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Immune-Related Adverse Events

Presented By Jeffrey Weber at 2018 ASCO Annual Meeting



Guidelines

Presented By Julie Brahmer at 2018 ASCO Annual Meeting



Key Take Home Points
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Case 1
Metastatic Melanoma
• 42 y/o male with stage IV metastatic 

melanoma to lung and skin.
• He was seen as a new patient for treatment 

options in Dec 2018; he was treatment naïve.



Case 1
Metastatic Melanoma

Pre-treatment CT of chest December 24, 2018



Case 1
Metastatic Melanoma

Images from December 18, 2018: A. Right anterior  shoulder  B. Left elbow  C. Right forehead

A. B.
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Case 1
Metastatic Melanoma
• He began treatment on ipilimumab (1 mg/kg) 

+ nivolumab (3 mg/kg) on December 26, 2018.
• At 1 week FU, the patient reported grade 1 

arthralgias and low grade fever (T max 99.6°F).
• But, also noted slight decrease in the skin 

lesions.



Case 1
Metastatic Melanoma
• He received cycle 2 of ipilimumab/nivolumab 

on January 16, 2019.
• 1 week later in FU, the patient again reported 

that the skin lesions were decreasing, but he 
reported more AEs including: grade 2 fatigue, 
grade 1 arthralgias, grade 1 diarrhea, grade 1 
fever (T max 101.5°F) and now CHEST 
TIGHTNESS and COUGH.



Case 1
Metastatic Melanoma
• Differential diagnoses:

– Immune-mediated pneumonitis
– Pneumonia
– Disease progression 

• Work-up:
– Preliminary CXR
– Pulse oximetry (rest and after exertion)- 99% and 

95% 
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Case 1
Metastatic Melanoma
• Treatment: 

-Solumedrol 100 mg IV in clinic
-Sent home with prednisone 80 mg and Zantac
-CT of chest and pulmonary evaluation
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Case 1
Metastatic Melanoma
• Patient was continued on prednisone and 

steroids tapered.
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Case 1
Metastatic Melanoma

Images of Right ant. Shoulder from December 18, 2018 and February 27, 2019 respectively

A. B.



Case 1
Metastatic Melanoma

Images from December 18, 2018 and January 25, 2019 respectively 



Case 1
Metastatic Melanoma

Images from December 18, 2018 and January 25, 2019 respectively 



Case 1
Metastatic Melanoma
• Ipilimumab and nivolumab were discontinued 

(assumed to be progression) and the patient 
was started on targeted therapy with a BRAF 
and MEK inhibitor given the BRAF V600+ 
melanoma.



Case 1
Metastatic Melanoma
• What I learned:

-Always best to have a systematic approach to 
managing potential IrAEs even when you have 
experience.
-You need your specialists.
-And after a literature search, there have been cases 
of marked progression after immunotherapy in 
patients with MDM2 amplification.   
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Case 1
Metastatic Melanoma

“In a multivariate analysis,  MDM2/MDM4 and 
EGFR alterations correlated with TTF < 2 months”. 



Case 2
Metastatic Melanoma
• 59 y/o female with stage IV melanoma treated 

initially with neoadjuvant chemo-RT followed by 
thoracotomy for a misdiagnosed peripheral nerve 
sheath tumor at another institution, eventually 
correctly diagnosed as melanoma.  

• She was seen as a new patient in February 2018.
• At the time of consultation, the patient had been 

started on targeted therapy with dabrafenib + 
trametinib.



Case 2
Metastatic Melanoma
• After 9 months of responding to targeted 

therapy, the patient progressed with recurrent 
disease in the right chest wall, liver, and lungs.

• Her targeted therapy was discontinued and 
the patient was started on combination 
immunotherapy with ipilimumab 1mg/kg and 
nivolumab 3 mg/kg on November 21, 2018. 



Case 2
Metastatic Melanoma
• On 12/12 visit, patient complained of grade 2 

pruritus and grade 1 dry cough.
• Work-up:

– Preliminary CXRno significant findings
– Pulse oximetry (rest and after exertion)

• Treatment: 
-Medrol dose pack (to address pruritus and cough).
-Cycle 2 of ipi/nivo.
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Case 2
Metastatic Melanoma
• 12/17, patient called stating pruritus worse 

despite Medrol dose pack and cough 
unchanged.  

• Treatment: 
-Prednisone 20 mg and Doxepin 6mg

• At 12/19 FU, still no relief and cough persists 
-Treatment: Solumedrol 40 mg IV in clinic and 
prednisone 40 mg PO.



Case 2
Metastatic Melanoma
• Pruritus better with doxepin and prednisone 

40 mg, but cough now developed into SOB 
and chest pain.

• While seeing the psychiatrist in clinic on 
1/7/2019, she was noted to have obvious SOB 
and tachypnea.

• Taken to the ED and CT angio demonstrated
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Case 2
Metastatic Melanoma
• She also had elevated troponins and cardiac 

catherization demonstrated complete occlusion of 
right coronary artery which was stented. (Echo with 
preserved EF).

• Patient admitted from 1/7-1/11 followed by 2 week 
in rehab for steroid myopathy.  

• Discharged home on Solumedrol 100 mg BID                                                                                     



Case 2
Metastatic Melanoma
• At office FU on 1/30, patient was still requiring 

Solumedrol 80 mg BID.
• LFTs demonstrated grade 1 elevation
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Case 2
Metastatic Melanoma
• But on 2/13 FU, while on Solumedrol 50 mg BID, LFTs 

markedly increased.
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Case 2
Metastatic Melanoma
• The patient was readmitted, steroids continued but 

at higher doses, mycophenolate started, and viral 
etiology ruled out. 

• After a 12 day admission, the patient was discharged 
home.  Now on prednisone 40 mg BID and remains 
on mycophenolate 1 gm BID.

• As of 3/6, pneumonitis grade 1, LFTS still with grade 
3 elevation but markedly decreased with an of ALT 
and AST of 668 U/L and 153 U/L respectively. 



Case 2
Metastatic Melanoma
• Unfortunately, earlier that morning, the patient 

heard a “crack” in her back followed by severe back 
pain.

• And so the saga continues…



Case 2
Metastatic Melanoma
What I learned from this case:

• Don’t be afraid to give high doses of corticosteroids but taper slowly.

• If corticosteroids don’t work quickly, add another 
immunosuppressant.

• Hospital admission may be necessary if outpatient management not  
sufficient.

• One can develop more than one toxicity sequentially or concomitantly

• There are some tumors that are histologically similar and mutation 
analysis and NGS may help making a proper diagnosis.



Case 3
Metastatic Melanoma

• 79 year old female with a history of irritable 
bowel syndrome, colon cancer requiring 
colectomy, resection at anastomotic site from 
ulceration, and severe rheumatoid arthritis 
requiring 7 years of immunosuppressive therapy 
with Humira and Enbrel.

• She initially presented with a stage IIIB melanoma 
but developed metastatic disease to lung.  

• BRAF V600 mutation was negative.



Case 3
Metastatic Melanoma

• Because of limited treatment options, the 
patient agreed to a trial of pembrolizumab.

• After cycle 1 of pembrolizumab, the patient 
developed grade 3 diarrhea. 

• What next?
• Patient instructed to take prednisone 60 mg 

and come to clinic immediately.



Case 3
Metastatic Melanoma
• Differential diagnosis:

– Infectious colitis
– Immune-mediated diarrhea/colitis

• The following day in clinic, she had a grade 1 
diarrhea

• Work-up:
– Stool sample: O&P, Culture, C. Difficile toxin, WBC
– Consider colonoscopy  

• Treatment: 
-Patient instructed to taper prednisone 



Case 3
Metastatic Melanoma

• Infectious workup negative. 
• Do we rechallenge patient with 

immunotherapy?
• We did.  And she never redeveloped diarrhea.  
• In addition, she had a complete response after 

1 year of therapy. 



Case 3
Metastatic Melanoma

Johnson, D et al.



Key Questions about the use of Checkpoint Blockade in Cancer: 
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