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1 ABBREVIATIONS 

 

DMFS Distant Metastatic Free Survival 

RFS Relapse Free Survival 

OS Overall Survival 

CMM Cutaneous Malignant Melanoma 

GCP Good Clinical Practice 

eCRF electronic Case Report Form 

CTIS Clinical Trials Information System  

EDC Electronic Data Capture 

HR Hazard Ratio 

PI Principal Investigator 

WOCBP Women of child-bearing potential 
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2 SYNOPSIS 

Clinical Trial Title: A prospective randomized international multicenter study to compare 

Short versus Long Adjuvant immunotherapy after radical surgery of stage IIb-c, III and 

IV cutaneous malignant Melanoma  
 
Short Title:  

Assessment of short immunotherapy after radical surgery of high-risk malignant melanoma. 

EU CT number    2023-509994-22-00 

Clinical Trial phase III 

Clinical Trial Population Patients radically operated for stage IIb-c, III and IV cutaneous 

malignant melanoma (CMM) 

Clinical Trial objective To assess whether treatment (adjuvant +/- neoadjuvant) with 

immunotherapy for 6 months is as effective as 12 months. 

Clinical Trial design Randomized non-inferiority 

Study 

population/indication and 

total number of subjects 

(Planned) 

As a screen failure rate of approximately 10 percent is anticipated, 

screening of approximately 2000 subjects is planned to achieve the 

target of 1880 subjects in total (940 subjects randomized to 

treatment in each arm).   

Number of planned clinical 

trial centers 

Around 630 

Clinical trial duration The planned clinical trial duration (from First Subject First Visit to 

Last Subject Last Visit) is approximately nine years.  

  The planned duration of recruitment (from First Subject First Visit 

to Last Subject First Visit) is approximately four years.  

Definition of End of Trial The trial ends when the last subject has completed the last follow-

up (planned Dec 2033). 

Duration of subject 

participation 

Each subject will be followed for overall survival for at least five 

years.  

Key Inclusion criteria  1) Performance status ECOG/WHO 0-1.  

2) Radical surgery for CMM stage IIb-c, III and IV. 

Key Exclusion criteria  1) The patient is assessed as unfit to receive immunotherapy.  

2) An active, known, or suspected autoimmune disease. 

Investigational product Standard immunotherapy (adjuvant +/- prestudy neoadjuvant), 

currently nivolumab or pembrolizumab administered intravenously 

subcutaneously for 12 months.   

Comparator Standard immunotherapy (adjuvant +/- prestudy neoadjuvant), 

currently nivolumab or pembrolizumab administered intravenously 

or subcutaneously for 6 months.   

Endpoints Primary efficacy endpoints are distant metastatic free survival 

(DMFS) and relapse free survival (RFS) at 2 years. 

Secondary efficacy endpoints are long-term DMFS, RFS and 

overall survival. 

Principal statistical 

method  

Cox regression model  

Sample size calculation 1880 patients 
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3 BACKGROUND AND RATIONALE 

The incidence of cutaneous malignant melanoma (CMM) is rapidly increasing in Western Europe, 

not the least in Sweden. Between 2013 and 2023 the increase was over 60 %, from 3400 to 5500 

cases per year in Sweden. According to the Swedish Cancer Society, the number of cases is 

expected to multiply during the next decades (www.cancerfonden.se). As there are no clear trends 

of earlier detection of CMM, the number of patients that will be eligible for systemic adjuvant 

treatment will probably continue to steadily increase. 

 

Since 2017, post-operative treatment with PD-1 inhibitors for 12 months is routine in the Western 

world for stage III melanoma patients. However, a rational for having chosen a 12-month treatment 

period in the registration studies is lacking. The introduction of adjuvant immunotherapy for high-

risk patients was based on two pivotal phase III randomized studies, CheckMate 238 (nivolumab, 

Opdivo®) and the other, Keynote 054, (pembrolizumab, Keytruda®) where the former also 

included stage IV patients (1, 2). In 2023, results from two large, randomized phase III studies 

assessing immunotherapy in patients operated for thick CMM without lymph node involvement 

(stage IIb-c) (Keynote 716 and Checkmate 76K) were presented. The results showed that treatment 

with PD-1 inhibitor significantly prolonged relapse free survival (RFS) compared to placebo (3, 4). 

Results from neo-adjuvant studies with PD-1 + CTLA-4 inhibitor (OpACIN) have shown promising 

results but they are small and lack a control arm (5). In addition, results from a randomized phase II 

study in patients with macroscopic stage III and operable stage IV CMM were published earlier last 

year showing that the event-free survival was significantly better for patients receiving treatment 

with neoadjuvant PD-1 inhibitor compared to the standard adjuvant treatment. Patients in the 

experimental arm received two months of preoperative and ten months of post-operative 

immunotherapy (6). The ongoing phase III NADINA study aims to confirms the increased benefit 

of neoadjuvant compared to adjuvant immunotherapy. In this trial, adjuvant treatment wasis not 

given to patients where a complete or near complete pathological response on neoadjuvant 

treatment has been achieved (ClinicalTrials.gov: NCT04949113). Other differences compared to the 

phase II study is that the patients in NADINA received combination immunotherapy neoadjuvant 

and that patients with a BRAF-mutated tumor received BRAF and MEK inhibitors adjuvant (7).  
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Noteworthy, no randomized study has investigated whether a shorter adjuvant treatment is as 

effective as 12 months. In addition, according to “Clinicaltrials.gov”, there is no study addressing 

this issue.  

 

There are ongoing studies assessing new drugs in the adjuvant setting for high-risk malignant 

melanoma patients. Two phase III studies investigate Tthe potential benefit of adding thea LAG-3 

inhibitor finalimab to anti PD-1 treatment (cemiplimab, Libtayo®) : In RELATIVITY-098, 

relatlimab is given together with nivolumab (Opdualag®) (NCT05002569) while fianlimab is tested 

together with cemiplimab (R3767-ONC-2011, Libtayo®) in a phase IIIthe other study 

(NCT05608291). Furthermore, whether pembrolizumab in combination with the TIGIT-inhibitor, 

vibostolimab is more effective than pembrolizumab alone is addressed in another large study 

(KEYVIBE010, NCT05665595). There is yet another potential registration study (INTerpath V940-

001, NCT05933577) where patients who have undergone surgery for different stages of high risk 

CMM, receive pembrolizumab combined with multiple injections with a neoantigen mRNA-based 

vaccine. Promising results with this personalized vaccine candidate was shown in a randomized 

(2:1) phase 2 study, KEYNOTE-942 (NCT03897881) (5). All Tthese trials use a 12- month 

treatment period despite the lack of evidence. 

 

The BRAF and MEK inhibitors dabrafenib and trametinib are alternative adjuvant treatments for 

patients with BRAF mutated CMM (8). Therapy with the BRAF and MEK inhibitors, encorafenib + 

binimetinib is being evaluated in another randomized phase III study, COLUMBUS-AD 

(NCT05270044), in patients who have had radical surgery for thick CMMs without lymph node 

involvement. 

 

In recent years, adjuvant systemic immunotherapy has been introduced for several other cancer 

types including non-small cell lung cancer (NSCLC), bladder cancer, renal cancer and esophageal 

cancer. Interestingly, studies of adjuvant treatment shorter than 12 months have not been conducted 

in these patient groups either. One plausible reason is that adjuvant studies usually have been 

conducted with pharmaceutical companies as sponsors. 

 

The adjuvant systemic treatment in colorectal cancer patients is not immunotherapy but 5-FU based 

chemotherapy. It is noteworthy that in these patients, the length of the adjuvant treatment period has 

https://cts.businesswire.com/ct/CT?id=smartlink&url=https%3A%2F%2Fclinicaltrials.gov%2Fstudy%2FNCT05933577&esheet=53479171&newsitemid=20230726379908&lan=en-US&anchor=https%3A%2F%2Fclinicaltrials.gov%2Fstudy%2FNCT05933577&index=4&md5=d8e4c327418bcafdc138316d59bb7ffc
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been reduced gradually from two years to one year to 6 months and presently to 3 months if an 

oxaliplatin-containing regimen is used based on results from large non-inferiority trials (9). 

Furthermore, the length of adjuvant treatment with trastuzumab in breast cancer patients has been 

shortened to 6 months and more recently to 3 months if an oxaliplatin-containing regimen is used 

based on results from large non-inferiority trials (10). 

The current adjuvant treatment practice in CMM patients varies between western countries. In 

Sweden, adjuvant treatment for stage, IIb, IIc and IIIa patients is not recommended in contrast to 

the guidelines in several other countries. For example, stage IIc patients are considered for adjuvant 

treatment in Finland (personal communication with Micaela Hernberg, consultant, Department of 

Oncology, Helsinki). Whether neoadjuvant treatment has been introduced also varies from county 

to country. In Sweden, neoadjuvant treatment is recommended according to our national guidelines 

while it is not recommended in for example Denmark (personal communication with Ingmarie 

Svane, professor, Department of Oncology, Herlev). 

 

One major advantage with short adjuvant treatment is the decreased risk for severe toxicity since 

the risk is cumulative. In the adjuvant studies the observed grade 3-4 toxicity is 10-15 % (1, 2). 

Another patient advantage with a shorter treatment is that fewer hospital visits are needed. One 

drawback with adjuvant treatment is the resources required, including costs. The cost for checkpoint 

inhibitors has been estimated to raise from astonishing 24 billion USD in 2021 to 46 billion USD in 

2026 (https://www. researchandmarkets.com/reports/5553670/checkpoint-inhibitors-global-market-

report-2022#rela0-5446055). A large unknown part of this sum could be referred to adjuvant 

treatments.   

 

In conclusion, there is still no evidence that a 12-month systemic treatment (adjuvant +/- 

neoadjuvant) is needed, and the implementation of this treatment length has been done as per 

registration trials. The important question whether a shorter adjuvant treatment period is as effective 

as the current one-year schedule has so far not been addressed. A shorter treatment period would 

clearly be advantageous for patients and lead to a substantial reduction in drug costs and health care 

resources. It is therefore of great interest to perform a large randomized study with non-inferiority 

design like the current proposal which is needed to answer the study question.  
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4 TIME SCHEDULE 

2023-2024: Planning, fund-raising, writing the final protocol, setting up the electronic case report 

form (eCRF) and randomization procedure, gaining ethical committee, radiation protection 

committee and the Swedish Medical Products Agency approvals. 

2023-20254: Recruitment of centers. 

2024-2028: Enrollment of patients. 

2033: Last patient followed-up for 5 years. 

5 AIM AND HYPOTHESIS 

The aim is to conduct a prospective non-inferiority randomized international multicenter study with 

systemic immunotherapy comparing treatment with a duration of 6 months (experimental arm) to 

12 months (standard arm) in patients having undergone radical surgery for stage IIb-c, III and IV 

CMM. The primary aim is to address whether 6 months of immunotherapy (adjuvant +/- 

neoadjuvant) in these high-risk patients is as effective as the current 12-month scheme. The primary 

outcome variables are distant metastatic free survival (DMFS) and RFS at 2 years. 

The hypothesis is that 6 months of systemic immunotherapy (adjuvant +/- neoadjuvant) is as 

effective as the current standard treatment scheme of 12 months in patients who undergo radical 

surgery for high risk CMM.  

6 EVALUATION OF RISK AND BENEFIT 

With the adjuvant standard treatment today for patients with high-risk CMM, the number needed to 

treat (NNT) to prevent relapse is roughly seven while adverse reactions grade III-IV develop in 

around 1/7 patients. This means that the likelihood of benefit equals the risk for developing severe 

side effects.  

If the results show that a shorter treatment period is as effective as the current one-year scheme it 

would greatly benefit the patients by decreasing the risk for side effects and by reducing the number 

of hospital visits. In addition, the health care resources saved would enable spending more resources 

in other areas. The Swedish Melanoma Patient Group (Melanomföreningen) has been addressed and 

they are in favor of the study, although they anticipate that patients might not want to participate 

due to fear of receiving an inferior treatment. However, none of the registration studies have so far 

shown that adjuvant systemic therapy in CMM patients significantly prolongs overall survival (OS) 
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and its routine use is based on prolonged RFS. As in other malignancies, adjuvant treatment for 

CMM is most often given in vain as many patients would not relapse even without adjuvant 

treatment and a large group of patients relapses despite having received adjuvant treatment. 

Complete response is achieved in around 20 % of metastatic CMM patients and these responses are 

usually long lasting. This raises the question whether it might be better to refrain from adjuvant 

immunotherapy and instead save this treatment for those patients who relapse with advanced 

disease. The patients in whom we prevent relapse by adjuvant immunotherapy may be the same 

patients who gain from immunotherapy with complete response in the advanced setting. In addition, 

a recent cohort study did not indicate any OS benefit after the introduction of immunotherapy (11). 

Importantly, an interim analysis will be conducted to ensure that the experimental arm (6 months of 

treatment) is not clearly inferior to the standard treatment period of 12 months, in which case the 

trial recruitment will be halted. Noteworthy, similar studies have been conducted in breast and 

colorectal cancer patients where adjuvant treatment significantly prolongs OS.  

7 RECRUITMENT AND ELIGIBILITY 

7.1 RECRUITMENT 

Patients will be recruited from treating centers in Sweden and university clinics in other countries, 

preferably university centers in European countries. At each participating center, consecutive 

patients receiving radical surgery for high-risk CMM will be considered for inclusion.  

Based on data from the Swedish Melanoma Registry (SweMR), the expected incidence of stage 

IIIb-d according to AJCC8 classification at the time of diagnosis, is 250 patients/year. 

With a recruitment rate of 60%, 150 patients are estimated to be enrolled/year in Sweden only. 

 

In addition, CMM patients diagnosed with stage III at relapse are also candidates for systemic 

adjuvant treatment. Unfortunately, the annual incidence of patients diagnosed as stage III at relapse 

is currently not recorded in Sweden. The small number of patients undergoing radical surgery for 

stage IV CMM is also unknown. 

No Swedish stage IIb patients are anticipated to participate since they are not covered by the 

national recommendation.  

 

We estimate that 50 patients from these subgroups will be included yearly, yielding a total 

recruitment of 200 patients/year. 
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7.2  INCLUSION CRITERIA 

1) Provision of written informed consent for participation. 

2) ≥ 18 years of age. 

3) Performance status ECOG/WHO 0-1.  

4) Adequate organ functions as per standards for immunotherapy. 

5) Radical surgery for CMM (including acral) stage IIb-c, III (including in transit) and IV. Stage III   

    CMM patients with unknown primary and stage IIb-c CMM patients who have not undergone   

    sentinel node procedure are eligible.  

6) A complete physical examination within 28 days prior to  start.of study   

    treatmentrandomization. 

7) Previous adjuvant treatment with BRAF + MEK inhibitors is allowed.  

8) Neoadjuvant treatment with immunotherapy for two months (currently pembrolizumab every  

    third weeks three times or nivolumab every fourth week two times) is allowed providing that a  

    complete or near complete pathological response was not achieved and patients with clear   

    progressive disease according to the pathology report are not eligible.  

9) All participants who have not received neo-adjuvant treatment must have disease-free status   

    documented by radiological assessment within 28 days prior to start of study  

    treatmentrandomization   

    while 86 weeks is sufficient for neo-adjuvant treated patients. 

10) The patient must be randomized and start systemic study treatment within 12 weeks after final  

      sSurgery (including neoadjuvant patients), i.e. excision + sentinel node biopsy, lymph-node  

      dissection or metastasectomy. 

110) Participants must be off immunosuppressive doses of systemic steroids (>10 mg/day 

      prednisone or equivalent) for a minimum of 14 days prior to start of study treatmentdrug 

administration. 

121) Sufficient renal function for radiological assessments with i.v. contrast.   

132) Peri-operative radiation therapy is allowed. 

143) Patients who experience a locoregional lymph node relapse, i.e. stage III disease or operable  

      stage IV at a time-point later than primary diagnosis are welcome to participate provided that         

      they have not received neoadjuvant and/or adjuvant immunotherapy. 

154) Negative highly sensitive urine or serum pregnancy test for women of childbearing potential    

        (WOCBP) 

165) WOCBP are required to use contraceptives as described below (section 7.2.1) 
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176) Male subjects should agree to use condom during treatment and for three (3) months after      

        termination of treatment  

7.1.1 Women of childbearing potential (WOCBP) 

 
The inclusion of WOCBP (defined as fertile women following menarche and until becoming post-

menopausal unless permanently sterile by hysterectomy, bilateral salpingectomy and bilateral 

oophorectomy), requires use of highly effective contraceptive measures such as: 

• Combined hormonal contraception or progesterone-only hormonal contraception associated 

with inhibition of ovulation (oral, intravaginal or transdermal) 

• Intrauterine device 

• Intrauterine hormone-releasing system 

• Bilateral tubal occlusion 

• Vasectomized partner 

• Sexual abstinence  

Measures for contraception shall be maintained during treatment with IMP, and 5 months after 

termination of the study treatment.  

1.3 EXCLUSION CRITERIA 

1) The patient is, in the opinion of the investigator, assessed as unfit to receive systemic adjuvant  

     treatment.  

2) Serious and/or uncontrolled medical disorder that in the opinion of the investigator is  

    contraindicated.  

3) An active, known, or suspected autoimmune disease. Participants with type I 

    diabetes mellitus, hypothyroidism requiring hormone replacement only and skin disorders  

    (such as vitiligo, psoriasis, or alopecia) not requiring systemic treatment are eligible. 

4) Life-expectancy less than 2 years due to concurrent disease (e.g., cardiac disease and 

    liver cirrhosis). 

5) Inability to provide informed consent or refusal to do so. 

6) Inability to comply with the study protocol.  

7) Participation in other clinical trials interfering with the current study protocol. 

8) Existing or previous malignancies within the past 5 years (except for with curative intent treated 

in situ breast and in situ  
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    cervical cancer, melanoma in situ, malignant melanoma, non-melanoma skin cancer and low  

    risk prostate cancer (the latter also allowed if existing)). 

9) Breast-feeding, pregnancy, or planned pregnancy. 

10) Ocular and mucosal melanoma. 

The patient must be randomized and start systemic treatment within 12 weeks after final surgery, 

i.e. excision + sentinel node biopsy, lymph-node dissection or metastasectomy. However, 

neoadjuvant treated patients must be randomized within 6 weeks after radical surgery. 

8 STUDY PROCEDURES  

8.1   RANDOMIZATION PROCEDURE 

Randomization 1:1 will be locally performed in the electronic data capture (EDC) system (Viedoc) 

before start of adjuvant treatment and stratified according to tumour stage, and neoadjuvant 

treatment given or not, type of neoadjuvant treatment (PD-1 inhibitor or ipilimumab + nivolumab) 

treatment and pathological response (partial or non-response) after neoadjuvant treatment.  

8.2 8.2   STUDY TREATMENT 

Adjuvant treatment with current standard immunotherapy drugs will be given according to the 

routine treatment schemes in both study arms. 

 
Adjuvant +/- neoadjuvant treatment with current standard immunotherapy drugs will be given 

according to the routine treatment schemes in both study arms. The study treatment options are: 

• Nivolumab given every second or fourth week at the registered dose, i.e. 240 mg or 480 mg 

respectively. 

Pembrolizumab given every third or sixth week at the registered dose, i.e. 200 mg or 400 mg 

respectively. 

Hybrid dosing is also an alternative which means that patients will receive an individualized 

dose based on weight according to Table 2 in Malmberg et al (17) and as listed below: 

 Hybrid dosing 

Pembrolizumab 100 mg every 3 weeks for individuals 

weighing <65 kg, or 150 mg for individuals 

weighing ≥65 kg 
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 200 mg every 6 weeks for individuals 

weighing <65 kg; 300 mg every 6 weeks for 

individuals weighing 65-90 kg; or 400 mg 

every 6 weeks for individuals weighing ≥90 

kg 

Nivolumab 3 mg/kg every 2 weeks, maximum 240 mg 

 6 mg/kg every 4 weeks, maximum 480 mg 

 

The kind of immunotherapy and the dosing interval that is to be used for an individual patient must 

be decided by the PI before randomization. Subcutaneous route and bisoimilars will be allowed 

under the prerequsite that they are approved by the EMA.   

The standard treatment might change during the course of the study, based on upcoming results 

from ongoing phase III adjuvant studies (see above). If standard treatment is changed a protocol 

amendment will be issued and a substantial modification (SM) will be submitted and approved in 

Clinical trial information system (CTIS) before the new treatment is implemented in the study.  

Patients who have undergone neoadjuvant immunotherapy are also eligible for the study providing 

that a complete or near complete pathological response has not been achieved.  which usually is the 

case With PD-1 inhibitor as single treatment, in almost 520% of the patients experience a complete 

or near complete pathological response reponsecases  (6) while this is the case for more than 60% 

with combination immunotherapy (7). Since the neoadjuvant treatment duration is two months, 

these patients will in the standard arm receive 10 months post-operative treatment and in the 

experimental arm, four months post-operative treatment only. In case of treatment delays, the 

duration of treatment will not be prolonged. Follow-up visits, blood tests and management of side 

effects will follow current practice based on national guidelines. 

Expected side effects of the study treatment (refer to respective Summary if product characteristics, 

SmPC) will be managed according to routine clinical practice and the international guidelines for 

the management of immune related side effects: ASCO, ESMO and The society of immunotherapy 

on cancer (SITC). 

 

 

Standard treatment with checkpoint  

inhibitor for 10*/12 months 

(established treatment duration). 

Randomization 1:1 
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         *neoadjuvant treated patients 

 

Patients who have not received neoadjuvant treatment 

In case of treatment delays, the duration of treatment will not be prolonged, regardless the number 

of treatments administered. The study treatment options are: 

• Nivolumab given every fourth week (six treatments in the experimental and thirteen in the 

standard arm respectively) at the registered dose, i.e. 480 mg respectively. 

• Pembrolizumab given every third (eight treatments in the experimental and seventeen in the 

standard arm respectively) or sixth week (four treatments in the experimental and nine in the 

standard arm respectively) at the registered dose, i.e. 200 mg or 400 mg respectively. 

Patients who have received neoadjuvant treatment 

Usually, the stipulated number of treatments will be given on the discretion of the 

investigator regardless of treatment delays.  

• Nivolumab given every fourth week (four treatments in the experimental and eleven in the 

standard arm respectively) at the registered dose, i.e. 480 mg. 

• Pembrolizumab given every third (six treatments in the experimental and fifteen in the 

standard arm respectively) or sixth week (three treatments in the experimental and seven in 

the standard arm respectively) at the registered dose, i.e. 200 mg or 400 mg respectively. 

 

1.3 CONCOMITANT USE OF OTHER MEDICINAL PRODUCTS AND TREATMENTS 

Medications considered necessary for the safety and well-being of the subject may be prescribed at 

the discretion of the investigators, unless otherwise specified in the exclusion criteria. Concomitant 

medication should be recorded in the Case Report Form (CRF). 

1.4 STUDY FOLLOW-UP SCHEME 

The schedule of assessments is listed in Appendix 1. 

A baseline visit 1-11 weeks after the last melanoma-related surgery is scheduled for study 

information, inclusion and randomization. The national routine schedule for follow-up visits will be 

Standard treatment with checkpoint 

inhibitor for 4*/6 months 

(experimental arm).  
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applied for all patients in the study according to standard practice which normally includes doctor 

appointments with physical examinations after each radiological assessment.  

The scheme includes compulsory imaging including brain at baseline (within 4 weeks for adjuvant 

and 8 weeks for neoadjuvant respectively of study treatment startrandomization and including 

brain), and at 6 and 24 months (including brain) respectively (see flow-chart below). The minimum 

imaging scheme is similar to Swedish guidelines but clearly less extensive than current practice in 

most other countries, e.g. Great Britain (Paul Lorigan, personal communication) and much more 

frequent imaging was done in previous adjuvant studies (1, 2). Swedish patients will undergo one 

extra scan (at 24 months) compared to national guidelines which corresponds to (Uppsala 

University Hospital as reference) an additional radiation dose of 12 mSievert (dose for CT scan) or 

6 mSievert (dose for FDG-PET-CT). The mode of imaging (CT scan of the thorax, abdomen and 

brain/MRI brain or i.v. contrast enhanced whole body FDG-PET-CT including brain or whole body 

FDG-PET-CT and MRI brain) is chosen by the investigator at baseline and preferably, the same 

method is used for all imaging. Importantly, if an FDG-PET-CT without contrast or CT not 

including brain is conducted at 24 months, MRI of the brain must also be performed. If the primary 

CMM was situated on one leg, the FDG-PET-CT must include the site of the primary tumour. In 

case of a positive sentinel node but no performed lymph node dissection, CT imaging must include 

local lymph nodes.  

All patients will be followed for survival for at least 5 years.  

Extra diagnostic assessments (imaging and laboratory tests) should be done for all subjects 

presenting signs and/or symptoms of relapse at the discretion of the investigator and as per clinical 

practice. Patients in both groups should be instructed to contact their study center if they experience 

any symptoms suspicious of recurrence.  

 

 

Flow-chart of minimum number of radiological assessments 

 

 

 

 

 

This study will consist of 3 phases: screening, treatment, and follow-up. 

6 months 2 years 

  

Strålbehandling 

Randomisation 

Scan 

↓ 

 

Scan 

↓ 

 

Scan 

↓ 
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1.5 TREATMENT IN THE CASE OF RECURRENCE 

If recurrence is suspected or verified, the patient should be investigated and treated as per local 

practice and national guidelines. A discussion of the case at an MDT conference, in order to decide 

and offer the best available treatment (e.g. salvage surgery, palliative chemotherapy, checkpoint 

inhibitors, BRAF- and MEK-inhibitors and/or radiotherapy, experimental treatment in a study, 

palliative care) is encouraged. The MDT should preferably include a surgeon, a dermatologist, a 

pathologist, a radiologist, a contact nurse, a research nurse and an oncologist. Patients who 

experience local recurrence and start a new treatment will continue to be followed up according to 

the protocol for a total of five years. Patients who experience distant relapse will continue to be 

followed up for survival according to the protocol for 5 years. 

1.6 START, END, TEMPORARY HALT AND EARLY TERMINATION 

The start of the trial is defined as the first visit of the first subject. Sponsor will report the start of 

the trial in each participating country through notification in CTIS within 15 days. The trial may be 

prematurely terminated for safety reasons affecting the risk-benefit balance or if the recruitment of 

subjects cannot be completed within reasonable time. Decisions on premature termination are taken 

by the sponsor. The Competent Authorities will be informed as soon as possible via CTIS, but no 

later than 15 days after trial suspension. 

If the trial is prematurely terminated or suspended, the investigator will immediately inform the 

subjects and ensure appropriate treatment and follow-up. On the individual level the treatment will 

be stopped if severe toxicity occurs, please see the international guidelines (ASCO, ESMO and 

SITC). 

1.6.1 Definition of End of Trial 

The trial ends when the last subject has completed the last follow-up. 

9 EVALUATIONS 

9.1 PRIMARY ENDPOINTS 

The primary endpoints of the study are DMFS and RFS at 2 years.  
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9.2 SECONDARY ENDPOINTS 

The secondary endpoints are long-term DMFS, RFS and OS. DMFS and RFS are evaluated with 

radiology and clinically. OS is evaluated based on survival data in patient medical records. For the 

secondary endpoints, the patients will be followed for OS for at least five years. 

9.3 ADDITIONAL EVALUATIONS 

Health economics will be analyzed. In particular if the experimental arm turns out as effective as 

standard treatment, the savings in costs will be addressed. 

10    SAFETY REPORTING 

Since the study treatment consists of well-known medicinal products that are used in the approved 

doses and patients in the experimental arm will receive a shorter, ie less toxic regimen than the 

current standard treatment, no extensive safety reporting is deemed necessary. Treatment related 

serious adverse events (SAE) during treatment and up to 6 months after treatment will be registered. 

Suspected unexpected serious adverse reactions (SUSARs) will be reported by sponsor to the 

authorities, according to local regulations, based on the information captured in the eCRF. (E.g. 

SUSARs that occur in Finland shall be reported by secure e-mail (Eudralink or Fimea’s secure mail 

service) to FI-CTA@fimea.fi. Fimea will then transfer the information to EudraVigilance on the 

investigator's behalf.) 

10.1 DEFINITIONS 

10.1.2 Serious Adverse Event (SAE) 

 
Serious Adverse Event (SAE): Any untoward medical occurrence in a subject to whom a medicinal 

product is administered that at any dose requires: 

• inpatient hospitalization or prolongation of existing hospitalization, 

• results in persistent or significant disability or incapacity,  

• results in a congenital anomaly or birth defect,  

• is life-threatening, or results in death.  

Medical and scientific assessment will be made to determine if an event is serious.  

10.1.3 Suspected Unexpected Serious Adverse Reaction (SUSAR) 
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SUSAR: An adverse reaction/event that is unexpected, serious, and suspected to be caused by the 

treatment, i.e. adverse reactions/events that are not included in the Reference safety information 

(RSI) section of the Summary of product characteristics (SmPC). 

10.2.1 Assessment of causal relationship 

 

The investigator is responsible for determining whether there is a causal relationship between the 

AE/SAE and use of the investigational medicinal product. 

Consideration should be given to whether there is a reasonable possibility of establishing a causal 

relationship between the adverse event and the investigational medicinal product based on the 

analysis of the available evidence. 

All AE can be categorized as either likely related, possibly related, unlikely related or not related, in 

accordance with the definitions below: 

Likely related: Clinical event, including abnormal results from laboratory analyses, occurring 

within a reasonable time after administration of the intervention/investigational medicinal product. 

It is unlikely that the event can be attributed to underlying disease or other medications but is most 

likely caused by the investigational medicinal product and its emergence is reasonable in 

relationship with use of the investigational medicinal product. 

Possibly related: Clinical event, including abnormal results from laboratory analyses, occurring 

within a reasonable time after administration of the intervention/investigational medicinal product. 

The event could be explained by the investigational medicinal product and its emergence is 

reasonable in relationship with use of the investigational medicinal product, but there is insufficient 

information to determine the relationship. The event could be explained by an underlying disease or 

other medications. 

Unlikely related: Clinical event, including abnormal responses from laboratory tests, unlikely to be 

related to the intervention/investigational medicinal product and can be reasonably explained by 

other medication or underlying disease. 

Not related: Clinical event, including abnormal results from laboratory analyses, that is not 

reasonably related to the use of the intervention/investigational medicinal product. 

Those AEs which are suspected of having a causal relationship to the investigational medicinal 

product will be followed up until the subject has recovered or is well taken care of and on the way 

to good recovery. 

If the reporting investigator does not provide any information on causality, the sponsor should 



23 

 

Grand SLAM study protocol 

Version 4.0 20254-104-078 

Ullenhag G.J.           

consult with the reporting investigator and encourage the expression of a position on this issue. The 

sponsor must take into account the assessment of causality provided by the investigator. If the 

sponsor disagrees with the investigator's assessment of causality, both the investigator's and the 

sponsor's views should be included in the report. 

 

10.2.2 REPORTING AND REGISTRATION OF SERIOUS ADVERSE EVENTS (SAE) 

The investigator/research nurse willshould register and document SAEs and report them to the 

sponsor in the eCRF. At each contact with the investigator/nurse, trial subjects should be asked 

about how they have been feeling since the previous visit. 

The assessment that an event is an SAE as well as the registration in the SAE form in the eCRF 

must be made by the investigator. 

SAEs must be reported to the sponsor in the eCRF within 24 hours of the investigator being 

informed of the SAE. 

Follow-up information describing the outcome and handling of the SAE is reported as soon as this 

information is available. Any original SAE documents should be kept in the Investigator Site File. 

10.2 SUSAR 

Those SAE which are assessed by sponsor to be SUSARs are to be reported to the EudraVigilance 

database. The completed CIOMS form will be the basis for the reporting in the EudraVigilance 

database according to the specified time frames.  

SUSAR that are fatal or life-threatening are reported as soon as possible and no later than 7 days 

after the SAE has become known to the sponsor. Relevant follow-up information is sent thereafter 

within an additional 8 days. Other SUSAR are reported as soon as possible and no later than 15 

days after they have come to the sponsor’s knowledge. 

 
Information about SUSAR occurring during the trial is compiled by the sponsor and sent to the 

principal investigators at all participating sites. 

 

11    STATISTICAL METHODS 

The efficacy analyses of DMFS and RFS will include all per-protocol patients (intention-to-treat 

population for sensitivity analysis). DMFS is defined as the time from start of treatment to detection 
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of distant relapse or death and RFS as the time from start of treatment to detection of relapse (local, 

regional or distant) or death. Kaplan-Meier techniques will be used to plot both outcomes. 

Comparison of outcomes between the study arms will be based on a Cox regression model. The 

hazard ratio (HR) associated with the study arms will be derived from this model along with the 

associated 95% confidence interval (CI). A Cox regression model with intervention as the exposure 

and the co-primary endpoints and adjusted for the tumour stage and neoadjuvant treatment 

(stratification variables) will be used to assess the effect. A detailed description of the Cox 

regression model will be specified in the Statistical Analysis Plan (SAP). The p value for testing the 

null hypothesis that the HR between the interventions will be greater than or equal to 1.19 will be 

derived from this model by comparing the log-likelihood of the fitted model with the log-likelihood 

of a model where the HR between the groups is set to 1.19 by use of a likelihood ratio test. 

11.1 SAMPLE SIZE CALCULATIONS (CO-PRIMARY ENDPOINT – DISTANT METASTASES FREE 

SURVIVAL (DMFS) AND RELAPSE FREE SURVIVAL (RFS)) 

 

The study design is a non-inferiority trial investigating whether short-term adjuvant 

immunotherapy, is non-inferior to long-term adjuvant immunotherapy (standard of care) with a 

non-inferiority margin (4.0%) being accepted as being clinically appropriate in this study 

population. 

Assumptions for the sample size calculation: 

• DMFS at 2 years was 88.1% for stage IIb-c patients (Keynote 716 study) (1) 

• DMFS at 2 years was 70% for stage III-IV patients (Checkmate 238 trial) (2) 

• DMFS for the sample size will be based on these two measurements with a conservative 

estimate of 75.0% at 2 years and assuming same rates for RFS. 

• Power = 80% 

• Alpha level = 5% 

• Non-inferiority Margin = 4% 

• Accrual time = 48 months 

• Follow up time = 60 months  

Assuming a 4-year accrual and 5-year follow-up duration, a sample size of 1872 patients (936 in 

each study arm) will have 80% power (90% for each endpoint, which corresponds to a total power 

of 81%) with one-sided 95% confidence to declare non-inferiority with a margin of 4.0% (i.e., from 

75% to 71.0% in the observation group) based on a 1:1 randomization with a corresponding HR of 
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1.19. The sample size may be either re-estimated or the non-inferiority boundary adjusted if the 

number of patients lost to follow-up is of concern.  

11.2 CO-PRIMARY ENDPOINTS 

Distant metastatic free survival and RFS are co-primary endpoints and to preserve the overall type I 

error rate, comparisons will be performed according to the following hierarchical testing: 

  

1) The alternative non-inferiority hypothesis, H11: DMFS short-term treatment is not inferior to 

long-term treatment (standard of care) for the first co-primary endpoint (DMFS). If H11 is 

accepted., i.e., non-inferiority is declared in (1), then the following hypothesis will be tested. 

2) The alternative non-inferiority hypothesis, H12: DMFS short-term treatment is not inferior 

to long-term treatment (standard of care) for the second co-primary endpoint (RFS). 

 

Each test will be performed at the 5% level of significance, with comparisons in the sequential 

testing procedure being conditional on the rejection of the null hypothesis of the previous 

comparison. 

11.3 INTERIM ANALYSIS 

If we allocate α = 0.005 to the interim analysis and α = 0.045 to the final analysis then the total 

sample size would increase from 1872 to 1880 subjects (940 in each arm). The calculation was 

made using the O’Brien-Fleming Boundary. The interim analysis will be conducted when 

approximately two-thirds of the total number of planned subjects are enrolled which is the optimal 

timing when using the O’Brien-Fleming Boundary for both co-primary endpoints (12).The results 

of the interim analysis will be carefully assessed by the Data safety monitoring board (DSMB) 

without delay and in the case of inferiority of the experimental arm the study will be prematurely 

terminated and all sites informed. 

11.4 HANDLING OF MISSING, UNUSED, AND SPURIOUS DATA AND DEVIATIONS 

 

Since the impact of missing data is expected to be small, no multiple imputation method for missing 

data is planned. However, the issue of missing data could arise; the choice of the imputation method 

for missing data will depend on the pattern of missing data and the type of the imputed variable. 

E.g. if the assumption of missing at random is true and baseline variables are missing we will use 
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single variable imputation, if both the independent and the outcome is missing we will consider 

monotonic imputation or the Markov chain Monte Carlo Method. 

12    SIDE PROTOCOLS 

12.2 SIDE PROTOCOL TO INVESTIGATE THE RISK OF FOOD SUPPLEMENTS 

A side protocol (the MelKo study) to assess the risk of food supplements was added to the TRIM 

study at oncology centers in January 2021. The MelKo study does not require written informed 

consent and only comprises a questionnaire at the 6-month study visit. In April 20254, 275197 out 

of the planned 420 patients had been recruited and MelELKoO will continue as a substudy to Grand 

SLAM.  

12.3 PLASMA BIOMARKER STUDY 

Schedule of sample collection 
Baseline 

Sample 

3-month 

Sample 

6-month 

Sample 

12-month 

sample 

24-month 

Sample 

36-month 

sample 

+ sample 

after relapse 

  mandatory 

thoracic and 

abdominal 

CT 

 mandatory 

thoracic 

and 

abdominal 

CT 

mandatory 

thoracic and 

abdominal 

CT 

 

EDTA tube 

6ml 

EDTA tube 

6ml 

EDTA tube 

6ml 

EDTA tube 

6ml 

EDTA tube 

6ml 

EDTA tube 

6ml 

EDTA tube 

6ml 

Streck cell-free 

DNA tube 

2x10ml 

Streck cell-

free DNA 

tube 

2x10ml 

Streck cell-

free DNA 

tube 2x10ml 

Streck cell-

free DNA 

tube 

2x10ml 

Streck cell-

free DNA 

tube 

2x10ml 

Streck cell-

free DNA 

tube 2x10ml 

Streck cell-

free DNA 

tube 2x10ml 

 

12.3.1 Rationale for plasma biomarker study 

 
Cancer cells release DNA fragments into bloodstream. This cell-free ctDNA (circulating tumor 

DNA, ctDNA) containing tumor-specific mutations can be detected using polymerase chain 

reaction (PCR) or next-generation DNA sequencing (NGS). More than two-thirds of cutaneous 

melanomas harbor a detectable tumor mutation, usually in BRAF (35–60%) or NRAS (15–28%) 

genes, which can be potentially monitored by liquid biopsies (13, 14). Plasma ctDNA reflects tumor 

volume and metabolic activity although some tumors shed only low amounts of ctDNA (15). PCR-

based methods have revealed detectable ctDNA from plasma samples in 11−37% of stage II and III 

melanoma patients with a known tumor mutation (16, 17). Detectable plasma ctDNA has predicted 
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shorter disease-free survival and overall survival in stage II and III melanomas indicating 

“molecular residual disease (MRD)” after complete surgical resection, and detectable ctDNA may 

precede radiologically detectable disease progression (16, 17).  

12.3.2 Sample collection for ctDNA, proteomics, and immune cell analysis 

 
Patients included into the Grand SLAM Study may be included into the Grand SLAM Plasma 

Biomarker Study after providing informed consent.  

Venous blood samples will be collected in EDTA and Streck tubes and centrifuged within 30 min to 

extract plasma and peripheral blood white blood cells (WBC). The extracted plasma and WBCs will 

be immediately stored at −20°C and moved to −80°C within 2 weeks.  

For droplet digital PCR (ddPCR) and next-generation sequencing (NGS) analysis, cell-free DNA will 

be extracted from 2 ml of plasma collected in Streck tubes using a QiaSymphony SP, following the 

protocol for the QiaSymphony DSP Circulating DNA Kit (Qiagen, Hilden, Germany).  

For blood proteomic analyses, the extracted plasma collected in EDTA tubes will be analyzed with a 

proximity extension assay (Target 96 Inflammation panel, Olink Bioscience). Provided samples (0.2 

ml) will be run on two separate plates in duplicate. Chemokine and cytokine profiles will be evaluated 

upon adjuvant treatment and follow-up. Changes in plasma protein levels will be correlated with 

ctDNA and disease recurrence status (disease-free, recurrence).  

Peripheral blood mononuclear cells will be analyzed using flow cytometry. 

12.4 OTHER SIDE PROTOCOLS 

Other side protocols are allowed under prerequisite that they do not interfere with the main project. 

Local projects (for example tumor tissue analyses) on Grand SLAM patients may be conducted but 

will have to be approved by the steering group, ensuring that no interference with the main project 

occurs. The side-protocols have to develop their own patient information (if applicable) and ethical 

considerations. 

13    STUDY REQUIREMENTS 

13.2 STUDY ORGANIZATION 

The study group consists of all principal investigators (PIs) at university as well as county hospitals. 

The study will be undertaken under the auspices of a steering committee. The steering group 

consists of the PIs at participating university hospitals. Members of the monitoring committee 
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(Appendix 2) will be appointed among people not directly involved in the study. In October 2023, 

the study protocol was presented at the meeting of the European Melanoma Group in Manchester 

and at the Nordic Melanoma Meeting in Reykjavik and these groups are in favor of the study.   

The conduct of the study will be regularly reported and discussed at the bi-annual meetings of the 

Swedish Melanoma Study Group (SMSG) and at the regular meetings of the Nordic Melanoma and 

EORTC Melanoma Groups. 

In Sweden, all seven university hospitals and the county hospitals estimated to be able to recruit at 

least 30 patients within three years are expected to participate. All these centers participate in the 

ongoing TRIM study which encompasses the same patient group as Grand SLAM. All university 

centers in Norway and all but one university center in Finland will join (see list above). Due to the 

spare of resources, a high recruitment rate can be expected. Further university hospitals in other 

European countries will be encouraged to participate and we expect more centers to join when the 

study is up and running. It is likely best that the study is organized at the oncology department but 

in some European countries (e.g. Germany), a dermatologist will be most suitable as PI. 

Each center will appoint a PI who will be responsible for recruitment and protocol adherence. Each 

center is recommended to appoint a study nurse for running the study.  

Satellite centers may be used in areas where it is difficult for patients to visit the study center due to 

distance, or when patients routinely are followed at a different clinic. The requirements for a 

satellite center in the study are the following: 

• The center is situated within the same county (landsting/region) as the main study center.  

• The PI of the main study center in that county is responsible for the satellite center and will 

ensure that study specific training and delegation is performed as per GCP. 

• Source data will be made available by the satellite center to the main study center and 

registration of data in the EDC system will be completed by the main study center. 

• Patient visits will be conducted at the satellite center, and assistance will be provided by the 

main study center when necessary. 

• The satellite site has experience in immunotherapy treatment and in handling immune 

related adverse events.  

 

The study will be coordinated by the clinical trial and development unit (KFUE) at Uppsala 

University Hospital, Sweden but since the current study will involve centers outside Sweden, more 

resources will be required. Hence, the project manager position at the secretariat will be increased 



29 

 

Grand SLAM study protocol 

Version 4.0 20254-104-078 

Ullenhag G.J.           

from 25 % to 50 % and a PhD student, 50% academic employee will be recruited. The secretariat 

will support the study sites, collect a log of all included patients and monitor the study. If a center 

does not recruit at least 50% of eligible patients, measures to increase the inclusion rate must be 

taken.  

13.3 COSTS AND FUNDING 

No industrial sponsors can be expected to volunteer in this project. Therefore, funding will be 

sought from private and official funds. Funds from the EU will also be considered. 

The central steering group will support applications for local support. 

The different countries will cover/apply for their own expenses for imaging, monitoring and study-

nurses but will at the same time save a substantial amount of money since half of the patients 

enrolled in the study will receive systemic treatment for only 6 months instead of 12 months. 

Costs for the Swedish part of the study 

Salary for the project coordinator is estimated to 350 000 SEK year 1 and year 2 and 150 000 SEK 

for year 3, year 4 and year 5, i.e. in total 1 150 000 SEK. Costs for research nurses will likely 

amount to 1 050 000 year 1, year 2, year 3 and year 4 and to 800 000 SEK year 5, summing up to 5 

000 000 SEK providing that 600 Swedish patients are recruited in total. A half-time clinical PhD 

student will cost 459 000 SEK year 1 474 000 SEK year 2, 487 000 SEK year 3, 502 000 SEK year 

4 and 517 000 SEK year 5, i.e. in total 2 439 000 SEK. Monitoring costs for year 1 100 000 SEK, 

year 2, 3, 4 and 5 150 000 SEK, i.e. in total 700 000 SEK.    

As described in section “Background”, more frequent imaging is usually performed in the adjuvant 

setting internationally compared to current practice in Sweden. In Great Britain the imaging scheme 

in Grand SLAM will not exceed current practice as the number of imaging assessments is far 

greater than in Sweden. One CT scan of the abdomen and thorax costs 4 000 SEK while 5 900 SEK 

is the cost for the baseline CT since it includes the brain. The extra Swedish scanning costs (scan at 

3 years) are estimated in total to 2 400 000 SEK (600 Swedish patients). The savings in drug costs 

and health care resources will be much greater but since there are separate budgets for study costs 

and routine hospital care, all extra imaging needs to be financed within the study budget. 

In addition, if the study results show that the benefit from half a year of treatment is equally 

effective to treatment for one year, the results will be practice changing and an enormous amount of 

resources will be spared world-wide.  
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In summary, the total cost for the Swedish part of the study amounts to 11 889 000 SEK. 

14    QUALITY CONTROL AND QUALITY ASSURANCE 

14.2 MONITORING 

This study will be monitored by an independent study monitor before, during and after the study.  

The purpose of this monitoring is to ensure that this study is conducted in accordance with the 

protocol, and ethical and regulatory requirements and that data is collected, documented and 

reported as described in the current ICH-GCP version. Risk-based monitoring will be applied in this 

study, adapting monitoring to recruitment rate, deviations, performance etc. This will be described 

in detail in a separate monitoring plan. Remote monitoring will be done of all data and a limited 

number of on-site monitoring visits will be conducted. 

14.3  SOURCE DATA 

The investigator at each site is responsible for maintaining source data for each patient in the study. 

A document of what has been classified as source data (Source Data Location Log) in the study 

should be provided in the Investigator Site File, ISF. The investigator will ensure that all source 

documents are available for monitoring and other forms of quality control.  

Source data is defined prior to study start at each study site. Source data can in some cases consist 

of the CRF, if specific variables are not recorded elsewhere. This will be decided in consultation 

with the monitor and be clearly described in the source data location log.    

Monitors and auditors shall be permitted access to study-related information such as patient’s 

medical records, CRF and any other source data and study documents for monitoring or auditing 

purposes. A secrecy agreement will be signed before gaining access to medical records. The 

Swedish Medical Products Agency (MPA) will also be granted access in connection to inspections.  

14.4 REPORTING OF DEVIATIONS AND SERIOUS BREACH 

The responsible investigator shall without delay report any serious deviations (serious breach) to the 

sponsor of the study. Serious breach is defined as a deviation that significantly and directly affects 

or very likely will affect a study patient´s safety or rights, or the reliability and robustness of the 

data that is generated in the study. The sponsor will assess the consequence of any deviations that 
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have occurred and, if determined to be defined as serious breach, report to the regulatory authority 

via Clinical Trials Information System (CTIS) within 7 days of sponsor gaining knowledge of the 

breach.  

Any other unforeseen events that may affect the risk/benefit balance of the study shall be reported 

in CTIS within 15 days of sponsor gaining knowledge of the event.  

All other deviations will be summarized in the study documentation and if appropriate actions 

should be taken to prevet further incidences. All deviations will be reported in the clinical study 

report.  

14.5 ADHERENCE TO STUDY PROTOCOL, ICH-GCP AND REGULATIONS 

To ensure safety and integrity of included patients and quality of data, this study will be conducted 

in accordance with this study protocol, the Clinical Trials Regulation (536/2014), the Helsinki 

declaration, ICH-GCP and applicable national regulations.  

15    REVIEW BY REGULATORY AND ETHICAL AUTHORITIES 

The final study protocol will be approved by the Regulatory authority and Ethical review authority  

before this study is started. Any changes to the study protocol will be submitted to relevant 

authorities as applicable and in accordance with local regulatory requirements.    

The investigators and institutions involved in this clinical trial confirm that they are to permit 

clinical trial-related monitoring, audits and regulatory inspections, including provision of direct 

access to source data and documents. 

15.2  INFORMED CONSENT  

It is the responsibility of the investigator at each study site to ensure that all study patients are 

provided with full and adequate verbal and written information about the study, its purposes, risks 

and advantages as well as provisions for inclusion and exclusion. The patients must also be 

informed that he or she may terminate participation in the study at any time without having to 

provide an explanation. The patients shall be given the opportunity to ask questions and consider 

the information that has been provided. This information can be provided over the telephone, if 

required, and the patient may be given the opportunity to take the written information home to 

consider before accepting. If a patient chooses to accept participation in the study the informed 
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consent will be signed by the patient and the investigator, preferably on site however a file note can 

explain an alternative procedure (in the case that the approved written information sheet is sent to 

the patient before the site visit and the patient signs the consent form prior to the visit) on site if 

necessary. The patient shall receive a copy of the signed informed consent and the written 

information. Patients declining to participate or withdrawing will be treated according to the 

national guidelines i.e. the same treatment as the control group in the study.  

 

The signed patient informed consent must be obtained before any trial related activities are 

performed, however this being a study that mainly follows clinical routine, information that has 

been gathered earlier may be retrospectively collected and used for the study.   

In signing the informed consent the study patient will also consent to data being available for 

monitoring, audits and inspections.  

If new information that may be relevant to the patients consent to participate in the study becomes 

available, the patient will be re-consented to participating in the study.  

15.3  AMENDMENTS TO STUDY PROTOCOL 

Substantial modifications/amendments to the study protocol, that may affect the wellbeing, rights of 

the study patient or the reliability or robustness of data, will only be adopted after an approval from 

ethical and/or regulatory authorities. Non-substantial amendments will be adopted upon signature of 

the study protocol, and included at the next substantial amendment, unless the amendment is 

relevant to the authorities’ oversight capabilities.   

16    DATA PROTECTION  

The patient information will provide all patients with complete information regarding how 

collection, use and publication of their data will be handled in this study. The information provided 

in the patient information is in accordance with relevant legislation on integrity and the General 

data protection act and all personal information will be stored in such a manner that requirements in 

this legislation are adhered to. All personal data that is processed by the sponsor will be 

pseudonymized and identified by a study specific code. 
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16.2 DATA COLLECTION, HANDLING AND MANAGEMENT 

In order to track all eligible patients, a system for assessing all patients diagnosed with CMM 

should be in place at each participating center. The reason for screening failure and poor 

recruitment is to be reported. Electronic CRFs for all enrolled patients are to be filled in 

electronically at the individual centers. All registrations (CRFs) are communicated centrally after 

each visit by means of an internet-based database.  

 

The following data will be obtained on all enrolled subjects: 

• Baseline demographic factors (sex and date of birth). 

• Results of all diagnostic evaluations for metastatic disease during the initial assessment. 

• Description of treatments; surgical, systemic adjuvant, and radiation treatment. 

• Postoperative (and in case of neoadjuvant treatment, stage before start of systemic treatment) final  

   TNM staging.  

• Locoregional and distant relapses are promptly reported regardless if detected by imaging, at a  

  follow up visit or at an unscheduled visit.  

 

In the eCRF the patient will be coded using a study specific ID. All study patients will be registered 

on an enrollment log that links the name of the included study patient to the study specific ID. 

All data will be registered, handled and stored in a way that enables correct reporting, interpretation 

and verification. An Investigator’s site file with the necessary essential documents will be archived 

for at least 25 years. Source data in the medical records will be stored and archived in accordance 

with national law.  

16.3  CASE REPORT FORM  

An eCRF will be used for data collection in this study. It is the responsibility of the investigator to 

ensure that data is entered into the eCRF in a timely manner and that the data is correct and 

complete. A copy of the completed eCRF will be archived at the study site after the study is 

completed.  

17    INSURANCE  

Patients who participate in this study are covered by insurances according to national routines.  
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18    STUDY TERMINATION AND PUBLICATION 

The study will be reported in CTIS no later than 15 days after termination. Within one year of the 

Last-patient-last visit the clinical study results will be summarized in CTIS.  
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1. Schedule of assessments 

2.  Data and Safety Monitoring Board (DSMB) charter 
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APPENDIX 1: Schedule of assessments – These are study specific assessments, and all routine follow      

up assessments according to national guidelines must also be performed. 
Assessments: Baseline 

(within 28 

days of 

study 

treatment 

start) 

3 

months 

+/- 28 

days (g) 

Only 

biomarker 

patients 

6 

months 

+/- 28 

days 

(g) 

12 

months 

+/- 28 

days 

(g) 

18 

months 

+/- 28 

days 

(g) 

24 

months 

+/- 28 

days 

(g) 

30 

months 

+/- 28 

days 

(g) 

36 

months 

+/- 28 

days  

(g) 

48 

months 

+/- 28 

days 

(g) 

60 

months 

+/- 28 

days 
(g)  

 

Adjuvant 

treatment is 
started within 

12 weeks after 

last melanoma 
related surgery 

(d) 

  

 

   

 

  

Informed consent (a) X          

Inclusion/exclusion 

criteria 
X 

         

Demographics X          

Cancer/treatment 

history (b) 
X 

         

Concomitant 

medication 
X 

 X X X      

Physical 

examination (c) 
X 

 X  X X X X X  

 

   

CT scan thorax-

abdomen-brain/MRI 

brain or i.v. contrast 

enhanced whole 

body FDG-PET-CT 

including brain or 

whole body FDG-

PET-CT + MRI 

brain (e) 

X (f) 

  

 

X 

 

 

  

 

 

   

 

 

X 

  

 

 

 

 

 

   

 

 

Overall survival 

follow-up 
 

       X X 

SAE  X (h) X (h) X (h) X (h)      

Optional sub-study 

MelELKoO 
 

 X        

Optional biomarker 

substudy (i) 
X 

X X X  X X    

Pregnancy testj X 
X Xk Xk       

 

a) Written informed consent must be obtained before any study-specific screening procedures are performed.  

b) Includes thickness of primary tumour, number of examined nodes/nodes with metastases, TNM staging, 

postoperative treatment (i.e. adjuvant radiotherapy).  

c) To be performed according to clinical routines and this is the follow-up schedule according to current Swedish 

guidelines for stage III disease.  

d) Final surgery is defined as excision and/or sentinel node biopsy, lymph-node dissection or metastasectomy. For 

neoadjuvant treated patients, randomization is performed within 6 weeks. 

e) Brain must be included in the baseline scan and at 24 months. To be performed according to clinical routines and this 

is the mandatory minimum schedule. 
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f) To be performed within 28 days for adjuvant and 8 weeks for neoadjuvant patients respectively prior to study 

treatment startrandomization.  

g) Time points from study treatment start, +/- 8 weeks allowed for neoadjuvant treated patients. 

h) Treatment related serious adverse events during treatment and up to 6 months after treatment will be reported.  

i) And at relapse. 

j) Highly sensitive urine or serum/plasma pregnancy test for WOCBP. 

k) Only applicable for standard arm. 
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APPENDIX 2: 

 

Data and Safety Monitoring Board (DSMB) Charter 

 

DSMB organization:  

Principal Investigator   Prof. Gustav Ullenhag 

       Uppsala University Hospital 

       Gustav.ullenhag@igp.uu.se 

Site-specific Principal Investigator 

Sponsor Representative   Gustav Ullenhag 

Project Managers    Leila Boukharta 

Biostatistician    Anders Berglund 

Independent Members (subjected to change during the trial): 

Prof. Gunilla Enblad, Prof. Simon Ekman, Prof. Peter Nygren 

 

Background and purpose of this plan 

A prospective randomized international multicenter study to compare short versus long adjuvant 

immunotherapy after radical surgery of stage IIb-c, III and IV cutaneous malignant Melanoma. 

The study is carried out in Sweden, Norway, Finland and potentially other countries will be added 

later on.  

In order to ensure patient safety, this communication plan has been developed to describe the flow of 

information between the involved parties (Sponsor, Principal Investigator, and in-dependent 

DSMB members).  

 

DSMB review 

The DSMB will provide recommendations about stopping or continuing the trial based on the criteria 

that have been defined in the study protocol (in the case of inferiority of the experimental arm in 

the interim analysis or for any safety reasons affecting the risk-benefit balance). The following 

information should be provided to the DSMB one (1) week prior to the DSMB-meeting.   

1. Study conduct 

a. protocol adherence (reporter protocol deviations) 

b. patient withdrawals 

c. distribution between treatment groups 

2. Safety monitoring 

a. SAE:s and SUSAR:s 

b. New information that has been published if applicable 

c. The results of the interim analysis (done when approximately two-thirds of the total 

number of planned subjects are enrolled)  

However, the DSMB may for any concerns regarding safety recommend stopping the trial.  

It is the responsibility of the Sponsor, based on the advice provided by the DSMB, to decide whether 

a premature end of the study will be made.  
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Schedule  

DSMB members will be called for meetings in the following cases: 

• Close to FPI for an initial meeting 

• Once a year while the study is ongoing. 

• Immediately after finalisation of the interim analysis. 

• At any time when safety issue occurs and upon the Principal Investigator’s demand. 

 

Attendance  

At least one of the independent members should attend the official DSMB meeting.  

 

Meeting minutes  

Minutes of all official meetings of the DSMB will be part of the Sponsor’s trial master file.  

 

Confidentiality  

All information discussed during DSMB meetings should be treated as confidential.  

 

Meeting preparation and plan 

• Investigator(s) is responsible to collect all relevant information and safety data, and submit the 

data to Sponsor. 

• The Sponsor or project manager distributes the prepared material (as described under DSMB 

review) to DSMB members 1 (one) week prior to the meeting, and calls for a meeting. 

• DSMB members meet on-line, by telephone or in person and discuss the data, meeting minutes 

will be written and filed. 

• A recommendation to continue or stop the trial will be made during or after the meeting by the 

independent DSMB members. 

 

Other related actions 

If an SAE is classified as a SUSAR (Suspected Unexpected Adverse Reaction), the sponsor will 

report it to the authorities (within 7 days if life-threatening or death, or within 15 days if not life-

threatening). 

• Depending on the nature of the safety information, and if, in the opinion of the Investigator, the 

event may contribute to the safety evaluation for future treatment, the Investigator and 

Sponsor may at any time have an on-line, telephone or face-to-face meeting with the DSMB 

for advice regarding safety issues. Relevant parties (e.g., Project Manager) are invited to 

discuss safety issues to ensure that essential safety information is shared within the study 

team. The meetings will be documented and archived in the Trial Master File. 

• Once a year a Development Safety Update Report (DSUR) will be compiled by the Sponsor 

with the help of the Project Manager at KFUE and submitted to the regulatory authorities. 
 

 

 


