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• 12 patients with locally advanced 
rectal cancer with microsatellite 
instability (also known as MSI-H, 
MMRd) treated with Dostarlimab.
• All 12 had a complete clinical 

response without surgery.
• MSI-H rectal cancer represents less 

than 10% of rectal cancers.
• Duration of responses is unknown.
• Very promising discovery which 

will likely change the treatment 
paradigm for this subset of rectal 
cancer.



Impact of this Trial

Significance
• This suggests that most rectal cancer 

patients with microsatellite instability 
will be able to watch and wait rather 
than go to immediate surgery. 
• If the durability of response mirrors 

that which has been seen with 
chemoradiation, the majority of the 
patients would not need surgery at all 
(meaning no lifelong ostomy bag).
• It demonstrates a uniquely high 

clinical complete remission rate for 
Dostarlimab in this population.

Reasons to moderate enthusiasm
• This is only relevant for approximately 

6% of rectal cancers (MSI-high seen in 
approximately 15% of all colorectal 
cancers, but disproportionately is 
seen in proximal colon 
cancers(Bonneville et al. JCO Precsion
Oncology 2017)).
• Clinical complete response is not the 

same as “cure” and longer term follow 
up is needed. A portion of these 
patients are likely to relapse.



ASCO 2022: shifting 
paradigms in localized 
Rectal Cancer

• Currently, most patients with T2 or T3 
patients receive full thickness rectal 
resections (TME=total mesorectal 
excision). 
• The advantage of this is a dissection of 

local lymph nodes. 
• The disadvantage is the morbidity of 

surgery and long term bowel changes. In 
the case of lower rectal cancers, there is 
likely to be a permanent ostomy.
• Many studies presented at ASCO 2022 

explored the possibility of positive 
cancer outcomes without surgery in 
rectal cancer. Courtesy of United Ostomy Association



Adequate Cancer Treatment without 
Surgery?

Serra-Aracil et al (ASCO abstract 3501)
• Question: Is treating T2/T3 rectal cancer with chemoradiation and a 

transanal (through endoscope)resection (TEM) worse than a 
traditional TME (resection of the colon).

• Answer: Not yet answered as outcome data is not mature, BUT:

• 45.3% in the radiation TEM arm had CR.

• Post-op complications and hospitalizations less common in TEM arm.

• 21% in TME arm had node positive disease.

Bach et al (STAR-TREC) (ASCO Abstract 
3502)
• Question: Is it feasible to recruit to a study randomizing to TME 

or organ preservation methods in T3b or earlier stage rectal 
cancer.
Secondary question: Do outcomes differ?

• Answer: It is feasible and the non regrowth disease free survival 
(NRDFS) at 24 months was not worse.

• 80 patients were in the organ preservation (OP) arm (with two 
different radiation schedules)

• NRDFS was 89.8% at 24 months in the OP arm and 86.3% in the 
TME arm. 

• 60% in the OP arm did actually achieve the goal of organ 
preservation.

• Though this trial was not set up to have NRDFS or organ 
preservation of the primary endpoint, it does allow us to wonder 
whether chemoradiation followed by waiting or endoscopic 
resection can avoid surgery and lead to comparable or even 
better outcomes. 



Using immunoscores to predict success with 
non-operative management.

Question: Is there a way to predict who 
will not have a recurrence with a watch 
and wait strategy.

Study:
- 304  “watch and wait” patients were evaluated 
for time to recurrence and stratified 
immunoscores of High, Intermediate, and Low. 
-5 year recurrence free survival rates 97%, 61%, 
and 55% respectively.
Answer: Yes, ISb is a useful biomarker to predict 
clinical outcomes and is especially useful for the 
ISbHigh subgroup. 

J Clin  Oncol 40, 2022(suppl 16; abstr 3517)

Boussiotis et al. N Engl J Med 2016; 375:1767-
1778
DOI: 10.1056/NEJMra1514296



OPTICAL STUDY: What about giving 
chemotherapy first (neoadjuvant) in colon 
cancer?
• Preoperative therapy is a standard of care in stage II and III rectal cancer, 

but is not in colon cancer.
• Post operative therapy is a standard of care for stage III colon cancer, 

though relapses are frequent even when all standard treatment is given.
• Question: Does doing chemotherapy before surgery improve disease free 

survival in T3 and T4 colon cancer?
• Answer: Not proven by the OPTICAL study.
• Caveats: There was increased pathological downstaging with 7% CR. 3 year 

disease free survival rates were 78.7% vs. 76.6% (not statistically 
significant). 3 year overall survival rates were 94.9% in the preoperative 
chemotherapy group and 88.6% in the standard of care group (Not 
statistically significant). A post hoc analysis revealed a DFS improvement in 
females.

Hu, et al. 2022 ASCO abstract 3500



Metastatic Cancer-
new concepts from 
ASCO

• The basic drugs used to treat Metastatic Cancer have 
been similar for many years. 

• 2022 ASCO did not change the standard drugs used for 
MSS colorectal cancer. These are still 5-FU, leucovorin, 
oxaliplatin, irinotecan, bevacizumab, and EGFR ab 
(cetuximab or panitumumab), Regorafenib and TAS-
102.

• Up until now, the prevailing principle has been that the 
order of administration of drugs does not matter as 
much as making sure they are all given. However, there 
were important studies that may change this 
philosophy. The order in which we gives the drugs does 
seem to matter!

• ASCO 2022 shed new light on how the location and 
genetics of the may influence the decision of what 
drugs to give at presentation.

• These studies strengthen the growing consensus that 
right and left sided colorectal cancer should be 
treated as distinct diseases.



Paradigm Trial
• Question: Does giving panitumumab 

instead of bevacizumab with first line 
chemotherapy help RAS wild type 
colorectal cancer patients live longer?
Answer: Yes. Overall survival is better for 
RAS WT left sided tumors.

• Key findings:
• Median overall survival was 36.2 months 

for those that received Panitumumab first 
(as opposed to 31.3 months in control).

• For left sided tumors, it was 37.9 vs. 34.3 
months.

• Response rate in left sided tumors was 
80.2% versus 68.6%.

• HR for right sided was 1.09.



How to optimize the chemotherapy treatment for 
RAS and BRAF WT left sided colorectal cancer.
Question: Is FOLFIRINOX/Panitumumab better than 
FOLFOX/Panitumumab as first line therapy?
Abstract LBA3505  Cremolini et        
Description:  Large Italian randomized trial with 435 patients (TRIPLETE 
study)
Answer:  There was no significant difference in progression free 
survival, early tumor shrinkage, deepness of response, or R0 resection 
rate.
Take away?: These results suggest that in the RAS WT, left sided cancer 
population, FOLFIRINOX/Panitumumab is not better than 
FOLFOX/Panitumumab (3 is not better than 2 in this population).                      

Cremolini et al. J Clin Oncol 40, 2022 (suppl 16: abstr LBA3505)



How to optimize the 
chemotherapy treatment 
for advanced RAS WT left 
sided colorectal cancer?

-Randomized control trial of first line therapy 
were either kept on FOLFIRI/Panitumumab 
continuously or stopped after 8 cycles and 
only restarted at progression.
-The primary endpoint of the study was 
“progression free survival on treatment” 
(PFSOT)
Question: Did intermittent dosing improve 
PFSOT?
Answer: Yes, PFSOT was 17.6 vs. 12.6 months.
Does this change practice?: Not definitively 
due to the nature of the endpoint. However, 
these are  interesting results that may result 
in less skin toxicity and better QOL.

IMPROVE STUDY. Avallone et al 2022 ASCO 
abstract number 3503



What about the rest of colorectal cancers (right 
sided, KRAS/NRAS mutated, BRAF mutated)?

Question: For the “higher risk” 
group with RAS mutations, BRAF 
mutations, and/or right sided 
tumors, is triple combination 
chemotherapy with bevacizumab 
better than double combination 
chemotherapy with bevacizumab?

Citation: Punt iet al. J CLin Oncol 
40, 2022 (suppl 17; abstr 
LBA3506)

Trial Design: The Phase 3 CAIRO study 
randomized FOLFIXIRI/Bevacizumab against 
FOLFOX or FOLFIRI/Bevacizumab.
Primary Endpoint was progression free 
survival (PFS) with response rate (RRP, 
resection and overall survival (OS) as 
secondary endpoints.
Results: PFS 10.6 vs 9.0 months, RR 32%vs. 
51.4% and resection rate/ablation rate was 
37.4 vs. 51.4%. All in favor of 
FOLFIRINOX/Bev.
Interpretation: For the “higher risk” colon 
cancer population (RAS or RAF mutation or 
right sided) FOLFIRINOX has better PFS and 
response rates and better chance of 
resection, albeit with more toxicity.



Summary about what we learned about 1st line 
treatment of metastatic colorectal cancer.

-Right sided and left sided colorectal cancers should be treated as 
distinct disease entities.
-The preferable first line treatment for left sided colorectal cancers 
without KRAS, NRAS, or BRAF mutations may be double combination 
chemotherapy with an EGFR antibody (e.g. panitumumab) if a clinical 
trial is not available. Intermittent rather than continuous 
chemotherapy is an option.
-The preferable 1st line therapy for right sided and/or RAS mutated 
colorectal cancer may be FOLFIRINOX/Bevacizumab if clinically 
appropriate.



Does removing the primary colorectal cancer help 
if the metastatic disease is beyond resectable?

Abstract LBA3507 (Rahbari et 
al).
-A German Study with nearly 400 patients 
randomized to surgery or chemotherapy.

-Median OS was 16.7 months (95% CI: 13.2-
19.2) in the PTR arm and 18.6 months (95% 
CI: 16.2-22.3) in the CTX arm.
Question: Does resection of the primary tumor before 
chemotherapy prolong OS in patients with newly 
diagnozed, stage IV colon cancer and synchronous 
unresectable metastases?

Answer: No
Caveat: The study was only designed to study whether 
surgery BEFORE chemotherapy improves outcomes.



cfDNA (“Liquid Biopsy”) dynamics

These were two separate trials  
reported together- PURSUIT and 
REMARRY.
-REMARRY was designed to evaluate 
RAS dynamics and PURSUIT was a 
phase II trial to investigate the 
efficacy of rechallenging with EGFR 
ab after progression on 
fluropyrimidine, oxaliplatin, 
irinotecan, and EGFR ab. 
-Eligibility criteria excluded those 
who had not been off of EGFR ab at 
least 4 months after progression.

-When rechallenged with 
Irinotecan/EGFR ab the overall 
response rate was 14% and DCR 
80%.
-Median PFS was 3.6 months.
-Higher confirmed ORR in patients 
with longer EGFR ab-free period.
-In those who were still WT RAS by 
ctDNA, there were 5/31 responses.
-In the 7 who has RAS mutations 
detected by ctDNA at the time of 
rechallenge, there were no 
responses.

kagawa et al J Clin Oncol 40, 2022 (suppl 16: abstr 3518)



Rechallenging with EGFR ab: MD Anderson 
Study.
-This study also evaluated rechallenging with Panitumumab (no 
chemotherapy) +/- trametinib (a MEK inhibitor)
-ORR was 20% in those that did not have RAS mutation at time of 
initiation. PFS and OS was 4.1 and 11.2 months.
-ORR was 0% in those that did have RAS mutation at time of initiation.
-Trametinib did not improve efficacy and of 22 patients that crossed 
over to add trametinib, none had a response.

Parseghian et al. J Clin Oncol 40, 2022 
(suppl 16: abstr 3520)



Immunotherapy in metastatic colorectal 
cancer?
Checkmate 142
-Question: For MSI high 
metastatic colorectal cancer, what 
is the overall response rate using 
two kinds of immunotherapy 
together.
Answer: The response rate were 
higher than those noted in single 
agent trials.
Caveats: The 4 year progression 
free survival rates standout here; 
over 50% in arms C2 and C3.

Checkpoint 142 Five Year Follow up (Overman et al Abstract 3510)

Arms: C1 (2L+; NIVO 3 mg/kg Q2W), C2 (2L+; NIVO 3 mg/kg + IPI 1 mg/kg Q3W 
[4 doses], followed by NIVO 3 mg/kg Q2W) and C3 (1L; NIVO 3 mg/kg Q2W + IPI 
1 mg/kg Q6W)

Results:



Adding immunotherapy to chemotherapy in 
stage IV colon cancer.
“Nivacor Trial” 
-Question: Does adding Nivolumab (immune checkpoint inhibitor) to 
FOLFOXIRI chemotherapy improve the response rates.
Answer: The response rate of 76.7% met the primary endpoint.
Caveats: This was a single arm phase II trial, not randomized.

Damato et al J Clin Oncol 40, 2022 (suppl 16: abstr 309)



Immunotherapy in MMRp colorectal cancer?

Question: Can immunotherapy combinations induce responses in MMR 
proficient colorectal cancer?
-Patients with non-metastatic, resectable dMMR or pMMR CC were treated with a single dose of ipilimumab 1mg/kg and 
two doses of nivolumab 3mg/kg and underwent surgery within 6 weeks. In addition, patients with pMMR tumors were 
randomized to receive celecoxib.

- In the pMMR cohort, pathologic response was observed in 9/30 (30%, 95% CI 14-46%) patients, consisting of 7 MPR 
(including 3 pathologic complete responses {pCR}) and 2 partial responses.

-Four out of 9 pMMR responders had received celecoxib. Five patients received adjuvant chemotherapy.

-At a median follow-up of 25 months (IQR 12-35 months), 3 patients (all non-responders) in the pMMR group had disease 
recurrence.

Answer: Yes, the 30 % response rate in this small phase 2 trial was among the highest RR reported in 
MMRp colorectal cancer.

J Clin Oncol 40, 2022 (suppl 16; abstr 3511)



Novel Therapies

FCN-159- a MEK1/2 inhibitor
-Phase 1 trial of a novel therapy.
-Treatment population had germline NF1 
mutations
-Of the 16 patients with at least 1 post-baseline tumor 
assessment, all (100%) had reduced tumor size and 6 (37.5%) 
had a reduction in tumor size of > 20%.
- Three out of 6 patients with a second tumor assessment 
result had further tumor shrinkage; -The largest reduction in 
tumor size was 84.2%

Key Points:
-This is a novel drug that may have utility in 
RAS/RAF mutated patients.
-Further clinical trials are planned.

CBP-1008- a first-in-class bi-specific ligand 
drug targeting FRα and TRPV6 carrying 
monomethyl auristatin E (MMAE) as payload.

Phase 1 trial enrolling 106 
patients in China.
-Fairly well tolerated.
-There were 11 partial responses.

-Moreover, 6/18 PR (33.3%) and 
8/18 SD (44.4%) were observed in 
enriched OC patients who showed 
high score of FRα/TRPV6 receptor.

Wu et al. J Clin Oncol 40, 2022 (suppl 16; abstr 3000)
Hu et al. J Clin Oncol 40, 2022 (suppl 16; abstr 3011)



Point mutation specific inhibitor (TP53 Y220C mutation)

-PC14586 is a novel, small molecule structural corrector that binds selectively to p53 Y220C mutant protein and 

restores the p53 wildtype conformation and transcriptional activity, resulting in potent preclinical antitumor 
activity.

-29 patients enrolled in phase 1 trial.

-There were two grade 3 adverse events (transaminitis and neutropenias)

-PRs were observed in 5 pts: 1 small cell lung and 1 breast with confirmed PR (cPR), both ongoing; 1 colorectal 
with unconfirmed PR (uPR), and 2 prostate with uPR and ongoing.

-In the 3 highest dose cohorts (total daily dose 2000 to 3000 mg), there were 3 PRs (2 uPR, 1cPR) and 7 SD out of 
10 efficacy evaluable pts (all ongoing).

-Observations of decreasing p53 Y220C circulating tumor DNA and decreasing numbers of circulating tumor cells 
in pts further support on-target anti-tumor activity of PC14586.

Dumbrava et al. J Clin Oncol 40, 2022 (suppl 16; abstr 
3003)



Prevention: Germline Testing

-A total of 34,210 pts with a history of CRC underwent germline MGPT. These pts were primarily female (60.7%), White (70.6%), and 50 or 
older (68.8%), with 35.5% reporting an extra-colonic malignancy.

-Among pts under the age of 30 when tested, 23.3% had a clinically actionable PGV compared to 14.7% at age 30-39, 11.7% at 40-49, 12.9% at 
50-59, 11.6% at 60-69, 8.9% 70-79, and 7.8% over the age of 80. When compared to pts identified as White, PGVs were more frequently 
identified in pts of Ashkenazi Jewish descent (p < 0.001) and less frequently identified in those who identified as Hispanic (p < 0.001). VUS 
was more frequently identified in pts identified as Black, Asian, or Hispanic (p < 0.001).

-The 13% rate of germline variants was likely an underestimation as patients with strong clinical suspicion of hereditary CRC (Lynch, FAP) 
often receive a targeted panel of <10 genes and were excluded.

-The lower rate of PGVs in Hispanic pts and higher rate of VUS in Black, Asian and Hispanic pts underscores the historical 
underrepresentation of these pts and ongoing need to mitigate the associated healthcare disparities.

Key points:

-Germline (or hereditary) variants are common.

-The study raises concern that germline mutations that are deleterious in Black and Hispanic patients may be poorly studied and may 
contribute to disparities in these populations.

Heald et al. J Clin Oncol 40, 2022 (suppl 16; abstr 10504)



Overall Impressions from ASCO 2022

-Significant ground is being made in the treatment of MSI-high 
colorectal cancer, but this only represents about 15% of all colorectal 
cancer (and about 7% of rectal cancer).
-ASCO 2022 highlighted new paradigms in the treatment of metastatic 
colorectal cancer, particularly in left sided RAS/BRAF wild type disease. 
However, this was a matter or improving our use of already existing 
agents.
-cfDNA tests are becoming more relevant to treatment decisions.
-Some exciting novel therapies emerged in early phase trials.


