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This presentation and/or comments will be free of any bias toward or promotion of the above 
referenced companies or their product(s) and/or other business interests.
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approach to all diagnostic, therapeutic and/or research related content.
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Cultural Linguistic Competency (CLC) & Implicit Bias (IB)

STATE LAW:

The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities 
that relate to patient care must include a cultural diversity/linguistics component. It has also passed AB 241, which states that 
as of January 1, 2022, all continuing education courses for a physician and surgeon must contain curriculum that includes 
specified instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may 
impact their access to care.

EXEMPTION:

Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain 
a direct patient care component. 

The following CLC & IB components will be addressed in this presentation: 

 Cutaneous immune related adverse reactions can appear differently based on baseline skin type.
 It is possible to misdiagnose skin reactions due to lack of familiarity with rashes in different 

ethnic skin types.
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https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241


Immune checkpoint inhibitors are widely prescribed

Haslam, et al. JAMA Netw Open. 2019. doi:10.1001/jamanetworkopen.2019.2535

https://jamanetwork.com/journals/jamanetworkopen/fullarticle/2732329


Immune checkpoint inhibitors are widely prescribed

Shin, et al. Clin Drug Investig. 2023. PMID: 37005969

https://pubmed.ncbi.nlm.nih.gov/37005969


CTLA-4 PD-1

Mechanism of Action

Wang, et al. “Immune mechanisms of toxicity from checkpoint inhibitors.” Trends in Cancer. 2023.



Immune Related Adverse Events (irAEs)

Postow, et al. “Immune-Related Adverse….” NEJM. 2018. PMID: 29320654
Michot, et al. “Immune-related adverse events….” Eur J Cancer. 2016. PMID: 26765102

https://www.ncbi.nlm.nih.gov/pubmed/29320654
https://www.ncbi.nlm.nih.gov/pubmed/26765102


Cutaneous irAEs

Coleman, et al. “Inflammatory eruptions associated….” JAAD. 2018. PMID:  30399387.

• Cohort:  98 patients on ICI, 2016-2018, at Yale New Haven Hospital

• Findings:  
• Wide spectrum of inflammatory dermatoses
• Immunobullous and exfoliative dermatoses were most common reason for discontinuation 

of immunotherapy

https://doi.org/10.1016/j.jaad.2018.10.062


Cutaneous irAEs are associated with longer survival

Zhang, et al. “Cutaneous immune-related adverse events….” JAAD. Jan 2023. PMID:  36736626.

• Cohort:  
• 3,731 ICI recipients at Mass General, 

Brigham & Dana-Farber Cancer 
Institute, all cancer types

• Findings: 
• 18.1% cirAE rate
• CirAE development was associated with 

a 13% decrease in mortality (HR = 0.87; 
95% CI, 0.79-0.98), living on average 
10.5 months longer than those that do 
not develop cirAEs

• Melanoma patients who developed 
vitiligo ircAEs had a 33% decreased 
risk of mortality compared to 
melanoma patients who did not develop 
CirAE

https://doi.org/10.1016/j.jaad.2022.12.048


Oncologic Society Management Recs
NCCN, SITC, ASCO, MASCC, ESMO

Chang, et al. “Immunotherapy for keratinocytic cancers….” JAAD. 2022. 

• Is it mild, moderate, or severe?

– Mild:  < 10% BSA

– Moderate:  10-30% BSA

– Severe:  > 30% BSA

• Are there blisters present?

– If so, the severity is upgraded (generally)

– ASCO guidelines tease out BSA and whether blister is due to 
bullous pemphigoid or due to SJS/TEN

• Patient tolerability should also be a consideration



Oncologic Society Management Recs
NCCN, SITC, ASCO, MASCC, ESMO

Chang, et al. “Immunotherapy for keratinocytic cancers….” JAAD. 2022. 

Mild
• Continue ICI

• Topicals

– Steroids

– Calcineurin-
inhibitors

• Consider systemic 
steroids

Moderate
• Hold ICI

• Topicals

– Steroids

– Calcineurin-
inhibitors

• Systemic steroids

• Dermatology consult

Severe
• Permanently 

discontinue ICI

• Topicals

– Steroids

– Calcineurin-
inhibitors

• Systemic steroids

• Consider steroid 
sparing agent

• Dermatology consult



Topical Therapies

• Emollients

• Topical steroids
– Potency:  mild to super-potent

– Vehicle:  ointment, cream, solution

– Site specific:  skin thickness, ease of 

use

– Side effects:  skin atrophy

• Topical calcineurin inhibitors
– Safe alternative to topical steroids

– Expensive

• Emollients twice daily

– Aquaphor (oint)

– Eucerin (thick cream)

• Hydrocortisone 2.5% 

– Face, genitals

• Triamcinolone 0.1% 

– Trunk, extremities

• Fluocinolone 0.1%

– Scalp

• Clobetasol 0.05%

– Hands/feet

• Topical tacrolimus (oint), 
pimecrolimus (cream)



Goal of this talk

• This is a practical / clinical talk

• Cutaneous irAE management is based on consensus 
guidelines. These recommendations derive from clinical 
trial experience, expert opinion, and emerging 
retrospective data. 

• There are no prospective comparative analyses. 



Goal of this talk

• To categorize the common ICI-induced rashes into 
phenotypes based on the clinical and histologic data

• Equip you with a phenotype-based management approach

“Maculopapular”

“Rash”

Pruritus without rash

Eczematous

Morbilliform

Lichenoid

Psoriasiform

Pigmentary

Bullous



Eczematous

Morbilliform

Bullous

Lichenoid

Lichenoid

Psoriasiform

Pigmentary



Chang, et al. “Immunotherapy for keratinocytic cancers….” JAAD. 2022. 

x



Eczematous

• Pruritic, excoriated 
papules

• Bx:  Eosinophilic 
spongiosis

• Responds well to topical 
steroids, moisturizers, and 
phototherapy

• For refractory or severe 
cases, consider dupilumab



Eczematous



Eczematous

• ICI-induced eczematous 
dermatitis. +++Pruritus, not 
improved with topicals

• Also developed ICI-induced 
diabetes and wanted to avoid 
systemic steroids. 

• ICI discontinued, but skin 
symptoms persisted

• Improved with methotrexate and 
ultimately switched to 
dupilumab

80yoM h/o stage IV oral-pharyngeal SCC, 
treated with nivolumab.



Morbilliform

Final Diagnosis 

A. SKIN, RIGHT ARM, PUNCH BIOPSY:
Mixed pattern dermatitis with dermal eosinophils 
(see comment) 

Electronically signed by Parekh, Vishwas P, MD on 
7/30/2023 at 1007 

Comment  
The histomorphologic features of mild spongiotic and 
interface changes and dermal perivascular mixed 
inflammation with numerous eosinophils is most 
suggestive of a hypersensitivity reaction to a 
medication or other allergens. Clinical correlation is 
recommended. 

ICI discontinued due to widespread BSA, intense pruritus

Responded to prednisone, but re-flared after 2 attempts at a steroid taper 

Given eosinophils on biopsy, dupilumab was initiated (off-label) and patient has been able 
to taper off prednisone without flare of rash

67yoM h/o stage IVB follicular lymphoma, treated with 
pembrolizumab on clinical trial. Rash after 2 cycles.



Lichenoid

Lichenoid dermatitis

66yoF h/o stage IV Lung SCC p/w widespread 
pruritic rash after 4 cycles of pembrolizumab.



Lichenoid

6.22.23 7.6.23 7.19.23 8.8.23

• Pembrolizumab discontinued
• Rash not improved after 1mg/kg 

prednisone x 6 weeks

• Started Acitretin 10mg/d & 
Triamcinolone 0.1% ointment x 2 
weeks

PET-CT 9.1.23

66yoF h/o stage IV Lung SCC p/w widespread 
pruritic rash after 4 cycles of pembrolizumab.



Eruptive squamous atypia
73yoM h/o stage IV merkel cell carcinoma on 

pembrolizumab, develops new lesions on extremities.
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Eruptive squamous atypia
73yoM h/o stage IV merkel cell carcinoma on 

pembrolizumab, develops new lesions on extremities.



Eruptive squamous atypia

• Sudden onset of multiple firm, keratotic papules

• Histologically, may mimic squamous cell carcinoma

• Diagnosis is made by recognition of the synchronous 
presentation of multiple lesions on the legs > arms. 
These are commonly misdiagnosed as squamous cell 
carcinoma due to histology showing a hyperplastic 
epidermis and often leads to unnecessary excision

• Often improves with high-potency topical steroids (like 
clobetasol) under occlusion

• Consider acitretin

Marsh, et al. “Formation of eruptive cutaneous squamous cell carcinoma…. JAAD Case Rep. 2020. PMID:  32382626

https://pubmed.ncbi.nlm.nih.gov/32382626/


Eruptive squamous atypia

6 weeks of topical steroids & oral acitretin

No excisions



Eruptive squamous atypia



Bullous

• Important to recognize, as this type of cirAE is the most 
likely to lead to discontinuation of ICI

• Categorize in disease severity – mild or severe 
involvement?

• Causes of the blister:

– Eosinophilic inflammation that leads to a split between the 
dermis and the epidermis, but the cells are viable  
BULLOUS PEMPHIGOID

– Cytotoxic inflammation that leads to necrotic keratinocytes 
 SJS / TEN (usually also has mucosal involvement)



Mild bullous pemphigoid
53yoM h/o stage IV renal cell carcinoma on 

nivolumab for ~24mo

Treated with topicals

Stayed on ICI, but ultimately discontinued 
given stable scans and patient had 
received 2 years of treatment



Severe bullous pemphigoid
68yoM h/o locally advanced skin SCC 

on cemiplimab for ~3 cycles

Subepidermal blister with eosinophils

Continued ICI despite 
rash given < 30% BSA

Discontinued ICI, started 
steroids + rituximab



Severe bullous pemphigoid
84yoF stage IV RCC on nivolumab for ~1 

year, presented with pruritic rash and blisters

• ICI discontinued
• Prolonged prednisone course due to flaring of rash when tapered below 20mg 

per day.
• Dupilumab initiated



Steroids successfully tapered off, remains on dupilumab

• Being monitored off therapy with no evidence of disease progression on 
imaging



Dupilumab for ircAEs (off-label) 

Kuo AM-S, Gu S, Stoll J, et al. Management of immune related cutaneous adverse events with dupilumab. 
Journal for Immunotherapy of Cancer 2023;11:e007324. doi:10.1136/ jitc-2023-007324

• IgG4 monoclonal antibody that binds to IL4 & IL13, targeting the Th2 axis. 

• FDA approved for atopic dermatitis, asthma, eosinophilic esophagitis

• Retrospective review of 39 patients with ICI-associated steroid refractory/dependent 
ircAEs treated with dupilumab. 

– All tumor types, all ICIs

– 41% eczematous, 41% morbilliform, 
18% other (lichenoid, bullous, etc)

90% of patients improved, 
especially eczematous, 
morbilliform, and pruritic subtypes

https://jitc.bmj.com/content/jitc/11/6/e007324.full.pdf?with-ds=yes


Cytotoxic blistering (SJS/TEN)

Final Diagnosis 

A. SKIN, ABDOMEN, PUNCH BIOPSY:
Interface dermatitis with subepidermal clefting 
and necrotic epidermis (see comment) 

Electronically signed by Parekh, Vishwas P, MD on 
5/2/2023 at 0928 

Comment  
In the current clinical context, the histomorphologic 
features seen in these biopsy specimen are most 
consistent with Stevens-Johnson syndrome / toxic 
epidermal necrolysis. Histologic features of 
pemphigus vulgaris or bullous pemphigoid are not 
seen. 

81yoM stage IV lung adenocarcinoma, 
received 1 dose of pembrolizumab

• ICI discontinued
• Prednisone 1mg/kg started, tapered 

over 3 months

Interface dermatitis, 
dyskeratosis, sub-
epidermal split



Cytotoxic blistering (SJS/TEN)
81yoM stage IV lung adenocarcinoma, 

received 1 dose of pembrolizumab

• Partial response on PET, duration of response ~4 months, 
but eventually developed oligo-progressive disease



Pierre, et al. “SJS/TEN immune-related….” Gynecologic Oncology Reports. 2023. PMID:  37868017.
Diep, et al. “SJS in a patient of color….” Cureus. 2022. PMID:  35340465.

https://pubmed.ncbi.nlm.nih.gov/37868017/
https://pubmed.ncbi.nlm.nih.gov/35340465/


Summary:  cutaneous immune related adverse events

• Immune checkpoint inhibitors (ICI) are increasingly being used in management 
of cancer, in advanced setting and in earlier lines of treatment

• Immune related adverse events (cirAEs) arise in majority of patients receiving 
ICI. Cutaneous irAEs are the most common irAEs

• Assessment:

1. Categorize the type of reaction

2. Assess the severity of reaction by body surface area and presence of blistering

• Management:

– Skin directed therapies:  topical corticosteroids, topical calcineurin inhibitors, 
phototherapy

– Systemic therapy:

• Corticosteroids

• Phenotype specific therapies:  dupilumab for eczematous reactions, acitretin for lichenoid, 
etc.

– Consult Dermatology 

• Goal:  manage skin side effects so patients can remain on ICI, and know 
when the side effects are severe enough to warrant discontinuing ICI



• Thank you! Questions?

• Email:  bamodi@coh.org

• Emollients twice daily

– Aquaphor (oint)

– Eucerin (thick cream)

• Hydrocortisone 2.5% 

– Face, genitals

• Triamcinolone 0.1% 

– Trunk, extremities

• Fluocinolone 0.1%

– Scalp

• Clobetasol 0.05%

– Hands/feet

• Topical tacrolimus (oint), 
pimecrolimus (cream)
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