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Intent 

INFORM EMPOWER INSPIRE



Nurses,  

Pharmacists and 

allied health   

General 

Practitioners 

Scientists and 

researchers 

Support group. 

Clinical Psychology 

Medical Oncology, 

Surgery, Radiation 

Oncology, Pathology 

Clinical trials 

Melanoma care is multidisciplinary



Melanoma drug therapy 



Melanoma staging 

STAGE DESCRIPTION FREQUENCY SURGERY DRUG 

THERAPY 

I and II-A Thin melanomas ++++ ✓ 

II B-C Thick melanomas +++ ✓ ✓ (not 

funded) 

III A Thin melanomas  + lymph 

gland

+ ✓

Not funded

III B-D Thin/thick melanomas  +  

lymph gland 

++ ✓ ✓

Unresectable 

stage III or IV

Advanced or metastatic 

melanoma

+  ✓✓

Melanoma staging 



Stage III melanoma – focus on neoadjuvant 
approach
 
- macroscopic/clinical stage III melanoma



Neoadjuvant approach is standard of care for resectable macroscopic 
stage III melanoma

Long et al. JCO. 2023



Checkpoint inhibitors in the neoadjuvant setting 

TARGETED THERAPY                CHECKPOINT INHIBITORS 
   



Complete response (no viable 

tumour cells)

Near complete (>0% to ≤10% 

viable tumour cells)

Partial response (>10% to 

≤50% viable tumour cells)

No response (>50% viable 

tumour)

Pathologic Response 

(% of tumour cells)

pCR

Near

-pCR

pPR

pNR

Major 

pathologic 

response



Pathologic response correlates with survival

Menzies et al. Nature Medicine. 2021



SWOG S1801. NEJM, 2023 NADINA. NEJM, 2024



SWOG S1801 vs. NADINA 
SWOG NADINA 

Type of study Phase II Phase III

Eligibility • Macroscopic resectable stage III

• Resectable stage IV (M1a, M1b,M1c)

• Cutaneous, unknown, acral or mucosal included 

• ITMs included (needed nodal disease) 

• Measurable disease as per RECIST 

• Patients with metastases in multiple regional 

nodal basins were eligible

• Macroscopic resectable stage III

• Cutaneous, acral or unknown

• ≥1 pathologically proven lymph-node 

metastasis ±  ≤3 ITMs. RECIST 

measurements not needed

Neoadjuvant 

immunotherapy

Three cycles of pembrolizumab every 3 weeks Two cycles of ipilimumab (80 mg) plus 

nivolumab (240 mg) every 3 weeks

Timing of surgery Within 5 weeks of last dose of pembrolizumab Week 6 (week 0; first dose of immunotherapy)

Adjuvant treatment Pembrolizumab (irrespective of pathologic 

response)

Pathologic response directed adjuvant 

treatment (no therapy, nivolumab or targeted 

therapy)



Phase 2 SWOG S1801: Neoadjuvant vs Adjuvant Pembrolizumab

• Better outcomes with the neoadjuvant approach 

Patel. NEJM. 2023



Stage III 

melanoma

Two cycles of IPI + 

NIVO 

Surgery NIVO

No further drug 

therapy if major 

pathologic response 

Targeted therapy or 

NIVO if no major 

pathologic response 

~60%

~40%

-   De novo or recurrent

- 1 LN metastasis +/- 

up to 3 ITMs

- Nil prior ICI

Phase 3 NADINA – neoadjuvant ipilimumab and nivolumab vs. adjuvant 
nivolumab



NEOADJUVANT APPROACH TRUMPS 

NADINA- 12-month event-free survival 84% vs 57% SWOG S1801- 12-month event-free survival 73% vs 60%



Why neoadjuvant?

Advantages

-Personalised response

- Tailored prognosis

- Tailored follow-up

- Alternative adjuvant treatment (second crack)

-Reduce tumour burden

-Baseline biomarker identification

-Economic, QoL improvements

Disadvantages

-Progression before surgery

-More toxic (combination)

-Surgical delays (toxicity)

Neoadjuvant pembrolizumab and neoadjuvant ipilimumab + nivolumab are now 

PBS listed.  



Pooled analysis (n=818)



Aim: explored how neoadjuvant targeted therapy 

and immunotherapy influenced surgical outcomes 

after lymph node dissection in terms of 

complications, morbidity, and textbook outcomes

Patients: The study included 89 NAST-treated 

patients and 79 upfront surgery-treated patients.

Results: 

• The rate of postoperative complications did 

not differ between the NAST- and upfront 

surgery-treated patients (55% vs. 51%; 

p=0.643)

• Steroid treatment for drug toxicity did not 

influence the complication rate (odds ratio 

[OR], 1.1; 95% confidence interval [CI], 

0.4–3; p=0.826).

• No significant differences in postoperative 

morbidity were observed in terms of 

seroma (23% vs. 11%; p=0.570) or 

lymphedema (36% vs. 51%; p=0.550). 

• The rate of achieving a textbook outcome 

was comparable for the two groups (61% 

vs. 57%; p=0.641)



Biomarker driven 

treatment selection

Prediction tools 

Management of non-

responders. Monitor for 

recurrence. Patterns of 

recurrence and success of 

salvage therapy

Minimising toxicity of 
drug therapy 

Role of gut microbiome 
and diet 

Minimising surgical 
morbidity – resection of 
index node vs 
therapeutic lymph node 
dissection 

Future directions



MIA’s website provides valuable patient resources

https://melanoma.org.au/for-patients/ 

Information on melanoma

- Diagnosis 

- Treatment 

- Patient information 

- Patient support 

- Clinical Research 

https://melanoma.org.au/for-patients/
https://melanoma.org.au/for-patients/
https://melanoma.org.au/for-patients/


Conclusion 

•Neoadjuvant therapy is the standard-of-care for clinical stage III melanoma. 

•Highest major pathologic selection, recurrence-free survival and event-free 
survival rates achieved with combination checkpoint inhibitor. 

•Neoadjuvant BRAF/MEK therapy is not as effective as checkpoint inhibitor.



Piyush.Grover@health.wa.gov.au 
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