENZA (N = 23)

Median Cycles = 8 (2-68)

Comon >

Did not cross-over (N = 20)
o On study (N=7)

_{ o Unfit to cross-over (N = 9)

o Withdrew consent (N » 2)
o TOxicity (N=1)
o Alternate tréeatment (N=1)

N=28
ABI or ENZA
Median Cycles = 4 (0-56)

N=30
Cabazitaxel
Median Cycles = 7 (1-21)

« Progression (N = 18) -
« Toxicity (N=1)
+ Lost to follow-up (N = 1)

2019ASCO

On stuagy (N = 5)

Discontinued treatment (N » 25)
+ Progression (N = 20}

» Withdrew consent (N = 3)

» Toxicity (N » 2)
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Related Adverse Events on 1st-line Treatment (Grade 23)

Arm A (1st-line CAB)
N=44

Arm B (1st-line ABVENZ)
N=50

Any grade 23 adverse event 21 (48%)

3 (6%)

Neutropenia

14 (32%)

0 (0%)

Diarrhea

4 (9%)

0 (0%)

Infection

3(7%)

0 (0%)

Fatigue

3 (7%)

1(2%)

Hematuria

2 (5%)

0 (0%)

Dehydration

2 (5%)

0 (0%)

Sepsis

1(2%)

0 (0%)

Anemia

1(2%)

0 (0%)

Anorexia

1(2%)

0 (0%)

Cataract

1(2%)

0 (0%)

Myalgia

0 (0%)

1(2%)

Infusion related reaction

1(2%)

0 (0%)

Syncope

1(2%)

0 (0%)

Enterocolitis

1(2%)

0 (0%)

Duodenal ulcer and hemorrhage

1(2%)

0 (0%)

Other

1(2%)

1(2%)

20’19ASCO
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Primary Endpoint: Clinical Benefit Rate

Arm A ArmB Pivaliia
1st-line Cabazitaxel 1st-line ABI/ENZ
Clinical Benefit Rate 38 / 43 (88.4%) 35 /50 (70.0%) 0.043
PSA Decline 2 50% 27 / 44 (61.4%) 31 /50 (62.0%) 1.000
Measurable disease - .
response (PR, CR) 5/ 22(22.7%) 4 /23 (17.4%) 0.722
Stable disease >12 weeks* 11 /43 (25.6%) 4 / 50 (8.0%) 0.026

*No PSA, objective or clinical progression for >12 weeks as best response
Clinical Benefit Rate; PSA decline = 50%, CR/PR, or stable disease > 12 weeks

+ 209ASCO
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PSA response to first-line treatment

Best PSA decline (%)

Cabazitaxsl Abiralerone ! Enzalutamide

Any decroase: 90 5% Any dectease: 80.0%
PSASD. 61.4% PEASD, 62.0%

: il 3 i P-value
1st-line Cabazitaxel 1st-line ABI/ENZ
PSA Decline 2 30% 33 / 44 (75.0%) 35 / 50 (70.0%) 0.649
PSA Decline 2 50% 27 [ 44 (61.4%) 31 / 50 (62.0%) 1.000
No PSA Decline 4 /44 (9.1%) 10 / 50 (20.0%) 0.159

209ASCO
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__ 100
R
s "1
- 1
S gd Tt
a 804 | |
@ L
- |
: | 111 dian (95% C1
a 60- h Median
< q PP HR (95% CI)
0 1
o i Arm A: Cabazitaxel
£ 40 2 (mﬁggw 7.4(4.9-9.1)
- L z -
g ;l ij 0.94 ((3.(5,782:.56)
5 20- #'L Arm B: ABI/ENZA Arm B PR
0 3 . 4.7(3.4-13.2)
£ l (1st-line ABI/ENZA)
S
o T T ™  p— | I ™ (—— ) S—
0 4 8 12 16 20 24 28 32 36
Months

.45 28 18 7 2 0 0 0 0 0
Atnsk 6 24 11 8 3 3 2 2 1 1
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Clinical Benefit Rate: 2nd Line Therapy

ArmA Arm B e
2nd Line ABI/ENZA 2nd Line Cabazitaxel
Clinical Benefit Rate 17 / 23 (73.9%) 17 / 27 (63.0%) 0.546
PSA Decline 2 50% 12 / 25 (48.0%) 12 / 29 (41.4%) 0.784
r'\g':s;:;aeb('sR‘j"é;jse WEIN 2/10(200%) | 0474
Stable disease >12 weeks* 5/ 23 (21.7%) 5/ 27 (18.5%) | 1000

*No PSA, objective or clinical progression for >12 weeks as best response
Clinical Benefit Rate: PSA decline 2 50%, CR/PR, or stable disease > 12 weeks

s goyf;ASCO
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Overall survival (%)

Overall Survival

60 4

40+

"k Am A: Cabazitaxel first

Y "‘VL e ‘
L Arm B: ABI/ENZA first
<., VT

7S

o e

16 20

Months
2 16 13 7 5
12 6

Arm B (ABI/ENZA

first)

15.5(12.4- NR)

0.57{0.31-1.03)
p=0.06

. Unadjusted Adjusted*
M“;:"::f o Hazard Ratio Mazard Ratio
{95% Q1) (95% C1)
Arm A (CABA first)] 37,0(18.9-NR)

0.77(0.41-1.44)
p=0410

*Hazard ratio adjusted using a multivariate model
including LDH, ALP, ECOG performance status, and
presence of visceral metastases as variables
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cell-free DNA

+ Targeted sequencing
Plasma cfDNA and germline (matched leukocyte DNA)

73 CRPC-related genes (all exons) including 2
* Prostate cancer drivers (e.g. AR, SPOP, NKX3.1, FOXA1)
Cell cycle (e.g. TP53, RB1, CDKN1B, CDKN2A)
* DNA-repair (e.g. BRCA1/2, FANC family genes, ATM, MSH2/6)
» PI3K pathway (e.g. PIK3CA, PTEN, AKT1)

AR gene sequencing (exons, introns, flanking regions) to detect AR
gene rearrangements

. ctDNA fractions (ctDNA/cfDNA) were estimated based on the allele
fractions of autosomal somatic mutations

TAW Wyatt, et al. J Natl Cancer Inst, 110{1); 78~86, 2018; ‘M Annala, et al. Cancer Discov, 8:1-14, 2018

.« 200ASCO
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On-treatment change in ctDNA fraction is prognostic

First-line PFS (%)

tDNA% Increase |

ctDNAY% decrease

No detectable ctDNA

Change in dDNA% between
baseline and end-cd samples
Increaso
Decrease
No deloctabla CIONA
at either Umepaint

Overall survival (%)

T Y Y
12 16 20
Months

Y T T 1

24 28 2 3

First-line PFS

Median (months) f Hazard ratio (95% Cl)

3,99 (2.03 - 7.84)
p < 0.001

Change in tDNA% between
baseling and and-cd samples
Increase
Decregss
No datectable ctDNA
at edther timepoint

12 16 20 24 28 32 36
Months

Overall survival
Median (months)
13.2
22.0

Hazard ratio (95% C1)

2.72(1.34 - 5.50)
p = 0.006

Not reached

INTED Y

20 ASCO
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TAXOMET : A French prospective multicentric
randomized controlled phase Il study comparing
docetaxel plus metformin versus docetaxel plus
placebo in mCRPC

Marc Pujalte-Martin?, Delphine Borchiellini?, Julien Viotti*, Aline Guillot?, Jean-Baptiste Paoli*, Dominique
Besson®, Werner Hilgers®, Claude El Kouri®, Gerard Cavaglione®, Frank Priou’, Tifenn Lharidon’, Remy
Largillier®, Jean-Laurent Deville?, Benjamin Hoch®, Renaud Schiappa?, lean-Francois Tanti*®, Frédéric Bost'®,
Jean-Marc Ferrero?

'‘Centre Antoine Lacassagne, Universite Cote d'Azur, Nice, France; ?Institut de Cancérologie de la Loire, Priest en Jarez,
France; *Hopital de Clairval, Marseille, France; ‘Centre CARIO-HPCA, Plérin sur Mer, France; ®Institut Sainte Catherine,

Avignon, France; ®Centre Catherine de Sienne, Nantes, France; "CHD Vendée, La Roche sur Yon, France; ®Centre Azuréen
de cancerologie, Mougins, France; *APHM - CHU Timone, Marseille, France; "“Inserm U1065 C3M, Nice, France

ClinicalTrials.gov Identifier: NCT01796028

2019 A”S'C‘O
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o
TAXOMET Study Design

Docetaxel : 75mg/m? IV every 21 days
Prednisone : 5mg orally twice dail

Main Inclusion crit.: Primary endpoint :
-mCRPC chemo- and PSA response 2 50%
metformin-naive .
-Non-diabetic pts Secondary endpoints :
-PS ECOG 0-1 PFS, OS, Safety

Docetaxel : 75mg/m*IV every 21 days
Prednisone : S5mg orally twice dail

PLACEBO twice daily

Follow-up after treatment

Whenever docetaxel was definitevly interrupted, Metformin or Placebo had to be discontinued Every 3mo the first year
Every 6mo the next 2 years

'Kordes S and al. Lancet oncol 2015

2019 ASCQ
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2019 ASCO

Dr. Matteo Santoni — Poster Review



Adverse Events (all grades), incidence 2 5%

Percentage of patients (%)

80
70
60
50
40
3

o
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A multicentric phase Il randomized trial of docetaxel plus enzalutamide versus docetaxel as first line chemotherapy

for patients with metastatic castration-resistant prostate cancer - CHEIRON study.
Orazio Caffo', Erica Palesandro®, Franco Nolé®, Donatello Gasparro*, Claudia Mucciarini®, Michele Aieta®, Vittorina Zagonel’, Roberto lacovelli®, Ugo De Giorgi®, Sabrina Rossetti'”,
Lucia Fratino™, Cosimo Sacco', Maurizio Nicodemo'™®, Monica Giordano'*, Donata Sartori'®, Daniela Scapoli®®, Elena Verr®, Stefania Kinspergher', Giovanni L. Pappagallo™ and Massimo Aglietta?

'Santa Chiara Hospital, Trento; *Institute for Cancer Research and Treatment, Candiolo; *European Institute of Oncology, Milan; *AQU, Parma; *Ramazzini Hospital, Carpi; *CRO, Rionero in Vulture; Veneto
Institute of Oncology, IOV, Padua; AU, Verona; “lstituto Scientifico Romagnolo per o Studio e la Cura dei Tumori, Meldola; "Istituto Nazionale Tumori Fondazione G. Pascale, Naples; "National Cancer Center
CRO, Aviano; 2A0U S. M. della Misericordia, Udine; '*Sacro Cuore - Don Calabria Hospital, Negrar; “Santa Anna Hospital, Como; '*Azienda ULSS 13, Mirano; '5S.Anna Hospital, Ferrara (Italy)

BACKGROUND PATIENTS CHARACTERISTICS PD-FREE PATIENTS RATE AT 6 MOS AFTER D START

Today docetaxel (DOC) and enzalutamide (ENZ) represent two standard treatments for

lirst line management of patlents with metastalic castration-resistant prostate cancer Characteritic DOC + ENZ + ADT DOC + ADT RR1.22
(mCRPC). They exert their anticancer activity by different mechanisms; ENZ impairs _('“: 12) (f" 126) 0002 (95%I1.08, 1.8
androgen receplor machinry at three diflerent levels (it binds androgen receplors,  V1edan a0e (ange). y 10 {52:68) TR (W4) W re Y padi ol
prevents their nuclear vanslocaion and inhibits coactvator recrullment of the figand-  EC0GPS.no.f4) . NNT 610
receptor complex); DOC, producing a microtubule-stabilization, is able to alter signaling g : sz‘37" Bi% (%5%C) 15 3l1 38)
from the androgen receptor by inhibiting s nuclear accumulation downstream of R P A ) R '
microlubule stabiization, providing a clear comection between the microlubule- St 93 (78%) 90 70%) 60 -
dependent trafficking of the androgen receplor and the clinical efficacy of DOC. On Yes 27 (22%) 27 (21%) DOCSENZ  DOC
thesa bases, It could bo postulated that the administration of enzalutamide during & ggsaling vscoral metastases prosance
DOC-based chemotherapy could improve disease control. 10 (%) 94 (78%) % (14%) “ “
No 26 (22%) 30 (26%) " I
STUDY DESIGN m , _
Modian sorum PSA (range), ngimi 269(0.31.360) 30,5 (0.2:5,000) F v A . ¥ b
—
Koy Ellgibility Ceiteria N=24 ; z
P || — GRADE 2 3 AE OCCURRING IN 2 5% OF PATIENTS [N [,
loast 1 HT (P5A s andior — .’. en M 0 WO 1AL
fudekgca PO) i f
+ No previous R e CAPC E\MI!, No. (*) DOC + ENZ 4 ADT DOC 4+ ADT ‘ L ! e "
Docetursl 5my'd 1 43 ' ' u ey " " (N I I I B B
Fonpa Newtropenia 19(15.%) 15 (11.9%) e
+ Pam pragance” (9% vs 20| X o) /e
 Viscarn) ety (yos V8 0 Ful'lﬁul‘ ]r) “25“ 7|(’ 6%' CONCLUSION
Pimry ondpoin ;;;dvy:ml e Saloden Degn Leukopenia 10(8.3%) 15 (11.9%) This is the first randomized phase Il inal festing the combination of docetaxel with an ARTA
Ao ps i progeesn +ORR <05 Taget ol 22 s pocos i pomr kot €01 NEUITOpeNia 10(8.3%) 1(56%) Although conirol arm DGR was higher than expected, the rial met s primary endpoint
(K PONGE a1 0 hoa her +0AR  + Suloly fafien I PD-ow fa of 15% (5% va 45%) wah an Other skin toxicities 1(5.8%) 2(1.6%) Qur results showed that the combination: 1)is feasible and safe (afthough slightly higher
L —_ l;‘q T, NS Skin rash 6(5.0%) 2(16%) than docetaxel alons); 2) provides a belter disease control compared to docetaxel alone; 3)

does not Improve OS (immature data)

For hurther Information please omall (o orazio.caffodapss.int

Dr. Matteo Santoni — Poster Review



18F-Fluciclovine and 68Ga-PSMA-11 PET/CT in patients with biochemical recurrence after prostatectomy
at PSA levels of < 2.0ng/ml: a prospective, single-arm, comparative imaging trial
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RESIST-PC phase 2 trial: 177Lu-PSMA-617 radionuclide therapy for metastatic castrate-resistant
prostate cancer.

Authors:

leremie Calais, Wolfgang P Fendler, Matthias Eiber, Michael Lassmann, Magnus Dahlbom, Rouzbeh
Esfandiari, Jeamminmne Gartrmann, Kathleem r\Jg_u_\n;-vl, FPam Thim, Vincent Lok, Kemn Herrmamn, Johanmnnmes
Czernin, Ebrahim Delpassand; UCLA, Los Angeles, CA! University of Essen, Essen, Germany: Rechts der
Isar University Hospital, Technical University of Munich, Munich, Germany: University of Wurzburg,

wWurzburg, ...

Methods:

Patients with progressive mCRPC (bicchemical, radiographic or clinical) after 21 novel androgen axis
drug (MNAAD), either chemotherapy (CTX) naive or post-CTX, with sufficient bone marrow reserve and
normal kidney function were eligible. All patients underwent a screening PSMA PET/CT to confirm target
expression. Patients received up to 4 cycles of 177Lu-PSMA-617 every 8+1 weeks and were randomized
into 2 treatment activities groups (6.0 or 7.4 GBQq). Kidney dosimetry was perfocrmed for the first cycle.
Efficacy was defined as serum PSA decline of 250% from baseline at 12 weeks and served as primary

endpoint.

Results:
64 patients (median PSA 75 ng/ml; range 0.5-2425) were included in the study. 20% were CTX nalve

while 80% were post-CTX (1.9 CTX regimens cn average, range 1-4). 45% completed 4 cycles of 777Lu-
PSMA-617. Androgen deprivation therapy was given concomitantly in 83%, NAAD in 23% and
immuncotherapy in 6%. PSA decline of 250% was observed in 23% of patients at 12 weeks and in 38% o
patients at any time (best PSA response). The median time to best PSA response was 22 weeks (range 6-
49 weeks). 16% had a PSA decline of 290% and 59% had any PSA decline { = 0%). Mild and transient
(CTCAE grade 1-2) side effects included xerostomia (72%), nausea/vomiting (69%) and bowel movement
discrders (45%). CTCAE grade 2 toxicity included nauseasvomiting (6%), anemia (8%), leukopenia (5%),
kKidney failure (3%), thrombocytopenia (3%), and neutropenia (3%). The mean kidney dose was 2.7 Gy for
the first cycle (range 0.9-5.9) i.e. 0.4 Gy/GBqg (range 0.15-0.9). There was no difference between the
efficacy and toxicity for the 6.0 GBg (n = 23) and 7.4 GBqg (n = 41) treatment arms.
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Phase 1 study of pasotuxizumab (BAY 2010112), a PSMA-targeting Bispecific T cell Engager (BiTE)
immunotherapy for metastatic castration-resistant prostate cancer (mCRPC).

il Presented Saturday, June 1, 2019

Authors:

Horst-Dieter Hummel, Peter Kufer, Carsten Grallich, Barbara Deschler-Baier, Manike Chatterjes, Maria-Elisabath
Soebeler, Kurt Miller, Maria De Sentis, Wolfgang C. Leidl, Andreses Buck, Sakine Wittemer-Rump, Goskben Koca,
Olirrer Boix, Woli-Dietrich Doecke, Sabine Stienen, Cyrus Sayehli, Ralf C. Bargow; Comprehensive Cancer Center

Mainfranken, University Hospital Worzburg, Wirzburg, ..

Methods:

MCTO1 722475 was a first-in-humsan, multicenter, dose-escalation study in patients (pts) with mMCRPC refractory
trevenous infusicn in cchorts of 3L pt=. Do=e-
escalation followsd a continuous reasses=ment methodology design. The primeary :bje:ti,-'_' s to determine

/8
safety and maximum tolersted dose (MTD); secondary chjectives included pharmeacckinetics, biomarkers, and

had =1 AE of grade =3; most common were decressed lymphocgytes and infections (both ii:.-'::: “J: grade 5 AE
occurred. A sericus AE relsted to study drug was reporied for 1 pt (fetigue, 20 pgfd). Mo anti-drug antibodies

were cbzerved. Recruitment was stopped before MTD wes reached to facilitate initiation of a new study

2
T
an
'\.l II.'
—
o
ih
[
t
1
ih
-
L
et
Hl
]
[}
[
L
4
i
[}
o
]
it
1
=
i
n
i)
1]
[E}
Iﬂ
8}
3
[}
“
LB}
o
D
=
(K]
(M)
L
i
]
i
it
Lii
[N}
1
i
[}
i
(4]
L
A
0
1
AT}
i
=
i
[#]
=
i

]
=
o
[u]
1
im
1]
1
o
4]
H
1]
%]
ih
]
[1T]
]
[51)
[N]
I.l|
||'I
1
1]
&
'.T
Ll
I,,-"I
T
i
Ll
—.'
M
—
L
L2
U
i
1]
=]
C
(]
=
[u]
1
5
Ll
L
1
II]
i
=
I.'|_|
:,|
il
&)
T
8]
1
[8)
1
1]
+
n
(4]
1]
1]
1
=]
]

Dr. Matteo Santoni — Poster Review







Gragie per Uattengione

Dr. Matteo Santoni — Poster Review



