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A multi-disciplinary group of Canadian dermato-oncology KOLs recently participated in virtual CARE™ Working 
Group Meetings held in June 2020. The aim of these meetings was to review the current state of skin cancer care 
in Canada and discuss relevant news and data from a Canadian perspective. The focus of these discussions was 
in cSCC and melanoma. 

This publication provides an update on the current state of care in Canada, including CARE™ cSCC guidance 
and clinical trial updates presented at The American Society of Clinical Oncology (ASCO virtual annual meeting 
(May 29th - 31st, 2020). 

2020 Marks the 15th Anniversary of CARE™  
and 15th Anniversary of CARE™ Oncology Faculty

Faculty Involved in Review:
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CARE™ Multi-Disciplinary cSCC Guidance 

01. CUTANEOUS SQUAMOUS  
CELL CARCINOMA

Recent drug approvals and updates in management strategies have prompted a review of current management and 
treatment practices for cSCC.  What follows is the CARE™ Guidance on low-risk, high-risk and/or localized, and metastatic 
cSCC treatment in Canada with additional context, and practical considerations as of June 2020.

A. LOW RISK 

* Patient refuses 
recommendation for surgery 

and is not a candidate for 
medical therapy

Surgery 

• Curettage and     
electrodesiccation 

• Mohs Surgery 

• Standard Surgical Excision

• Cryosurgery

Medical Therapy

• Imiquimod

• Topical or intralesional 
5-fluorouracil

Radiation *

• Photodynamic Therapy 

• External Bean Radiation 
Therapy (EBRT)

Disease  
Progression 

Low Risk 
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B. HIGH RISK AND/OR LOCALLY ADVANCED 

Consult with Tumour  
Board Encouraged 

Successful Tumour  
Response/Shrinkage 

Radiation ± SurgerySurgery

Surgery 

High Risk and/or Locally Advanced

Disease Progression

Post Surgery Evidence of 
remaining tumour 

• EBRT• Mohs Surgery 

• Radical Surgical Excision

• Mohs Surgery 

• Standard Surgical Excision 

C. METASTATIC

Consult with Tumour  
Board Encouraged 

RadiationSystemic Therapy 

Surgery 

Clinical Trials 

Palliative C
are and/or psychotherapy 

should be considered alongside treatm
ent 

Metastatic

• EBRT• Immunotherapy: Cemiplimab

• Lymph node dissection 

• Metastasectomy
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Systemic Therapy 

• Immunotherapy: Cemiplimab



ADDITIONAL CONSIDERATIONS 

• High-risk cSCCs exhibit clinical or histologic features that 
have been associated with increased risk for aggressive 
tumour behavior. It is associated with increased risk of 
recurrence, nodal metastasis, and death.

• Staging systems that provide guidance on indetifying 
high risk include: 

• American Joint Committee on Cancer 8th edition 
staging system- updated in 2017.

• Brigham & Women’s Hospital (BWH-SS) – Updated in 
2013 (favoured by many with evidence that suggests 
it may predict prognosis for high risk patients more 
accurately1).

• Challenges with identifying high-risk:

• How high-risk disease is defined varies, with little 
consistency in approaches for classifying tumours as 
high risk between different staging systems. 

• Current guidelines may not be reflective of todays 
practice and need to be updated to reflect recent 
advances in checkpoint blockade.

• Features to consider when determining risk: 

•  Size and depth of invasion (>2 mm)

• thickness >2 mm, diameter >2 cm

• Poor histological differentiation

• Tumour location (face, ear, pre/post auricular, genitalia, 
hands, and feet)

• Perineural involvement

• Number of cSCC tumours

• Epidermal growth factor receptor and nuclear active 
IκB kinase (IKK) expression 

• Patients with high risk disease who have large primary 
lesions, neural, or nodal involvement are usually not 
amenable to cure with local intervention and may 
experience significant morbidity, disfigurement, or 
functional deficits. 

• Systemic therapy should be considered and 
discussed in multi-disciplinary tumour board prior 
to surgery.

• Consult with a multi-disciplinary tumour board is 
encouraged, particularity with high-risk and localized 
patients where there are multiple options available. 

• A cSCC specific tumour board is optimal, however may 
not be reasonable at all centres.  

• Alternatively, a representative/plug that has a focus on 
cSCC should participate in all skin cancer/melanoma, 
or other tumour site board meetings (i.e. GU, GI, etc.) 
where cSCC cases are discussed.

• Therapeutic decisions should be made on a case-by-
case basis, considering disease stage, risk, setting, 
previous therapeutic strategies used, as well as potential 
morbidity, disfigurement, or functional deficits.  

• When determining eligibility for surgery, traditionally 
the first question considered was ‘can it be done?’. 
With the availability of systemic therapy, it is now more 
important to consider the potential success of surgical 
interventions. 

• In cases where a >90% clear margin is probable, 
surgery can be curative.

• In cases where a >90% may not be easily attainable 
or if the patient has already undergone surgical 
interventions and is experiencing recurrence, systemic 
options should be explored. 

• Clinical trial data presented during the ASCO 
2020 virtual conference provided further insight 
on potential outcomes with this strategy.  Refer 
to the ‘Supporting ASCO Oral and Poster Session 
Highlights’ below for more information. 

Identifying High-Risk Consult with Tumour Board

Choice of Therapeutic Strategy

1 Fox M, Brown M, Golda N, et al. Nodal staging of high-risk cutaneous squamous cell carcinoma. J Am Acad Dermatol. 2019;81:548-557.
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WITH THE AVAILABILITY OF 

SYSTEMIC THERAPY, IT IS NOW 

MORE IMPORTANT TO CONSIDER THE 

POTENTIAL SUCCESS OF SURGICAL 

INTERVENTIONS.

( PAGE 03 )
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SUPPORTING ASCO ORAL AND POSTER SESSION HIGHLIGHTS

ASCO 2020 10018. Cemiplimab as first intervention for patients with locally advanced cutaneous squamous cell carcinoma.

Jennifer Lynn Atlas et al.  
 

• Thirty-six patients were eligible. Twenty-two (61%) patients treated with upfront cemiplimab were able to avoid local 
intervention with surgery and/or radiation; four patients progressed or died on treatment. Three (8%) patients received 
local intervention. 

• Eleven (31%) patients are still receiving cemiplimab and local intervention decision is pending. The overall response rate 
was 69% and the clinical benefit rate was 92%.

• The median treatment duration was six months and the median number of doses received was six. 

• Adverse events occurred in 31% of patients; the most common adverse event was dermatitis.

Study Conclusion:  
 

Results Summary: 
 

Upfront treatment with cemiplimab in patients with locally advanced cSCC obviated need for disfiguring/complex surgery or 
radiation in majority of patients. Cemiplimab was tolerated well; no new safety signals were observed. Neo-adjuvant phase II 
study is in development.

CARE™ Guidance04

SYSTEMIC THERAPY SHOULD BE CONSIDERED AND DISCUSSED IN  

MULTI-DISCIPLINARY TUMOUR BOARD PRIOR TO SURGERY.

( PAGE 03 )
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ASCO 2020 10065. Phase II study of cemiplimab in patients (pts) with advanced cutaneous squamous cell carcinoma (CSCC): 
Longer follow-up.

Danny Rischin et al.  

• 193 pts were enrolled (Gp 1, n = 59; Gp 2, n = 78; Gp 3,  
n = 56). 128 pts had received no prior anti-cancer systemic therapy, 65 pts were previously treated.

• As of Oct 11, 2019 (data cut-off), median duration of follow-up was 15.7 months (range: 0.6–36.1) among all pts;  
18.5 months (range: 1.1–36.1) for Gp 1, 15.5 months (range: 0.8–35.0) for Gp 2, and 17.3 months (range: 0.6–26.3) for Gp 3.  

• Median duration of response (DOR) has not been reached (observed DOR range: 1.8–34.2 months). 

• In responding pts, estimated proportion of pts with ongoing response at 24 months was 76.0% (95% CI: 64.1–84.4). 

• Median OS has not been reached.

• Estimated OS at 24 months was 73.3% (95% CI: 66.1–79.2). 

• The most common treatment-emergent adverse events (TEAEs) by any grade were fatigue (34.7%), diarrhea (27.5%), and 
nausea (23.8%). The most common grade ≥3 TEAEs were hypertension (4.7%) and anemia and cellulitis (each 4.1%).

Results Summary: 
 

Study Conclusion:  

Related Abstract of Interest:  

For pts with advanced CSCC, cemiplimab achieves ORRs, DOR and survival superior to what has been reported with other 
agents.

ASCO 2020 Abstract 10033: Health-related quality of life (HRQL) in patients with advanced cutaneous squamous cell 
carcinoma (CSCC) treated with cemiplimab: Post hoc exploratory analyses of a phase II clinical trial.  
 
Michael Robert Migden et al. 

Figure. Kaplan-Meier Curves of DOR per ICR 
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ASCO ORAL AND POSTER SESSION HIGHLIGHTS

Adjuvant

ASCO 2020 Abstract 10000. Pembrolizumab versus placebo after complete resection of high-risk stage III melanoma: New 
recurrence-free survival results from the EORTC 1325-MG/Keynote 054 double-blinded phase III trial at three-year median 
follow-up.

Alexander M. Eggermont et al. 

Study Background/Summary

• Based on 351 recurrence-free survival (RFS) events and at a median follow-up of 1.25 years (yrs), pembrolizumab improved 
RFS (hazard ratio (HR) 0.57, P<0.0001) as compared to placebo (Eggermont, NEJM 2018)

• This led to the approval of pembrolizumab adjuvant treatment by the EMA and FDA.

• At 3.05-yr median follow-up, pembrolizumab (190 RFS events) compared with placebo (283 RFS events) prolonged RFS, in 
the overall population and in the PD-L1 positive tumour subgroup (see Table). 

• RFS was consistently prolonged across subgroups, in particular according to AJCC-7 staging, BRAF-V600 E/K mutation status. 

Study Conclusion:   

Pembrolizumab, administered at 200 mg every 3 weeks for up to 1 year as adjuvant therapy, provided, at a 3-yr median 
follow-up, a sustained improvement in RFS, which was clinically meaningful, in resected high-risk stage III melanoma. This 
improvement was consistent across subgroups. In the overall population, the 3-yr cumulative incidence of distant metastasis 
being the first recurrence was 22.3% (pembrolizumab group) vs 37.3% (placebo group) (HR 0.55, 95% CI 0.44-0.69). 
 
 
Table. Prolonged RFS at 3.05-yr median follow-up 

N pts

3-yr RFS rate Stratified by stage at 
randomization

Pembrolizumab Placebo HR CI (HR)*

Overall population 1019 64% 44% 0.56 0.47 - 0.68

PD-L1 positive 853 65% 46% 0.57 0.43 - 0.74

PD-L1 negative 116 57% 33% 0.45 0.23 - 0.90

Stage IIIA 152 81% 66% 0.50 0.22 - 1.16

Stage IIIB 472 66% 47% 0.56 0.39 - 0.81

Stage IIIC 395 54% 32% 0.57 0.40 - 0.81

BRAF-mutated 440 62% 37% 0.51 0.36 - 0.73

BRAF-WT 448 62% 47% 0.66 0.46 - 0.95
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ASCO 2020 Abstract 10001. Long-term benefit of adjuvant 
dabrafenib + trametinib (D+T) in patients (pts) with 
resected stage III BRAF V600–mutant melanoma: Five-year 
analysis of COMBI-AD.

Axel Hauschild et al.  

Study Background/Summary

• Previous results of the COMBI-AD trial (NCT01682083) 
showed a significant relapse-free survival (RFS) benefit 
with 12 mo of adjuvant D+T vs placebo (PBO) in pts with 
high-risk resected stage III BRAF V600E/K–mutant 
melanoma. 

• An interim analysis of overall survival (OS) yielded 
3-year OS rates of 86% with D+T vs 77% with PBO 
(HR, 0.57 [95% CI, 0.42-0.79]). 

• This analysis represents a median follow-up of 60 mo 
for the D+T arm and 59 mo for the PBO arm. 

• As of the data cutoff (Nov 8, 2019), 190 of 438 pts in the 
D+T arm and 262 of 432 pts in the PBO arm had an RFS 
event. 

• Median RFS was not reached (NR; 95% CI, 47.9 mo-NR) 
with D+T vs 16.6 mo (95% CI, 12.7-22.1 mo) with PBO (HR, 
0.51 [95% CI, 0.42-0.61]).  

• The 4- and 5-year RFS rates were 55% (95% CI, 50%-
60%) and 52% (95% CI, 48%-58%) with D+T vs 38% 
(95% CI, 34%-43%) and 36% (95% CI, 32%-41%) with 
PBO. 

• The RFS benefit with D+T was evident across all 
AJCC 7 substages (HR [95% CI]: IIIA, 0.61 [0.35-1.07]; 
IIIB, 0.50 [0.37-0.67]; IIIC, 0.48 [0.36-0.64]).  

• Median DMFS was NR in either arm but favored D+T 
(HR, 0.55 [95% CI, 0.44-0.70]). 

• OS was not updated at this data cutoff as the 
prespecified number of events for the final OS analysis 
had not yet occurred.

Study Conclusion:   

This 5-year analysis confirms the long-term benefit of 
adjuvant D+T in pts with resected stage III BRAF V600E/K–
mutant melanoma.  
 

Neoadjuvant

ASCO Abstract 10002. First safety and efficacy results 
of PRADO: A phase II study of personalized response-
driven surgery and adjuvant therapy after neoadjuvant 
ipilimumab (IPI) and nivolumab (NIVO) in resectable stage 
III melanoma.

Christian U. Blank et al.   

Study Background/Summary

• OpACIN-neo tested 3 dosing schemes of neoadjuvant 
(neoadj) IPI+NIVO and identified 2 cycles of IPI 1mg/
kg + NIVO 3mg/kg (I1N3) as the most favorable with a 
pathologic (path) response rate (pRR) of 77% and 20% 
grade 3-4 irAEs. 

• PRADO is an extension cohort of the multi-center 
phase 2 OpACIN-neo study that aims to confirm the 
pRR and safety of neoadj I1N3 and to test response-
driven subsequent therapy. 

• Between Nov 16, 2018 and Jan 3, 2020, 99 of 114 
screened pts were eligible and enrolled. So far, 86 pts 
had ≥12 wks FU. 

• 70/99 pts achieved a path response in the ILN (pRR 
71%, 95% CI 61% - 79%); 60 (61%) had MPR. 

• TLND was omitted in 58 (97%) of the MPR pts. 

• There were 28 non-responders; 7 developed distant 
metastasis before ILN resection. 

• To date, 8 of the 21 pNR pts had adj NIVO, 7 had adj TT 
and 7 had adj RT. T

• The estimated grade 3-4 irAE rate at wk 12 was 24%. 
Due to toxicity, 10 pts (10%) received only 1 cycle I1N3 
and in 3 pts ILN resection was not performed: 2 of 
these pts underwent TLND at wk 9 and one pt was not 
evaluated for path response. 

• At data cutoff, the surgery-related grade 1,2 and 3 AE 
rates were 29%, 10% and 0% in pts who underwent 
ILN resection only vs 21%, 30% and 9% in pts who 
underwent subsequent TLND (p = 0.004). 

• At ASCO 2020 all patients had reached ≥12 wks FU.

Study Conclusion:   

Neoadj I1N3 treatment induced a high pRR with tolerable 
toxicity. TLND was omitted in a major subset of pts, 
reducing surgical morbidity. Longer FU is needed to report 
safety and RFS when TLND is omitted in MPR pts.  
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CARETM (Community. Academic. Research. Education) Faculty is a  
Pan-Canadian group of leaders in their field who gather, discuss and 

address gaps in knowledge, to develop education initiatives that frame  
news from a Canadian perspective. 

The vision of the CARETM Faculty is to share opinions and update Canadian 
specialists with news and developments from key conferences  

framed in a Canadian perspective.

The mission of the CARETM Faculty is to enhance medical education,  
with the explicit goal of improving patient outcomes. 

Learn more at CAREeducation.ca
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