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Neoadjuvant treatment of 
rectal cancer 



OPRA Phase II Randomized Trial

Garcia-Aguilar J, et al. J Clin Oncol 2022



60% TME-free survival
47% TME-free survival 40%

27%

Garcia-Aguilar J, et al. J Clin Oncol 2022









Surveillance following non-operative management

• History and physical examination every 3–6 months for 2 years and then every 6 
months for a total of 5 years

• CEA every 3-6 months for 2 years, then every 6 months for a total of 5 years
• DRE and proctoscopy or flexible sigmoidoscopy every 3–4 months for 2 years, 

then every 6 months for a total of 5 years
• MRI rectum every 6 months for at least 3 years
• CT chest/abdomen every 6 months for years 1 and 2.  CT chest/abdomen 

annually for years 4 and 5 with inclusion of pelvis. 
• Colonoscopy at 1 year following completion of therapy

• If advanced adenoma, repeat in 1 year
• If no advanced adenoma, repeat in 3 years, then every 5 years



Timing of Assessment for cCR

• INCT: 
• Assessment should be performed no earlier than 8 weeks (we prefer 12 

weeks) after completion of radiotherapy to allow time for delayed response 
to radiation.

•  CNCT:
• Assessment should be completed within a month of completion of 

chemotherapy.

















Remaining Questions for Non-Operative 
Management

What are the long-term DFS and OS outcomes?

Does NOM result in improved functional outcomes and QoL?

Are there biomarkers (i.e. ctDNA, radiomics) that can better predict who may achieve pCR?

What is the optimal surrogate endpoint for clinical trials of NOM?

Is a NOM strategy feasible in the community setting?



Biomarker Driven Treatment of 
Metastatic Colorectal Cancer



Targeting KRAS G12C Mutations: Adagrasib

Yaeger, NEJM 2023
KRYSTAL-1



Targeting KRAS G12C Mutations: Adagrasib

Johnson, EORTC NCI AACR 2020

- KRASG12C mutations act as oncogenic drivers and occur in 
approximately 14% of NSCLC (adenocarcinoma), 3-4% of 
CRC, and  1-2% of several other cancers1-3

- Adagrasib is a covalent inhibitor of KRASG12C that irreversibly 
and selectively binds KRASG12C in its inactive, GDP-bound 
state4

- Adagrasib was optimized for desired properties of a 
KRASG12C inhibitor:

• Potent covalent inhibitor of KRASG12C (cellular IC50: ~5 nM)
• High selectivity (>1000X) for the mutant KRASG12C protein vs wild-

type KRAS
• Favorable PK properties, including oral bioavailability, long half-life 

(~24 h), and extensive tissue distribution

Adagrasib Crystal Structure

1. Zehir A, Benayed R, Shah RH, et al. Nat Med. 2017;23(6):703–713. 2. Schirripa M, Nappo F, Cremolini C, et al. Clin Colorectal 
Cancer. 2020;S1533-0028(20)30067-0. 3. NIH TCGA: The Cancer Genome Atlas. 4. Hallin J, Engstrom LD, Hargis L, et al. Cancer 
Discov. 2020;10(1): 54-71.



Targeting KRAS G12C Mutations: Adagrasib

Yaeger, NEJM 2023



Adagrasib and Cetuximab

Yaeger, NEJM 2023



Targeting KRAS G12C Mutations: Adagrasib

Yaeger, NEJM 2023



Targeting KRAS G12C Mutations: Sotorasib

Kuboki, ESMO 2022



Targeting KRAS G12C Mutations: Sotorasib/Pmab

Kuboki, ESMO 2022

RR=30%



Targeting KRAS G12C Mutations: Sotorasib/Pmab

Kuboki, ESMO 2022



Targeting KRAS G12C Mutations: Sotorasib/Pmab

Kuboki, ESMO 2022



Targeting KRAS G12C Mutations: Sotorasib/Pmab

Kuboki, ESMO 2022



Targeting KRAS G12C in Colorectal Cancer
Conclusions:
• KRASG12C mutations act as oncogenic drivers and occur in approximately 3-4% of 

CRC
• Adagrasib and sotorasib are oral KRAS inhibitors

• Sotorasib was FDA approved on 5/28/2021 for >2L locally advanced or metastatic non-small 
cell lung cancer (NSCLC) with a G12C mutation; FDA also approved QIAGEN therascreen® 
K-RAS RGQ PCR kit for use in tissue, and the Guardant360® CDx for use in plasma, as 
companion diagnostics 

• Adagrasib was approved 12/12/2022 for the same indication “as determined by an FDA-
approved test”

• Both agents has shown activity in mCRC, with higher response rates when 
combined with an EGFR-targeting mAb (limited number of patients)
• 30% response rate with sotorasib/Pmab in G12C-mutated >3L mCRC (10% monotherapy)
• 46% response rate with adagrasib/Cmab in G12C-mutated >3L mCRC* (20% monotherapy)

*no available standard-of-care treatment (or were ineligible or declined treatment)



Comparing the KRAS G12C mCRC trials
• The small number of patients in the two studies does not allow cross comparison

• In the CodeBreaK100 trial, 100% of patients treated with sotorasib monotherapy received 
oxaliplatin, irinotecan, and a fluoropyrimidine prior to study enrollment, whereas 77% of the 
adagrasib monotherapy population were exposed to all three drugs

• CodeBreaK100 was enriched with patients who had prior exposure to trifluridine and/or 
regorafenib (44%) in comparison to the adagrasib monotherapy population in KRYSTAL-1 
(23%).

• Higher rate of gastrointestinal toxicity than sotorasib monotherapy, which led to a 
higher rate of treatment interruptions and dose reductions (45% for adagrasib and 
18% for sotorasib). 

• KRYSTAL-10 (NCT04793958) is a second-line phase III trial comparing 
adagrasib/cetuximab with standard second-line chemotherapy

• CodeBreaK300 (NCT05198934) is a third-line phase III trial comparing low-dose 
sotorasib plus panitumumab vs standard-dose sotorasib (960 mg daily) plus 
panitumumab vs regorafenib or trifluridine.

https://ascopost.com/issues/february-10-2023





NCT03384940Siena, ASCO 2020

DESTINY-CRC01 Study Design



NCT03384940Siena, ASCO 2020

ORR=45.3%





DESTINY-CRC01
(Yoshino, Nat Com 2023)

DESTINY-CRC02
(Raghav, ASCO 2023)

RAS MT 
patients 
included

Note: full slide deck 
send to panel members



Efficacy Results

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



TEAEs in ≥20% of Patientsa 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Adjudicated Drug-Related ILD/Pneumonitis by Independent Adjudication Committee

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



DESTINY-CRC01 and –CRC02

Other HER2 ADC’s in development: A166, XMT-1522, MEDI-4276, ARX788, RC48-
ADC, BAT8001 and PF-06804103 

• The 5.4 mg/kg dose level is more efficacious and better tolerated (compared 
to 6.4 mg/kg); RR= 47% in HER2 IHC 3+ staining.

• The RR dropped to 1/18 (5%) in patients with IHC 2+/ISH+ patients.
• Reponses were seen in 4/14 patients (28%) of patients with KRAS MT 

diseases; responding patients had her2 3+ staining
• Responses were seen in 7/17 patients (41%) of patients with prior HER2-

directed therapies.
• ILD/Pneumonitis seen in ~8% patients, mostly grade 2.
• Likely will be added to NCCN guidelines, and language regarding “forgo HER2 

testing if RAS MT” will be removed.
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