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Melanoma: Ipilimumab (Yervoy) 

Hodi FS et al. N Engl J Med 2010;363:711-723. 

OS: 10.1 vs 6.4 mo 

PFS: 2.8 vs 2.8 mo 

Robert C et al. N Engl J Med 2011;364:2517-2526. 

OS: 11.2 vs. 9.1 mo 

PFS: No median diff 

DoR: 19.2 vs 8.1 mo 

vs. gp100 Ipi +DTIC vs DTIC alone 



Melanoma: PD-1 Blockade 

Robert C et al. N Engl J Med 2015;372:320-330. 

OS: HR 0.42 vs DTIC 

PFS: median 5.1 vs. 2.2 months 

Nivolumab (Opdivo) Pembrolizumab (Keytruda) (KEYNOTE-001) 

Robert et al. ASCO 2016 

CRR 10% 

ORR 33% 

DCR 51% 



Melanoma: Pembrolizumab vs. Ipilimumab 

Robert C et al. N Engl J Med 2015. DOI: 

10.1056/NEJMoa1503093 

OS HR 0.69 (p=0.0036) 



Melanoma: Dual Checkpoint Blockade 

Postow MA et al. N Engl J Med 2015. DOI: 

10.1056/NEJMoa1414428 

Larkin J et al. N Engl J Med 2015. DOI: 10.1056/NEJMoa1504030 
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Case #1: Shortness of breath 

• 61 year old man with melanoma, recently treated with ipilimumab and 
nivolumab 

• Following 4th cycle, developed chills and low-grade temp to 100.1° which 
resolved 

• Subsequently increased fatigue and insidiously progressive shortness of 
breath, eventually progressing to dyspnea on mild exertion and conversational 
dyspnea 

• CXR revealed lower lobe pneumonia 

• Received ceftriaxone injection and Rx for Augmentin and Flagyl 

• Symptoms continued to worsen, went to primary MD. PO2 at 89% on room air 

• Additionally complains of dry cough. No nausea/vomiting. On exam dry rales in 
middle/lower lung fields 

• New CXR revealed bilateral pulmonary infiltrates 

• CT revealed chronic appearing interstitial thickening and bronchiectasis in 
LUL, scattered ground glass, and more confluent airspace opacities 
predominantly in lower lobe suggesting diffuse pneumonitis, favor infectious 
etiology 
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Case #1: Shortness of breath (cont) 

• 61 yo man with hyperlipidemia, BPH, 
melanoma 

• Noticed left axillary LAD in 2012. Size increase 
in 2014. LNBx showing melanoma in 2015. 
ALND 

• Brain metastases in 5/2015, treated with 
gamma knife 

• Received dabrafenib/trametinib x8 months with 
good response but had high fever, rigors, and 
rash resulting in stopping drugs in 2015 

• Disease remaining well controlled with possible 
recurrence in brain in 5/2016 

 

Relevant Pathology:  
• 2015. Lymph node totally replaced by atypical 

melanocytes 

• BRAF V600E mutation 

• PD-L1 50% positive 

Oncologic history:   Clinical course:  
• Admitted to hospital. Started on 

vancomycin, pip/tazo, and cipro. Blood 

cultures and urine cultures performed. 

DuoNeb started. 

• In 48 hours, no clinical improvement. 

Repeat CXR revealed continued 

opacities 

• At that time, began prednisone 100mg 

(1mg/kg) with improvement of 

symptoms within 1 day 

• All antibiotics d/c’ed at d/c 

• Put on slow taper of steroids over 4 

weeks 

• Nivolumab held indefinitely 
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Case #1: Shortness of breath 

1. What is the likelihood of autoimmune 

pneumonitis in patients treated with 

combination immunotherapy? 

 

8 



9 



10 



Case #1: Shortness of breath 

Should the patient have received 

combination immunotherapy? 

 

How can we stratify based on risk versus 

benefit? 
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Larkin J et al. N Engl J Med 2015. DOI: 

10.1056/NEJMoa1504030 

Wolchok et al. ASCO 2016 

Melanoma: Role of PD-L1 Status 



Postow et al. AACR Annual Meeting, 2016. 

Melanoma: Benefit of Combination 
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Adverse events with Ipilimumab + Pembrolizumab 
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Case #1: Shortness of breath 

1. What are common causes of delays in 

starting steroids? 

1. Low index of suspicion 

2. Delay in development of symptoms 

3. Concern for steroids dampening effect of 

immunotherapy 
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Case #2: Blurry Vision 
• 63 year old man with melanoma and brain metastasis 

• Received gamma-knife treatment 6 weeks ago 

• Started on single-agent pembrolizumab 2 weeks ago 

• 6 days prior to admission, developed blurry vision 
accompanied with headache and shortness of breath 

• Within last 3 days, had dyspnea and fatigue even on a few 
steps 

• Exam shows mild lid lag in both eyes, respiratory exam 
normal 

• CT chest shows 1cm RLL nodule. No evidence of other 
abnormalities 

• MRI brain shows improved brain metastasis. No other 
intracranial abnormalities 
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Case #2: Blurry Vision 

• Presented in 2014 with cutaneous ulcerated 
melanoma of scalp  

• Received wide local excision and neck 
dissection. 

• Started on clinical trial with vemurafenib vs. 
placebo 

• Eight months following trial initiation, 
developed asymptomatic brain metastasis 

Relevant pathology:  
• Initial pathology revealed ulcerated nodular 

melanoma (Breslow thickness 18mm), 5 
mitoses/mm2 

• SLNBx showed positive cervical node with 
extracapsular extension. No additional nodal 
involvement on neck dissection- T4bN1aM0 

• BRAF V600K mutation  

 

PMH: Clinical Course: 
• Admitted, neurology consulted. 

Pyridostigmine started. Concern for 

pneumonia so steroids held. 

Myasthenia  panel ordered 

• Day 3: Prednisone 60mg qday and 

IVIG started on Day 3 

• Day 6: Acetylcholine receptor Ab 

returned positive. Switched to 

1000mg methylprednisolone 

• Day 7: Started plasmapheresis 

• Day 9: Worsening shortness of 

breath. Intubated 

• Day 12: Patient opted to withdraw 

care. Terminally extubated. 
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Case #2: Blurry Vision 

What are potential causes of blurry vision?  

Is it autoimmune? 
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• 496 patients treated with PD-1 inhibitors in 15 centers in Germany and 

Switzerland 

• 242 autoimmune side effects in 138 patients 

• 77 of 138 patients had neurologic, respiratory, musculoskeletal, cardiac, 

hematologic, ocular toxicities 

• 1.6% of patients developed ocular adverse events 
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Case #2: Blurry Vision 

How do we treat extremely rare side effects? 

What are the sequelae? 
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Case #3: Pain and Weakness 

• 62 year old man with non-small cell lung cancer 
with vertebral mets being treated with 
pembrolizumab since 9/2015 

• Progressive lower back pain starting in 2/2016. 
Pain worse at night. Pain begins in lower back, 
legs go numb for 20 seconds, then sensation 
returns with throbbing pain in back and legs 

• Assumed due to vertebral mets, referred to XRT 
with no relief 

• By 4/2016, developed lower extremity weakness 
and inability to walk 
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Case #3: Pain and Weakness 

• T4N3M1 lung cancer diagnosed in 
2015 

• Excellent response to first-line 
pembrolizumab, with 90% resolution 
of RUL and pleural lesions 

• Known vertebral metastases 
remained stable throughout course 

• No history of autoimmune disease, 
arthritis, radiculopathy 

Relevant pathology:  
• Right upper lobe lesion with poorly 

differentiated NSCLC.  

• PD-L1>50%. EGFR wt, ALK 
negative 

 

PMH: Clinical Course: 
• After completion of RT, increased 

pain. Diaphoretic, tachycardic. No 
PE on imaging. Pembro held. 

• Hospitalization with extensive neuro 
workup: LP showed high protein, 
low glucose, negative cytology.  

• Developed encephalopathy. 
Presumed carcinomatous 
meningtis, started depocyte. Has 
received 8 doses to date 

• Several days later, empiric high 
dose steroids started. Slow taper. 
Slight improvement of symptoms, 
but continued pain 

• Repeat LP in 7/2016 showed 
cytology positive for malignant cells 
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Case #3: SP 

1. Is this immunotherapy related? 

2. How can we tell? 

3. How do we treat? 

4. What do we do when we don’t know? 
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Questions? 



Register for the  

ICLIO National Conference 

September 30, 2016 

Philadelphia 
 

www.accc-iclio.org 
 



Thank you for participating in 

the ICLIO e-Course.  

Presentation slides and archived 

recording will be available at 

accc-iclio.org  
 


