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Case  Study  1

• A  65-‐year-‐old  man  current  smoker  with KRASmutation-‐
positive  advanced  adenocarcinoma  of  the  lung,  involving  liver  
and  bone.  

• He  receives  treatment  with  combination  pemetrexed  and  
carboplatin  with  partial  response  after  4  cycles;  he  is  then  put  
on  maintenance  treatment  with  pemetrexed  alone.  

• However,  after  6 cycles  of  maintenance  treatment,  his  tumor  
starts  to  progress,  with  enlarging  lung  lesions  and  a  new  
supraclavicular  node.  

• Prior  tissue  has  been  depleted.  



Case  1  —Continued
• A  supraclavicular  node  biopsy  shows  progressive  
adenocarcinoma,  KRASmutant-‐positive  and  70%  positive  for  
PD-‐L1  expression  on  IHC.    

• He  is  randomized  on  clinical  trial  to  a  PD1  MAbmonotherapy  
and  sustains  a  striking  partial  response,  with  resolution  of  
supraclavicular  node,  liver  metastases,  and  80%  reduction  of  
lung  lesions.

• However,  after  6  months,  updated  CT  scans  show  new  ground-‐
glass  changes  around  the  tumor  in  the  left  lung;  the  patient  
starts  to  complain  of  dyspnea  on  exertion  and  cough,  with  
pulse  ox  desaturating  to  86%  on  exertion.  



Case  1  —Continued

•Within  4  weeks,  after  withholding  treatment  and  institution  of  
steroids,  CT  changes  have  resolved,  and  the  patient’s  PS  has  
improved  to  “0”  from  “2.”    He  is  no  longer  dyspneic.    There  is  no  
symptomatic  evidence  of  PD.
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Comparison  of  Checkpoint  Inhibitors  (eg,  Atezolizumab)  to  
Standard  Chemotherapy  in  Advanced  NSCLC

Dry  skin,  stomatitis  and  nail  disorder  were  additional  AEs  with  ≥5%  higher  frequency  in  docetaxel.
Safety  population  includes  patients  who  received  any  amount  of  either  study  treatment.
Data  cutoff  Jan  30,  2015
Spira AI  et  al.  Proc  ASCO  2015;;Abstract  8010.



Less  common:  hematologic;;  cardiovascular;;  ocular;;  renal

• Hypophysitis

• Thyroiditis

• Adrenal  insufficiency

• Colitis

• Dermatitis

• Pneumonitis

• Hepatitis

• Pancreatitis

• Motor  and  sensory  neuropathies

• Arthritis

Courtesy  of  Julie  R  Brahmer,  MD.

Occasional  (5-‐20%)  irAEs
Grade  3/4  Uncommon



Villadolid  J,  Amin  A.  Transl  Lung  Cancer  Res  2015;;4(5):560-75.

Renal  dysfunction

HepatitisColitis

Pneumonitis

Hyperthyroid

Hyperthyroid

Dose  1 Dose  2 Dose  3 Dose  4 Dose  5 Dose  6 Dose  7 Dose  8 …

Week 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 …



Managing  immune  therapy  side  
effects

Gangadhar  Nature  Rev  Clin  Oncol  2014
Weber  JCO  2012



Rash  and  pruritus



Diarrhea  and  colitis



Diarrhea  and  colitis



Hypophysitis and  endocrinopathies

Weber  JCO  2012



Adrenal  insufficiency



Liver  toxicity



Pneumonitis

Image  from  Mike  Postow





Pneumonitis  Management

1. Radiographic  changes:  monitor

2. Mild  to  moderate  symptoms:  high  dose  prednisone,  
consider  hospitalization/pulmonary  eval

3. Severe  symptoms  or  hypoxia:  high  dose  steroid,  
hospitalize,  pulmonary  eval,  bronchoscopy

**Taper  steroids  slowly  over  at  least  several  weeks  and  
consider  opportunistic  infectious  prophylaxis**



IrAEs-‐ Honorable  mention  

Ø Episcleritis/  uveitis
Ø Pancreatitis
ØNephritis
ØNeuropathies,  Guillain-‐Barre,  myasthenia  gravis
Ø Lymphadenopathy  (sarcoid)
ØThrombocytopenia,  anemia
Ø Pneumonitis
ØMyocarditis,  pericarditis,  vasculitis
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Management of Immune Checkpoint Toxicity
Multidisciplinary approach



Conclusions


