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Uveitis?



“If all you 

have is a 

hammer, 

everything 

looks like a 

nail…”



Diffuse retinal venulitis in a patient treated 

with pembrolizumab immunotherapy

46 M, oropharyngeal squamous cell carcinoma (PD-L1 “high”) metastatic to 

lung and bone

Post-cycle #3 pembrolizumab immunotherapy

Gradual onset, bilateral “blotchy” vision (4-5 days)

Progressively worsening visual acuity and “blind spots”

Denies ophthalmalgia, headaches or additional 

neurological symptoms

MRI brain unremarkable
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Diffuse retinal venulitis in a patient treated 

with pembrolizumab immunotherapy

46 M, oropharyngeal squamous cell carcinoma (PD-L1 “high”) metastatic to 

lung and bone

Initiated on prednisone 50 mg po QD, tapered to “off” 

over a 6 week period

Improvement of scotomas within 72 hours, resolution by 

week 3

Visual acuity gradually improving

Pembrolizumab remains on hold



JAMA Ophthalmol. 2019;137(1):96-100.

Thanks to Dr Chad Baker, Department of Ophthalmology & Visual Sciences, 

University of Alberta



Ocular immune-related toxicities

 irAEs of the eye are rare (<1% of treated patients)

 Include ocular inflammation, orbital inflammation and retinal and choroidal 

inflammation

 Treatment guided by severity: i.e., topical corticosteroids for episcleritis, 

systemic corticosteroids for severe ocular/orbital inflammation

www.esmo.org/content/download/151567/2718664/file/Clinical-Practice-Guidelines-Slideset-Toxicities-Immunotherapy.pdf





JAMA Netw Open. 2019;2(5):e192535.



“Dermatitis”

70 M, (resected) stage IIIB melanoma upper back, post-cycle 7 adjuvant 

nivolumab

Presents to OPD with a 3-day history of an evolving rash

Non-pruritic (“irritating”)

Diffusely distributed (head/scalp, trunk, upper 

extremities)

Low-grade fevers concurrent with development of rash

Decision made to proceed with cycle 8 treatment



“Dermatitis”



Thoughts? 



Immune-related skin toxicities

 Rash/inflammatory dermatoses

 Bullous dermatoses

 Severe cutaneous adverse reactions (SCARs)

Journal of Clinical Oncology 36, no. 17 (June 10, 2018) 1714-1768.
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“Dermatitis”

70 M, (resected) stage IIIB melanoma upper back, post-cycle 7 adjuvant 

nivolumab

Reassessed on daycare unit (drug is hanging)

Persistent fevers x 48 hours

Moderate headache, anorexic

Decision made to defer infusion



Disseminated varicella zoster

70 M, (resected) stage IIIB melanoma upper back, post-cycle 7 adjuvant 

nivolumab

Dermatology consulted

Lesion swabbed for viral studies (face 

and arm)

Patient admitted to hospital and 

empiric valacyclovir started

Lumbar puncture negative

Improvement of rash/symptoms over ensuing 48 hours



Management of bullous dermatoses

 G1: Asymptomatic; blistering affects <10% BSA

May continue ICI

Observe; local wound care (bandaging, petrolatum ointment)

 G2: Blistering affects QoL; 10-30% BSA

Hold ICI

Local wound care

Topical steroids (betamethasone); regular r/a (q.3 days); low threshold to escalate to systemic 
corticosteroids (prednisone 0.5-1 mg/kg)

 G3: Sloughing affects >30% BSA

Hold ICI, dermatology consultation

IV methylprednisolone 1-2 mg/kg w/4+ week taper

+/- Infectious Diseases consultation

Rituximab may be considered as adjunct/alternative to steroid (Bullous pemphigus –like rxn)

 G4: BSA >30%, w/fluid and/or electrolyte abnormalities

Management per G3, suggested permanent discontinuation of ICI

Journal of Clinical Oncology 36, no. 17 (June 10, 2018) 1714-1768.



Management of bullous dermatoses

 G1: Asymptomatic; blistering affects <10% BSA

May continue ICI

Observe; local wound care (bandaging, petrolatum ointment)

 G2: Blistering affects QoL; 10-30% BSA

Hold ICI

Local wound care

Topical steroids (betamethasone); regular r/a (q.3 days); low threshold to escalate to systemic 
corticosteroids (prednisone 0.5-1 mg/kg)

 G3: Sloughing affects >30% BSA

Hold ICI, dermatology consultation

IV methylprednisolone 1-2 mg/kg w/4+ week taper

+/- Infectious Diseases consultation

Rituximab may be considered as adjunct/alternative to steroid (Bullous pemphigus –like rxn)

 G4: BSA >30%, w/fluid and/or electrolyte abnormalities

Management per G3, suggest permanent discontinuation of ICI

Journal of Clinical Oncology 36, no. 17 (June 10, 2018) 1714-1768.



Management of bullous dermatoses

Thanks to Dr Tom Salopek, Professor, Faculty of Medicine and Dentistry, 

Department of Dermatology





What has been the impact of irAEs on 

your clinical practice?
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Asymptomatic renal insufficiency

49 F, melanoma of the anal canal, with unresectable pelvic adenopathy 

BRAF-wildtype disease, exon-11 c-Kit mutation

PMHx: well-controlled HTN, DM2 (A1C 7.4)

Treated with a single infusion of ipilimumab in 

combination with nivolumab

Presents for re-assessment pre-cycle #2: fatigue, 

subjective fevers
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Thoughts?

49 F, melanoma of the anal canal, with unresectable pelvic adenopathy 



Acute interstitial nephritis

49 F, melanoma of the anal canal, with unresectable pelvic adenopathy 

2-week treatment delay, but then proceeded with second 

cycle I/N



Acute interstitial nephritis

49 F, melanoma of the anal canal, with unresectable pelvic adenopathy 

2-week treatment delay, but then proceeded with second 

cycle I/N

Further elevation of the serum creatinine



“Phone a friend”

49 F, melanoma of the anal canal, with unresectable pelvic adenopathy 

Nephrology referral (thank you, Dr Kevin Wen)

Same-day kidney biopsy revealed acute, interstitial 

nephritis

Started on prednisone 1 mg/kg



Management of nephritis

www.esmo.org/content/download/151567/2718664/file/Clinical-Practice-Guidelines-Slideset-Toxicities-Immunotherapy.pdf



TM



What is i-MPACT?

 i-MPACT is a novel, patient-centered clinical/research program which 

optimizes management of immune-related toxicity. 

 Optimizing patient-care pathways reduces down-stream healthcare 

resource utilization while improving patient satisfaction and clinical 

outcomes. 

 An integrated clinical/research platform fosters the development of 

innovative programs to improve care while establishing the Cross Cancer 

Institute as an international leader in immunotherapy research.



 Optimization of care for patients who develop immune-related toxicities

 Exploration of the pathophysiology of immune-related toxicity

 Implementation and evaluation of novel treatment strategies and 

algorithms for the management of immune-related toxicity

 Prospective collection of data to facilitate outcomes-based clinical 

research

 Design and Conduct of interventional clinical trials which will explore the 

efficacy and safety of immunotherapies within novel patient populations

Program Goals



i-MPACT program highlights

 Educational resources

i-MPACT podcast series

 The i-MPACT clinic

Initiated November 2021

First in Canada

Dedicated, twice-weekly outpatient clinic offering supportive care and 

management for patients with immune-related toxicities (tumor agnostic), 

run by a qualified general internist (i-MPACT fellow)

Aligned with dedicated i-MPACT partners



i-MPACT program highlights

 The i-MPACT team

Neurology (Dr Cecile Phan)

Ophthalmology (Dr Chad Baker)

Endocrinology (Dr Miriam Shahidi)

Dermatology (Dr Tom Salopek)

Pulmonology (Dr Alia Daoud)

Gastroenterology (Dr Jan-Erick Nilsson)

Nephrology (Dr Kevin Wen)

Rheumatology (Dr Carrie Ye – www.canrio.ca)

i-MPACT fellow (Dr Daniel Van Zanten)

http://www.canrio.ca/


i-MPACT program highlights

 i-MPACT clinical trials

i-MPACT 1.0: prophylactic mesalamine for ipi/nivo treated patients

i-MPACT 2.0: HCQ as a steroid-sparing agent 

i-MPACT 2.1: MTX as a steroid-sparing agent

i-MPACT 3.0: Prednisone vs dexamethasone for the control of 

neurological symptoms in ICI-treated patients with brain metastases

i-MPACT 5.0: skeletal health in ICI-treated patients

i-MPACT 6.0: the LADDER study (Layered, ADaptive immunotherapy 

Dependent on Early Re-staging)

i-MPACT 7.0: expectant management versus early intervention for 

patients with ir-hepatitis



Thank you for your attention

jwwalker@ualberta.ca






