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Learning Objectives 

  

    At the end of the presentation the learner will be able to: 
 

 Discuss the toxicities and management issues associated with 
the immune checkpoint inhibitors 

 Increase awareness of pneumonitis, colitis toxicity in the 
NSCLC  population 

 
 
 
 



 
 

  

 

 
 

Immune Checkpoints Inhibitors 

 
 
 
 
 
 
 
 
 
 
 
 
 
 

Mechanism: 
 
• Works by blocking pathways called 

checkpoints. These checkpoint 
pathways are mechanisms for the 
human immune system to control 
the immune response 

 
 
 



ICPis Approved  

 
 Ipilimumab – Advance Melanoma 

 
 Pembrolizumab and nivolumab – Advance melanoma, metastatic NSCLC, head and 

neck squamous cancers, urothelial carcinoma, gastric adenocarcinoma, and 
Hodgkin lymphoma. 
 

 Nivolumab- Lung cancer, Head and Neck cancer,  Hepatocellular carcinoma and 
renal cell carcinoma. 
 

 Combination Ipilimumab and nivolumab- Advanced melanoma and Lung cancer 
 
 Atezolizumab – NSCLC and urothelial cancers 

 
 Durvalumab- Urothelial cancers 

 
 Avelumab – Merkel cell carcinoma and urothelial cancer 



Selected Adverse Events 
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Common Toxicities 
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 Electrolytes, TSH, LFT’s and Kidney function and CBC to 

be evaluated before each cycle 
 
 Educated patients and colleagues 
 
 Consults 

 
 

Guidelines 



Guidelines Management 
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 Incidence of pneumonitis 5%: 10% with PDL-1 AND  
  and CTLA4 combinations (higher in combinations  
      10% vs 3%) 

 
 No clear association with prior chest RT. 

 
 Median time onset: 2.8 months (9d-19.2m) 

 
 88% G1/G2 

 

Pneumonitis 



Pneumonitis: 
Management Algorithm  

 G 1-  No symptoms,  
radiographic changes only 

 G 2- NO improvement in 48 hrs. 
with steroids→ Manage as G3 

 G 3/4 – IV steroids, 
bronchoscopy/ empiric 
antibiotics/consider Ifliximab 



Clinical case 

• 64 year old male 
• Smoker 
• PMH: emphysema, GERD, HTN, obesity 
• Adenocarcinoma of the lung stage IV with left 

adrenal metastasis 10/2014 
• Non actionable mutations 
• First line: chemotherapy and maintenance until 

progression on 6/13/2016 
•  SBRT left adrenal mass 8/2016 
• Second line therapy palliative immunotherapy # 4 

cycles until developed bilateral pneumonitis on 
11/2016 

• 11/2016 worsening dyspnea. CT chest scattered 
areas of patchy opacity and consolidation extent 
bilaterally since last CT 10/2016.  Negative 
cultures and viral panel.  

• Treatment: HOLD immunotherapy.  IV antibiotics 
for possible community acquired pneumonia + IV 
steroids high dose (methylprednisolone) . D/C 
immunotherapy.  

• Patient on remission since then.  



 
 
 
 
 
 
 
 

Rash 

Types of rash:  
Dermatitis, dermatitis 
acneiform, dermatitis bullous, 
erythema, pruritus allergic, 
rash erythematous, rash 
generalized, rash macular, 
rash popular and rash pruritic 
 
 



  
RASH/INFLAMATORY DERMATITIS 

Skin Rash Management 
 Incidence: PD-1 

20%/ CTLA4 40% 

 G3-4/ 1-3% 

 Pruritus without 
rash may occur 

 OS longer in 
patients with rash 

 Bullous 
/Dermatology 
consult/bx 



Diarrhea Management 

 Incidence: PD-1 
10%- CTLA4 40% 

 Routine 
evaluation 
diarrhea (C. diff) 

 If starting 
steroids/ CT 
scans and 
Colonoscopy 



Clinical case 

• 71 y/o female former smoker 

• Adenocarcinoma of the lung stage IV 
10/2018 with bone metastases 

• Non actionable mutations 

• First line chemotherapy 
+immunotherapy 

• Sx: Nausea, diarrhea more than 6 for 3 
days and no appetite and fever on 
2/2019. Imodium at home without 
improvement.  

• C. diff negative.  CT abdomen: 
Inflammation involving the 
rectosigmoid. Sigmoidoscopy: Active 
colitis. 

• Treatment: Hold immunotherapy. 
Loperamide + high dose steroid + 
electrolyte replacement. D/C 
immunotherapy. 

 

 

 

 

 

 



Hepatic Toxicities Management 



 



 

Most common musculoskeletal toxicities:  
 

 Inflammatory arthritis, Myositis and Polymyalgia like syndrome. 
 

 Incidence: 40%  more frequent with  PD1/PD-L1 antagonist 
 

 NSAIDs alone are not sufficient add corticosteroids  
    (Prednisone 1-2 mg /kg /daily and synthetic DMARDs might be required 

 
 Myositis may be lethal / Cardiac muscle/ referral rheumatologist or 

neurologist. 
 

 
 

Musculoskeletal Toxicities 
Management 



 

Case Scenario  
A 62 year old male patient diagnosed with poorly differentiated adenocarcinoma of the 
neck (base of the tongue) treated with cisplatin high dose and radiation therapy on 
4/2017.  On 1/2018 PET scan showed lung metastases biopsy proven.  Case was 
presented on tumor board  and it was agreed to treat him with Cyber knife on the lung 
lesion and immunotherapy.  Patient has a history of Psoriasis under treatment with 
Apremilast, well controlled.  After given him cycle # 2 immunotherapy patient developed 
an exacerbation of his psoriatic lesions.  

 

Question 

 
  What will be your next step on treatment? 

a) Permanently discontinue ICPi 
b) Continue ICPi + steroids 
c)  Hold ICPi + reevaluate to decided further treatment 

 

Case  # 1 



 
  

 
 
  
 
 

 
 
 
 
 

 
 
 
 
 
 

 
 
 
 
 
 

Re-Challenge With PDL1 
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 Conclusion 

 
 
  
 
 

 
 
 
 
 

 
 
 
 
 
 

 
 ICPi agents may cause immune related side effects\ 
  
 Close monitoring is very important 

 
 Referral…Referral… Referral 
 
 Side effects respond to steroids 
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