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The FIRSTMAPPP study – Why is it so special?

Represents a proof of principle

Rare cancers or rare clinical scenarios are NOT un
excuse for well-designed and good-quality clinical 
research (including clinical trial) to be undertaken



The FIRSTMAPPP study – Why is it so special?

Trial-related characteristics Population being explored

Unmet need
No prior randomised studies to inform best practice in 
this disease group (first of its kind) → new SOC

Prospective
Malignant pheochromocytoma and paraganglioma
(metastatic disease)Randomised (1:1) phase II study (Simon-two stage); 

double-blind

Good study design: sample size calculation and efficacy 
assumptions provided – rare cancers and NOT an excuse

Rare cancer: incidence <1 per million

Academic (pharma provided drug free-of-charge)

Independent Data Monitoring Committee to monitor 
study accrual

Multiple countries (4) /centres

Long recruitment period: 8 years to enrol 78 patients 
(10/ yr or 0.6 pt/ year /centre)
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Debulking strategies

MIBG (I +ve)

PRRT (SRS +ve)

Chemotherapy

Case series

Phase II (2009)

Case series (not lincensed in this 
indication)

Phase II (2009)
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N=24 N=13 N=5 N=2
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What is changing?

Increased 
awareness of 
rare cancers

Increase incidence 
and better diagnosis 

More clever and 
ingenious study 

design

More funding 
(less fear to 

academic 
research) 

More patient 
advocate support

Centralised care and 
centres of reference 
for the care or rare 

cancers

More 
international 
networking
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Summary of Phase III–IV trials in NETs

Author Phase / type N Disease Treatment Response (%) TTP / PFS† (months)
OS

(months)

Somatostatin analogues
PROMID

Rinke et al.1
IIIB 85 GEP-NET Octreotide vs. placebo

SD at 6 months: 

66.7 vs. 37.2
14.3 vs. 6 (p<0.001)

CLARINET

Caplin et al.2
III 204

P-NET, mid-gut, 

hind-gut NET
Lanreotide* vs. placebo

Rate of PFS at 24 months 

65.1% vs. 33.0% 

Not reached 

vs.  18.0  months,  

(p<0.001)

PRRT

NETTER-1

Strosberg et al.3
III 229

Intestinal (midgut) 

NET

Lutetium-177 (177Lu)–

Dotatate

vs. octreotide 

18 vs 3 (p<0.001)
NR vs 8.4 (p<0.001)

Data 

immature at 

time of 

analysis

Targeted therapies
SU1111

Raymond et al.4–6
III 171 Pancreatic NET Sunitinib vs. placebo

ORR: 9.3 vs. 0

p=0.007

11.4† vs. 5.5†

p<0.001

38.6 vs. 29.1

p=0.094

RADIANT-2

Pavel et al.7
III 429 Carcinoid Everolimus vs. placebo

16.4† vs. 11.3†

p=0.026

RADIANT-3

Yao et al.8
III 410 Pancreatic NET Everolimus vs. placebo

11.0† vs. 4.6†

p<0.001

RADIANT-4

Yao et al.9
III 302 Lung or GI NET Everolimus vs. placebo

Estimated PFS rate at 12 

months 44% vs. 28%
11.0 vs.3.9

PhIV

Raymond et al.9
IV 106 Pancreatic NET Sunitinib ORR: 24.5 13.2

37.8 (not 

yet mature)

1. Rinke A, et al. J Clin Oncol 2009;27:4656–4663; 2. Caplin N Engl J Med 2014;371:224-33.ME et al.; 3. Strosberg J, et al. N Engl J Med 2017; 376:125-135;  4. Raymond E, et al. N Engl J Med 2011;364:501–513; 5. Vinik A, et al. ASCO Meeting Abstracts 2012;30:4118; 6. Faivre S et 

al. Ann Oncology 2017;28:339–343; 7. Pavel ME, et al. Lancet 2011;378:2005–2012; 7. Yao JC, et al. N Engl J Med 2011;364:514–523; 8.Yao JC et al. Lancet. 2016; 387):968–977;  9. Raymond E, et al. Neuroendocrinology 2018;107:237–45.



Rare tumours beyond NETs…



Take home messages

• Clinical trials in rare cancers are challenging, but not impossible to 
deliver

❑Funding sources for academic research

❑Attracting pharmaceutical companies to niche areas

❑Resilience to pursue the study until completion

❑ International networking
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Priorities and definition of success may differ between parties

Transparency and understanding of both sides is the key

https://engineeringbusinessgrowth.com/leadership/stop-limiting-yourself-get-the-business-success-you-deserve/attachment/business-sucess-1137367_640/
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Angela.Lamarca@nhs.net

Thank you for your attention

THANK YOU to Prof Eric Baudin for his permission to utilise his slides from ESMO 2021

mailto:Angela.Lamarca@nhs.net

