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Prognostic impact of PSA nadir 20.1 ng/mL within 6 months
after completion of radiotherapy for localized prostate cancer

ldentify an early surrogative measures to predict long term outcomes such as:

= Prostate cancer-specific survival (PCSS)
= Metastasis-free survival (MFS)
= Qverall survival (0S)

/ RT alone  25%

RT + short

> 58%

course ADT

\ RT + long

Pts with intermediate or high-risk PC 17%
€ course ADT

Ravi et al, Journal of Clinical Oncology 2023 41:16_suppl, 5002-5002
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Prognostic impact of PSA nadir 20.1 ng/mL within 6 months
after completion of radiotherapy for localized prostate cancer

ldentify an early surrogative measures to predict long term outcomes such as:

* Prostate cancer-specific survival (PCSS)
 Metastasis-free survival (MFS)
e OQverall survival (0S)

/ RT alone

RT + short

U 58%

course ADT

\ RT + long

course ADT

25%

Pts with intermediate or high-risk PC 17%

Ravi et al, Journal of Clinical Oncology 2023 41:16_suppl, 5002-5002
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Median follow up
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PSA nadir =0.1
ng/mL within 6
months after therapy
was associated with

worse PCSS, MFS
and OS
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Do bone scans over-stage disease compared to PSMA PET?
An international multicenter retrospective study with blinded independent readers.

Abstract 5011

167 pts were included __
77 patients with
prostate cancer

Endpoints:

e Positive
predictive
value (PPV)

were at the initial
staging

Pts were imaged

60 pts had with Bone scan Negati
biochemical and PSMA PET pree%ja;cl’gi/\e/)e
recurrence ithi
within 100 days value (NPV)
_ specificity for
30 pts had castrate Each study was interpreted by bone scans

three blinded readers.

resistance disease

Wolfgang et al, Journal of Clinical Oncology 2023 41:16_suppl, 5011-5011
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Do bone scans over-stage disease compared to PSMA PET?

An international multicenter retrospective study with blinded independent readers.

Abstract 5011

167 pts were included __
77 patients with
prostate cancer

were at the initial

staging

60 pts had

biochemical
recurrence

30 pts had castrate
resistance disease

Pts were imaged
with Bone scan
and PSMA PET
within 100 days

Each study was interpreted by
three blinded readers.

Wolfgang et al, Journal of Clinical Oncology 2023 41:16_suppl, 5011-5011
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Endpoints:

Positive
predictive
value (PPV)

Negative
predictive
value (NPV)
specificity for
bone scans

RESULTS

In patients at initial staging,
PPV: 0.43 [0.26,0.63]

NPV: 0.94 [0.85,0.98], and

specificity 0.80 [0.68,0.88].

\ 4

At initial staging 57% of
positive bone scans were
false positive.
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Enzalutamide (ENZ) vs Abiraterone (ABI) in patients with prostate cancer
with and without type 2 diabetes mellitus. Abstract 5066

061.8%
Patients with Pca with ABI
treated with Abi or ENZ
SEER-Medicare
database (1999-2019)
N=11163
38.2%
with ENZ

Shaver et al, Journal of Clinical Oncology 2023 41:16_suppl, 5066-5066
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Enzalutamide (ENZ) vs Abiraterone (ABI) in patients with prostate cancer
with and without type 2 diabetes mellitus. Abstract 5066

061.8%
Patients with Pca with ABI
treated with Abi or ENZ
SEER-Medicare
database (1999-2019)
N=11163
38.2%
with ENZ

Shaver et al, Journal of Clinical Oncology 2023 41:16_suppl, 5066-5066
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27% had
T2DM

59.1% were

treated with
ABI

40.8% with
ENZ

RESULTS

The rate of Acute Care
Utilization was 43%
higher among those

treated with ABI
compared to ENZ (IRR
1.43; 95% Cl 1.28, 1.61).
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Enzalutamide (ENZ) vs Abiraterone (ABI) in patients with prostate cancer
with and without type 2 diabetes mellitus. Abstract 5066

61.8% 59.1% were RESULTS

: treated with
Patients with Pca with ABI AB| TE?.Irati.Of ACUte4g?/re
treated with Abi or ENZ SREEERIEE
SEER-Medicare - mfherta;nOﬁ Tgfe

Ffeated wi
database (1999-2019) compared to ENZ (IRR
N=11163 1.43; 95% Cl 1.28, 1.61).
38.2% 40.8% with
with ENZ ENZ

Conclusion: Compared to those without T2DM those with T2DM had more ACU,

regardless of medication, with a higher rate in the ABI than ENZ group.

Shaver et al, Journal of Clinical Oncology 2023 41:16_suppl, 5066-5066
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PARP inhibition beyond DDR ( DNA damage repair) alteration

Preliminary studies suggest the potential for PARP inhibitors to target tumors
regardless of DDR alteration status when combined with an androgen receptor
signaling inhibitor.

AR blockade “ ”
downregulates DDR » BRCAn eSS

gene expression

Reduce AR signaling and

complement the effect of
androgen signaling inhibitors

PARP inhibition

Asim M, Tarish F, Zecchini HI et al. Synthetic lethality between androgen receptor signalling and the PARP pathway in prostate cancer. Nat Commun 8(1), 374-374 (2017)
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Talazoparib plus enzalutamide in men with first-line metastatic
castration-resistant prostate cancer (TALAPRO-2): a randomized,
placebo-controlled, phase 3 trial

First-line
MCRPC » 9
N= 805

Talazoparib 0.5 mg/day (PO)T (0.35
mg/day if moderate renal impairment)
+ enzalutamide 160 mg/day (PO)
N=402

Placebo (PO) + enzalutamide 160
Double-blind mg/day (PO)

Previous treatment with abiraterone or —
taxane-based chemotherapy for CSPC N 403
DDR alteration status (deficient vs
nondeficient/unknown)

Stratification:

Agarwal et al, Lancet. 2023 Jul 22;402(10398)
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Talazoparib plus enzalutamide in men with first-line metastatic
castration-resistant prostate cancer (TALAPRO-2): a randomized,
placebo-controlled, phase 3 trial

Talazoparib +
enzalutamide

First-line mMCRPC RO

N= 805

Placebo +
Stratification: €nZza | Uta m |d e

Previous treatment with abiraterone or —
taxane-based chemotherapy for CSPC N 403

DDR alteration status (deficient vs
nondeficient/unknown)

Double-blind

Agarwal et al, Lancet. 2023 Jul 22;402(10398)
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Results for TALAPRO-2

A All patients
100 Number of events/ |Median progression-free
? number of patients |survival (95% C1), months
= Talazoparib plus enzalutamide 151/402 Not reached (27-5-not reached)
g 804 Placebo plus enzalutamide 191/403 21.9(16-6-251)
R
&
: 60~ M’h—‘—
7 b - -
&
g 40-
by —— Talazoparib plus enzalutamide
"é —— Placebo plus enzalutamide * X
2 20+ Stratified:
T Hazard ratio for disease progression or death, 0-63 (95% CI 0-51-0‘78)«
& p<0.0001
0 T T T T T T T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
Number at risk
(number censored)

Talazoparib plus enzalutamide 402 379 353 326 318 285 266 234 226 209 193 175 136 97 67 61 29 13 2 2 1 0
(0) (14) (27) (35) (39) (48) (S5) (62) (63) (73) (79) (92) (126) (159) (186) (192) (223) (238) (249) (249) (250) (251)

Placebo plusenzalutamide 403 346 311 279 272 237 200 185 179 154 140 124 96 68 43 42 14 3 1 1 1 O
(0) (20) (35) (47) (50) (63) (75) (BO) (82) (90) (95) (109) (130) (153) (172) (173) (199) (209) (211) (211) (211) (212)

Agarwal et al, Lancet. 2023 Jul 22;402(10398)
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Patients with non-deficient or unknown HHR gene alteration

C Patients with HRR gene alteration status of non-deficient or unknown

100

40

20+

Radiographic progression-free survival (%)

Number of events/ |Median progression-free
number of patients |survival (95% Cl), months
Talazoparib plus enzalutamide  114/317 Not reached (27-5-not reached)
Placebo plus enzalutamide  142/319 22.5(191-30.5)

X
X

Stratified:

Hazard ratio for disease progression or death, 0-70 (95% C10-54-0-89) «
p=0-0039

Number at risk

(number censored)
Talazoparib plus enzalutamide 317
(0)
Placebo plus enzalutamide 319
(0)

Agarwal et al, Lancet. 2023 Jul 22;402(10398)

5th Annual

I.EADZUZ:'} \ﬂ?n[:ﬁgln"?n ﬁgﬁlgfglgzsvfgrﬂncnlnuv

I 1 ] | L | 1 ] 1 | | 1 I 1 L] 1

| 1
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
Months

296
(13)
274
(14)

272 250
(24) (31)
250 224
(26) (36)

243 220
(34) (41)
218 194
(39) (47)

199 183
(46) (53)
166 155
(s8) (61)

177 167 153 138 106 74 SO 46 23 10 2 2 1 0
(54) (61) (66) (78) (106) (132) (155) (159) (181) (193) (201) (201) (202) (203)
149 129 119 104 79 S7 37 36 12 3 1 1 1 0
(63) (70) (74) (87) (105) (124) (142) (143) (165) (174) (176) (176) (176) (177)
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Highlight for Colorectal Cancer in 2023

: Neoadjuvant chemoradiation vs FOLFOX With
Selective Chemoradiation for Locally Advanced Rectal Cancer

* Trastuzumab deruxtecan (T-DXd) in patients (pts) with HER2-
overexpressing/amplified metastatic colorectal cancer (mCRC).

5th Annual
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PROSPECT: Neoadjuvant chemoradiation vs FOLFOX With
Selective Chemoradiation for Locally Advanced Rectal Cancer

Recruitment 2012-2018 from 264 practice sites in the USA,
Canada and Switzerland

Neoadjuvant
treatment for

cT2N +, cT3N,
cT3N+ Rectal
cancer

5th Ann
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Adjuvant Chemo

\4

(FOLFOX or CAPOX per
MD)

=

Pelvic
ChemoRT

> 20% response

: Adjuvant Chemo
\ urgery (FOLFOX or CAPOX per
MFOLFOX D)
6 cycles
Pelvic

ChemoRT

< 20% response or intolerant
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Eligibility Criteria

Inclusion criteria

e cT2N+, T3N-, T3N+ e Tumor requiring APR
e ChemoRT is indicated e ¢cT4 Tumor
e Candidate for sphincter-sparing surgery e > 4 pelvic lymph nodes

Exclusion criteria

Endpoints
P ‘ Time to local recurrence, OS, RO resection,

Secondary . ..
complete pathologic response, Toxicity, QoL

5th Annual
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Primary Endpoint

A Analysis of Noninferiority for Disease-free Survival B Disease-free Survival
I 4
Noninferiority c
Hazard Ratio Margin =
‘ a
: s
' ®
Unadjusted hazard ratio t ® i ' s
. B
:
Adjusted hazard ratio | & | E &
I 5 1 o T I 1 T J | 1
2

1.29 1.50 0 12 24 36 48 60 72 84
Months since Randomization
FOLFOX with Selective Use of Chemoradiotherapy hemoradiotherapy Alone No. at Risk
Better Better FOLFOX group 585 543 489 443 342 200 97 42

Chemoradiotherapy group 543 500 456 395 295 181 80 37
No. of Events/ Hazard Ratio S-Year Stratified
Group Total No. 90.2% P Value for NI

FOLFOX group 114/585
Chemoradictherapy group 113/543

0.92 (0.74-1.14) 80.8 (77.9-83.7)
Reference 78.6 (75.4-81.8)

5th Annual
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Secondary Endpoints

C Overall Survival
100 T———
904
g 80‘
3 70+
a 60+
s
50
2
.é 40+
v 304
3]
& 204
10
0 1 1 1 1 | 1 1
0 12 24 36 48 60 72 84
Months since Randomization
No. at Risk
FOLFOX group 585 565 551 531 429 287 212 120
Chemoradiotherapy group 543 527 513 486 380 273 182 107
No. of Events/ Hazard Ratio
Group Total No. (95% CI) 5-Year Estimate
percent
FOLFOX group 74/585 104 (0.74-1.44) 895 (87.0-92.2)
Chemoradiotherapy group 67/543 Reference 90.2 (87.6-92.9)
5th Annual

Enriching Experiences for
Women in Hematology & Oncology

LEAD

Table. Summary of Efficacy Results

(585 patients) (543 patients)
5-year disease-free survival, 80.8[77.9,83.7) 78.6 [75.4,81.8]
% (30.2% Cl) HR 0.92 [0.74,-+4T stratified noninferiority P = .0051
89.5 (87.0,92.2] 9Q0.2 ((87.6, 92.9]
HR 1.04 [0.74, 1.44]
9 events 7 events
98.2 [97.1,99.4] 98.4 [97.3, 99.6]
HR 1.18 [0.44, 3.16]

5-year overall survival,
% (95% Cl)

5-year local recurrence-free survival,
% (95% Cl)

Surgical and pathological endpoints

Number completing surgery 535 510

Complete (RO) rectal resection 98.9% 97.1%
Pathologic complete response 21.9% 24.3%
Low anterior resection rate 97.6% 98.0%
Positive radial margin 1.2% 1.5%

University of Nebraska
Medical Center-
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Keypoints:

« PROSPECT trial demonstrate that neoadjuvant FOLFOX with selective use of 5-FU
chemoradiotherapy (5-FU CRT) was noninferior to 5-FU CRT in participants with locally

advanced rectal cancer.
e 2 strategies achieve nearly identical outcomes.

At b years, DFS, OS rates are SIMILAR.

5th Annual
Enriching Experiences for University of Nebraska .
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Keypoints:

« PROSPECT trial demonstrate that neoadjuvant FOLFOX with selective use of 5-FU
chemoradiotherapy (5-FU CRT) was noninferior to 5-FU CRT in participants with locally

advanced rectal cancer.
e 2 strategies achieve nearly identical outcomes.

e At b years, DFS, OS rates are SIMILAR.

Most patients with intermediate risk rectal cancer can receive curative-intent

treatment without pelvic chemoRT.

5th Annual
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Trastuzumab deruxtecan (T-DXd) in patients (pts) with HER2-
overexpressing/amplified metastatic colorectal cancer (ImCRC)

7

HER 2+ mCRC

e HER2+ (IHC 3+ or IHC 2+/ISH+) mCRC constitutes 2-3% of mCRC and it links with resistant to EGFR target therapy.
* Recent evidence has shown that HER2-targeted therapies is a promising approach for this subset mCRC

Antibody-drug conjugate, humanized with 3 components

?T I Humanized anti-Her-2 igG1
,Tm..,...m.. monoclonal antibody

1N @ | i Topoisomerase |
Anti-tumor effect : : :
. released into intercellular spaces after cell death I n h I b Itor payload
Tetrapeptide-based
Transfer to neighboring
Trastuzumab deruxtecan (T-DXd) J : " mmm:;r C I eava ge I I n ke r
N @

HER2-negative tumor cell

Anti-tumor effect

5th Annual
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Trastuzumab deruxtecan (T-DXd) in patients (pts) with HER2-
overexpressing/amplified metastatic colorectal cancer (ImCRC)

HER 2+ mCRC

e HER2+ (IHC 3+ or IHC 2+/ISH+) mCRC constitutes 2-3% of mCRC and it links with resistant to EGFR target therapy.
* Recent evidence has shown that HER2-targeted therapies is a promising approach for this subset mCRC

Antibody-drug conjugate, humanized with 3 components

?T I Humanized anti-Her-2 igG1
,Tm..,...m.. monoclonal antibody

N el R Topoisomerase |

8 st ocaenas inhibitor payload
antitumor anticity, in DESTINY- R Tetrapeptide-based
CRCO1 - efficacy and safety of rastusmat derodocan (1556 e’ cleavage linker

TDXd 5.4mg/kg and 6.4mg/kg N @ | e

Anti-tumor effect

T-DXd 6.4mg/kg Q3w showed

5th Annual
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Phase 2 DESTINY-CRCO2 study -

Stage 2 Primary Endpoint
Stage 1  cORR by BICR
Arm 1: T-DXd
5.4mg/kg Secondary
: : Q3w IV endpoints
Patients Wlth HER2+ = . CORR by
RAS wild-type or : :
: - Investigator
mutant, BRAF wild-
Arm 2: T-DXd e DoR
type, unresectable, 6.4mg/kg
recurrent or mCRC : 'Q3W v * DCR
e PFS
N=40
Stratified by: * OS
« ECOGPSOor1 e Safety and
e Centrally confirmed HER 2 status: IHC 3 or IHC 2 ISH + tolerability
* RAS status (wild type or mutant )

Raghav et al, Journal of Clinical Oncology 2023 41:16_suppl, 3501-3501 )

5th Annual

Enriching Experiences for University of Nebraska D Qi -
I.EAD 2[]23 Women in Hematology & Oncology Medical Center %b Bio Ascend




Phase 2 DESTINY-CRCO2 study

Baseline Characteristics

T-DXd T-DXd
5.4 mg/kg Q3W 6.4 mg/kg Q3W
Stage 1 Stage 2 Total Stage 1
n=40 n=42 N =82 N =40
Median age, years (range) 58.2 (26-78) 60.6 (30-84) 59.1 (26-84) 62.3 (35-81)
Sex, n (%) 21 (52.5) 24 (57.1) 45 (54.9) 19 (47.5)
Male
Region, n (%)
Asia-Pacific 25 (62.5) 22 (52.4) 47 (57.3) 24 (60.0)
us 5(12.5) 1(2.4) 6 (7.3) 2 (5.0)
Europe 10 (25.0) 19 (45.2) 29 (35.4) 14 (35.0)
HER2 status, n (%)
IHC 3+ 32 (80.0) 32 (76.2) 64 (78.0 34 (85.0)
IHC 2+/ISH+ 8 (20.0) 10 (23.8) 18 (22.0) 6 (15.0)
ECOG PS, n (%)
0 22 (55.0) 24 (57.1) 46 (56.1) 22 (55.0)
1 18 (45.0) 18 (42. 36 (43.9) 18 (45.0)
RAS status, n (%)
Wild-type 34 (85.0) 34 (81.0) 68 (82.9 34 (85.0)
Mutant 6 (15.0) 8 (19.0) 14 (17 1) 6 (15.0)

ECOG PS, Eastern Cooperative Oncolegy Group performance status; HER2. human epidermal growth factor recepter 2; IHC. immunohistochemistry; ISH, in situ hybridization; Q3W. every 3 weeks

RAS, rat sarcoma: T-DXd. trastuzumab deruxtecan.

Raghav et al, Journal of Clinical Oncology 2023 41:16_suppl, 3501-3501

5th Annual

LE AD Enriching Experiences for
Women in Hematology & Oncology

University of Nebraska
Medical Center-

Bio Ascend




Baseline Characteristics (cont.)

T-DXd T-DXd
5.4 mg/kg Q3W 6.4 mg/kg Q3W

HER2/RAS status, n (%)

IHC 2+ ISH+/wild-type 7 (17.5) 5(11.9) 12 (14.6) 6 (15.0)
IHC 2+ ISH+/mutant 1(2.5) 5(11.9) 6 (7.3) 0
IHC 3+/wild-type 27 (67.5) 29 (69.0) 56 (68.3) 28 (70.0)
IHC 3+/mutant 5 (12.5) 3(7.1) 8 (9.8) 6 (15.0)
Liver metastases at baseline, n (%) 29 (72.5) 30 (71.4) @(7@ 26 (65.0)
CNS metastases at baseline, n (%) 3(7.5) 0 3(3.7) 1(2.5)

Primary tumor site, n (%)

Left colons 32 (80.0) 29 (69.0) 61 (74.4) 34 (85.0)
Rectum 15 (37.5) 12 (28.6) 27 (32.9) 19 (47.5)
Right colon® 8 (20.0) 13 (31.0) 21 (25.6) 6 (15.0)

Raghav et al, Journal of Clinical Oncology 2023 41:16_suppl, 3501-3501

5th Annual
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Prior Treatment

T-DXd T-DXd
5.4 mg/kg Q3W 6.4 mg/kg Q3W

Median prior lines of systemic therapy, n (range) 4 (1-12) 3(1-7) 3(1-12) 4 (1-8)
Systemic chemotherapy, n (%) 40 (100) 42 (100) 82 (100) 40 (100)
Irinotecan 39 (97.5) 40 (95.2) 79 (96.3) 40 (100)
Fluoropyrimidines® 40 (100) 42 (100) 82 (100) 40 (100)
Oxaliplatin 40 (100) 41 (97.6) 81 (98.8) 40 (100)
Anti-EGFR, n (%) 29 (72.5) 28 (66.7) 57 (69.5) 31 (77.5)
Anti-HER2, n (%) 11 (27.5) 6 (14.3) 17 (20.7) 10 (25.0)
HER2 TKIP 6 (15.0) 4 (9.5) 10 (12.2) 7 (17.5)
Anti-HER2 antibodies® 10 (25.0) 6 (14.3) 16 (19.5) 10 (25.0)
Anti-VEGF, n (%) 36 (90.0) 38 (90.5) 74 (90.2) 38 (95.0)
Regorafenib and tipiracilftrifluridine, n (%) 20 (50.0) 14 (33.3) 34 (41.5) 13 (32.5)
Other systemic therapy, n (%) 5(12.5) 6 (14.3) 11 (13.4) 10 (25.0)

5FU, flucrouracll; EGFR, epldermal growth factor receptor; HER2, human epldermal growth facter receptor 2; Q3W. every 3 weeks: T-DXd. trastuzumab deruxtecan: TKI, tyrosine kinase Inhibitor; VEGF. vascular

endothelial growth factor.

AIncludes 5FU, capecitabine, S1, or tegafur. PIncludes tucatinib and lapatinib. cIncludes trastuzumab, trastuzumab duccarmazine, trastuzumab emtansine, pertuzumab, and zanidatamab (ZW25).

Raghav et al, Journal of Clinical Oncology 2023 41:16_suppl, 3501-3501
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Best Percentage Change in Sum of Diameters by BICR for
T-DXd 5.4 mg/kg

T-DXd 5.4 mg/kg Q3W Total (N = 82)
A RAS mutant

- A | 1111

100
80 -

S o 60
=

ES 401

" g

g@ 207

o

5§ o

mﬁ-

N = - -

52 -2

g

% E ¥

N ©

@ O -60 -
_80_
-100 -

Patients A
Best minimum change, %
n Mean Standard deviation Median Minimum Maximum

80 -258 29.15 -23.0 -100 43

HER2 status® B [HC 3+ (n=63) ™| |HC 2+/ISH+ (n=17)

BICR, blinded independent central review: HER2, human epidermal growth factor receptor 2; IHC, immunchistechemistry. ISH, in situ hybridization; Q3W, every 3 weeks; RAS, rat sarcoma; T-DXd, trastuzumab

deruxtecan.

Only patients with measurable disease at baseline and at lzast one postbaseline tumor assessment were included in the waterfall graphs.

HER2 status was assessed by central laboratory.

Raghav et al, Journal of Clinical Oncology 2023 41:16_suppl, 3501-3501
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Best Overall Response by BICR by Subgroup With
T-DXd 5.4 mg/kg

ORR, % (n/N) 95% Cla

All patients (5.4 mg/kg) N =82 e~ 37.8(31/82) 27.3-49.2
T — QC 3+ e >46.9 (30/64) 34.3-50.8
|
IHC 2+/ISH+ e | 5.6 (1/18) 0.1-27.3
S Wild-type e 39.7(27/68)  28.0-52.3
|
Mutant® T 28.6 (4/14) 8.4-58.1
|
0 o 39.1 (18/46) 25.1-54.6
ECOG PS :
ol 36.1(13/36) 20.8-53.8
|
B ¢ " Left colone i‘ 39.3 (24/61) 27.1-52.7
rima umor site
. Right colon¢ —l— 33.3(7/21) 14.6-57.0
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Objective Response Rate, %
BICR, blinded Independent central review: ECOG PS, Eastern Cooperative Oncology Group Perfermance Status: HER2. human epldermal growth factor recepter 2; IHC. Immunchistochemistry: ISH, In situ
hybridization; ORR, objective response rate; RAS, rat sarcoma; T-DXd, trastuzumab deruxtecan.
Based on the exact Clopper-Pearson methed for binomial distribution. "All RASm responders were IHC 3+. Ancludes rectum. sigmold. and descending. “Includes cecum, ascending. and transverse.

Raghav et al, Journal of Clinical Oncology 2023 41:16_suppl, 3501-3501
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Take Home message HER-2+ mCRC

« HER-2 amplification SHOULD be tested in conjunction with RAS, BRAF, MSI status
« 20% of patients with HER-2 amplification, will have RAS mutation

« HER 2 amplification does drive EGFR inhibitor resistance in metastatic CRC
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Thank you!
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