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Locoregional Management of In-Transit Metastasis in 
Melanoma 

 
Recommendations 

 
This section is a quick reference guide and provides the guideline recommendations 

only. For key evidence associated with each recommendation, the systematic 
review, and the guideline development proocess, see the Full Report. 

 
 
GUIDELINE OBJECTIVES 

To provide guidance on appropriate management of satellite and in-transit metastases 
from melanoma. 

 
 
TARGET POPULATION  

These recommendations apply to adult patients diagnosed with satellite lesions or in-
transit metastases (ITM) from melanoma with or without lymph node metastasis. Patients 
with regional lymph node or distant metastasis were not included.  

 
 
INTENDED USERS 

Intended users of this guideline are oncologists specializing in the treatment of 
patients with melanoma within the province of Ontario. Other intended users include 
dermatologists, plastic surgeons, otolaryngologists, nuclear medicine doctors, and 
pathologists.  

 
 

RECOMMENDATIONS 
 
Preamble 

In the following recommendations the terms minimal, moderate, and maximal ITM are 
used. This determination is a clinical decision best made by experts in melanoma surgery. 
Size, location, number of lesions, rapidity of development of new lesions, and depth of 
lesions within the skin, subcutaneous fat, or muscle all need to be considered. While there is 
no precise categorization, for the purposes of this guideline, we defined minimal ITM as 
lesions in a location with limited spread (generally 1-4 lesions); lesions are generally 
superficial, often clustered together, and surgically resectable. Moderate disease is 
considered to be >5 lesions covering a wider area or when new in-transit lesions develop 
rapidly (over weeks). Late presentation large-volume disease with multiple (>15-20) 2-3 cm 
nodules or subcutaneous or deeper lesions over a wide area is considered maximal.  

While treatment intent in the following recommendations is to improve survival, it is 
acknowledged that a large portion of patients will have incomplete response or subsequent 
relapse. Follow-up (surveillance) and retreatment is standard of care, but was not within the 
scope of this guideline. The following recommendations are based on the available evidence 
supplemented by expert opinion; however, the quality and extent of comparative evidence is 
poor for ITM and enrolment in a clinical trial should be considered if available. 
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Recommendation 1 
• In patients presenting with minimal ITM, complete surgical excision with negative 

pathological margins is recommended. In addition to complete surgical resection, adjuvant 
treatment may be considered. 

Qualifying Statements for Recommendation 1 
• In the case of this recommendation, minimal in-transit disease refers to lesions in a location 

with limited spread as determined by the clinician and as defined in the preamble. 
• Any patient with new in-transit disease should be staged to rule out distant metastases 

(including brain metastases) with positron emission tomography-computed tomography (PET-
CT) and either head CT, brain magnetic resonance imaging (MRI), or CT of the head, chest, 
and pelvis. Imaging of the affected area (CT or MRI) could be completed if it would inform 
the clinical decision making.  

• Surgical excision should only be performed in instances where surgical morbidity is 
determined to be low. A review by a multidisciplinary team in a high-volume centre should 
be completed in these cases. 

• A wide local excision of the in-transit lesion is not required; however, an excision to achieve 
a pathologically negative margin is required.  

• Adjuvant systemic therapy may be considered for ITM undergoing surgical resection. For 
recommendations regarding adjuvant systemic therapy treatments, please refer to PEBC 
Guideline 8-1: Systemic Adjuvant Therapy for Patients at High Risk for Recurrent Melanoma 
[1]. 

 
 
Recommendation 2 
• In patients presenting with moderate, unresectable ITM consider using the following 

approach for localized treatment: 
o First choice: Intralesional interleukin (IL)-2 or talimogene laherparepvec (T‑VEC; 

Imlygic®)  
o Second choice: Topical diphenylcyclopropenone (DPCP) 
o Third choice: Radiation therapy 

• There is insufficient evidence to recommend intralesional bacille Calmette-Guerin (BCG) or 
carbon dioxide (CO2) laser ablation outside of a research setting.  

Qualifying Statements for Recommendation 2 
• In the case of Recommendation 2, moderate ITM is based on the number of lesions that 

makes resection unreasonable or where surgical resection would carry a high level of 
morbidity or when new lesions are appearing at a rapid rate (over weeks). 

• Any patient with new in-transit disease should be staged to rule out distant metastases 
(including brain metastases) with PET-CT and either head CT, brain MRI, or CT of the head, 
chest, and pelvis. Imaging of the affected area (CT or MRI) could be completed if it would 
inform the clinical decision making. 

• Clinical trials may be considered where appropriate and available. 
• A review by a multidisciplinary team in a high-volume centre should be completed for 

moderate ITM cases. 
• Some small trials, not meeting the review criteria [2-4], suggest that using tretinoin 

(Retin-A®)) and imiquimod (Aldara®) together with IL-2 may increase the rate of complete 
response (CR) and this is now being used in some centres. Imiquimod is not funded in 
Ontario. 

• Adjuvant therapy trials included patients rendered disease-free following surgery, and did 
not include patients with response to local treatment (topical or injections). There are 
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therefore no data on whether or not systemic treatment following local treatment would be 
of additional benefit.  

• At the time of this Guideline publication, the following treatments are not approved for use 
in Ontario:  

o Electrochemotherapy (ECT) 
o Intralesional PV-10 (Rose Bengal) 
o Allovectin-7® 
o  T‑VEC 

• In Ontario, costs for DPCP are not funded by the provincial health insurance plan. 
 
 
Recommendation 3 
• In patients presenting with maximal ITM (late presentation, large-volume disease, multiple 

2-3 cm nodules) confined to an extremity, the following interventions may be considered: 
o Isolated limb perfusion (ILP) 
o Isolated limb infusion, (ILI) or  
o Systemic therapy 
o In extremely select cases, amputation could be considered as a final option in 

patients without systemic disease after discussion at a multidisciplinary case 
conference.  

Qualifying Statements for Recommendation 3 
• In the case of Recommendation 3, maximal ITM, based on late presentation, large-volume 

disease, and multiple 2-3 cm nodules, would likely not benefit from injections. 
• Any patient with new in-transit disease should be staged to rule out distant metastases 

(including brain metastases) with PET-CT and either head CT, brain MRI, or CT of the head, 
chest, and pelvis. Imaging of the affected area (CT or MRI) could be completed if it would 
inform the clinical decision making. 

• The regional therapies listed above are limited to use in patients with ITM confined to a limb 
(arm or leg) where a tourniquet can be placed above the highest in-transit lesion. For ILP, a 
nodal dissection is completed at the same time.  

• Although systemic therapy was not reviewed in this guideline, it may be considered in 
patients with maximal ITM. Immunotherapy and targeted therapy have been found of benefit 
in the metastatic setting and for adjuvant use in completely resected melanoma [1].  

• A review by a multidisciplinary team in a high-volume centre should be completed in cases 
where maximal disease is suspected. 

 
 
Recommendation 4 
• In cases where local, regional, or surgical treatments for ITM may be ineffective, unable to 

be performed, or if a patient has systemic metastases at the same time, systemic therapy 
may be considered. 

Qualifying Statements for Recommendation 4 
• A review by a multidisciplinary team in a high-volume centre should be completed for 

complex cases, including those for which systemic therapy is being considered. 
• No studies were found that directly compared contemporary systemic therapy to 

locoregional treatments for any level (minimal/moderate/maximal) of ITM. As such, while 
balancing adverse effects, local availability, and patient preference, systemic therapy 
should always be an option. 
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