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Melanoma –Australian Stats
• Australia and NZ have the highest rates of melanoma in the world

• 4180 new cases in Qld each year

• 1 Australian Dx every 30 minutes

• 2nd most common cancer in men and women

55-60% of cases
age < 40 yrs
Can start as new 
brown/black spot or 
an existing spot that 
demonstrates change
Trunk, slow growing

10-15% of cases
age > 65 yrs
Round, raised firm lump 
that is pink /red / brown / 
black. Can have crusty 
surface w/ tendency to 
bleed
Head and neck, fast growing

10-15 % of cases
age > 40 yrs
Large coloured spot in 
sun-damaged skin. 
Face, ears, neck, head. 
Can grow slowly and 
superficially 

1-2% of cases
age > 40 yrs
Palms, soles, 
fingernails/toenails. 
Colourless or lightly 
coloured, long streak 
of pigment in nails. 



Metastatic melanoma 
up to 10% have unknown 10

M1a: mets to distant skin, subcutaneous or LN sites

M1b: lung mets

M1c: non-CNS visceral mets

M1d: CNS mets with/without other sites involved

Prognosis:

• mOS of untreated stage IV melanoma: <12 mo, 5yr OS: 10%

• M1a Prognosis: up to 15 mo

• M1c Prognosis: 6-9 mo

• M1d Prognosis: ~ 3 months 

• Poor prognostic features: high tumour burden, elevated LDH, poor PS

1. DeVita et al
2. Davies et al. Prognostic factors for survival in melanoma patients with brain mets. Cancer 2011; 117(8):1678-96
3. Vecchio et al. The treatment of melanoma brain mets before the advent of targeted therapies. Melanoma Res. 2014;24(1):61-7. 



Metastatic melanoma treatments



Immune checkpoint inhibitors

Anti-PD1 antibodies
• Pembrolizumab
• Nivolumab
• Cemiplimab
• Dostarlimab

Anti-PDL1 antibodies
• Atezolizumab
• Durvalumab
• Avelumab

Rouanne et al, World J Urology,  2018
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Checkmate 067 (2017, 2022) -
Efficacy

Ipi + Nivo Nivo Ipi

mOS (mo) 72.1 36.9 19.9

PFS (mo) 11.5 6.9 2.9

5yr OS 52% 44% 26%

6.5yr MSS NR 58.7 21.9

ORR 58% 45% 19%

CR 23% 19% 6%

PR 36% 26% 13%

SD 12% 9% 22%

PD 24% 38% 50%

mDOR (mo) NR (61.9-NR) NR (45.7 –NR) 19.2 (8.8 – 47.4)



M1d Melanoma –Brain mets
• mOS of melanoma brain mets (MBM): 2.8-4 mo

• 2 trials: ABC (n=76) and CM 204 (n=94)

• ABC-X trial underway: Ipi/Nivo + SRT vs Ipi/Nivo 

ABC trial: https://www.thelancet.com/journals/lanonc/article/PIIS1470-2045(18)30139-6/abstract

A: asymptomatic brain mets, no local Rx: Ipi/Nivo then Nivo
B: asymptomatic brain mets, no local Rx: Nivo
C: brain mets failed local Rx, neuro Sx, leptomeningeal disease: 
Nivo

CM  204 schema



Stage 3 melanoma



Survival Endpoints at 5 Years of Follow-Up 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Neoadjuvant therapy



Neoadjuvant therapy



Neoadjuvant Nivolumab Plus Ipilimumab Versus Adjuvant Nivolumab in Macroscopic, Resectable Stage III Melanoma: The Phase 3 NADINA Trial

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



NADINA – Primary Endpoint: Event-Free Survival (EFS)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Immune checkpoint inhibitors
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Selected grade 3-4 toxicities from Checkmate-
067 study in metastatic melanoma

Ipilimumab/nivolumab Nivolumab Ipilimumab



Immunotherapy toxicity

Champiat et al, Ann Oncol, 2016



Gastrointestinal toxicity

• Lower GI toxicity most common – diarrhea/colitis

• Upper GI toxicity uncommon but does occur
• Symptoms include:
• Nausea/vomiting (50-100%)
• Abdominal pain (30-75%)
• Dyspepsia (38%)
• Bleeding (18% in one case series)
• Concomitant lower GI symptoms eg. diarrhoea up to 50%

• Management steroids and anti-TNF-α agents in refractory cases



Endocrinopathies

• Clinically significant endocrinopathies in up to 10% 
patients
• Most commonly hypothyroidism
• Can include: hypoadrenalism, hypopituitarism / hypophysitis, 

diabetes
• Incidence of ICI-associated diabetes <1%

• Irreversible
• Steroids rarely indicated
• Do not preclude further immunotherapy



Fever and systemic inflammatory 
syndromes

• Fever and systemic inflammatory complications of immunotherapy 
can occur including cytokine release syndrome (CRS) and 
haemophagocytic lymphohistiocytosis (HLH)

• Requires usual workup to exclude infectious causes

• Limited data to guide management but can be steroid responsive



Metastasectomy 
• For palliation of symptoms

• May be associated with improved long-term survival following complete curative resection

• Generally, best outcomes in pts with indolent disease, fewer metastatic sites and metasatatic 
disease that can be completely resected

• In pts with major response to systemic therapy, complete resection of residual mets may 
contribute to improved DFS and potential for cure

• Lung: 22% 5 yr survival, 16% 10 yr survival cf 0% after incomplete resection, SBRT is an option

• Liver: mOS 24.8mo vs 8mo (highly selected group, n= 58/1078)



Summary
• Metastatic Melanoma outcomes have vastly improved since IO + TT became available

• BRAF WT Melanoma:
• Ipi / Nivo

• Relatlimab / Nivo –available on PBS

• Nivo

• BRAF MT Melanoma
• IO then TT > TT then IO (Dream-Seq, SECOMBIT)

• ? Ipi /Nivo over Relat/Nivo 

• D+T; Enco / Bini; Vemurafinib + Cobimetinib 

• Brain mets

• Metastasectomy

• Questions: 
• Ipi / Nivo vs Rela / Nivo

• Does Ipi / Nivo still have activity following PD on Relat/Nivo (currently not allowed on PBS)



Summary
• Systemic therapies are moving further forward in 

the patient journey 



Clinical cases



Case 1

66 F

November 2020 – Chest wall melanoma excised 1.3mm, T2a

Sept 2023 – Presented to GP with L axilla pain, USS showed pathologically enlarged LN

L axillary LN dissection – 50mm nodal deposit

PET no metastatic disease

Feb 24 – Stage 3B melanoma resected, BRAF mutant

Started adjuvant nivolumab 15/2/24

Saw GP 4/3/24 – itchy skin, pale stools, dark urine

What would you do next?



Case 1 cont’d

Bloods done – Bilirubin 84

What would you do next?



Case 1 cont’d

• Repeat bloods a week later

• Bili 177

• CT liver NAD



Case 1 cont’d

• Started oral pred as an outpatient

• Admitted to hospital

• High dose steroids – IV methylpred then 90 mg pred daily

• USS nad



Case 2
72F

Metastatic clear cell renal cell carcinoma

• Ipilimumab/nivolumab x4 from June 2021

• Complicated by gr 2 hepatitis post C4

• Responded to prednisone

• Maintenance nivolumab from Oct 21 

• Complicated by rash

• Responded to further low dose prednisone

• Treatment continued with stable disease radiologically

• Distal pancreatectomy Nov 2022 for presumed pNET

• Histology, met RCC

• Loose BM post – on Creon



Case 2 cont’d
• Presented to ED 4.1.23 with:

• Abdominal and ‘burning’ chest pain worsening over weeks

• Nausea and vomiting

• 3 loose bowel motions / day stable over months

• CT: multiple new enlarged abdominal lymph nodes and mesenteric stranding. Suggestive 
of nodal metastases from RCC.  Enteritis with reactive lymphadenopathy is thought less likely. 
Fluid in pancreatic bed

• Admitted 48 hours, analgesia and antiemetics 

for symptomatic management



Case 2 cont’d

• Re-presented 48 hours after discharge; family frustrated

• Ongoing nausea, vomiting and abdominal pain

What next?

• CT Brain with contrast

• Endoscopy

• Palliative care consult to manage refractory nausea

• Psychology input



Case 2 cont’d

• Symptoms escalated during hospital stay with worsening vomiting and minimal 
oral intake. Now 20 bowel motions/24 hours

Reduced folds in duodenum, flattening
Colon macroscopically normal appearance



Case 2 cont’d

• IV methylpred  2mg/kg commenced

• Improvement but not resolution of symptoms

• Infliximab 5mg/kg on D5 of methylpred with ongoing resolution of symptoms



Case 3

69M

• Resected stage IIIC (pT3bN2bM0) melanoma

• BG: AF with prior tachycardia induced CMP, asthma

• Treated with adjuvant nivolumab from June 2022

• Presented for cycle 9 treatment, reporting:

• Fatigue/lethargy

• Postural dizziness

• Anorexia, abdominal pain, nausea/vomiting

• No diarrhoea



Case 3 cont’d

What do you think this is likely to be?

 Non specific immunotherapy toxicity

 Gastritis/duodenitis

 Brain metastasis

 New onset diabetes

 Pituitary dysfunction



Case 3



Case 3

• Diagnosed with immunotherapy related diabetes 
mellitus

• IV rehydration, IV insulin and IV dextrose

• Vomiting and abdominal pain resolved with 
correction of ketoacidosis
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