Current trials in Neuroendocrine Tumours:
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Introduction/background Table 2: Identified Randomized Controlled Trials
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iIn number over the last 10 years.

»  No comprehensive registry of NET trials exists; researchers do
not have ready access to a summary of open trials to identify
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agent’s mode of action

Lutate: ""Lu-based peptide receptor radionuclide therapy, TAE: Trans-arterial embolization, mNET: midgut NET, pNET: pancreatic NET,
SD: Stable disease, NEC: Neuroendocrine carcinoma, CAPTEM: Capecitabine + temozolomide, STZ-5FU: Streptozocin/5-fluorouracil

Sample search strategies:

Clinicaltrials.gov — “neuroendocrine”, “carcinoid” — restricted to
open trials

» 44 trials (19 RCTs, 25 single-arm) recently closed to accrual,
awaiting full results

« 169 further observational trials were identified.
«  Only 5 trials (2 RCT, 3 single-arm) investigated grade 3 NECs.

« Most trials either included all NETs or restricted to GEPNETSs,
midgut or pancreatic primaries; only two studies investigated
Merkel cell tumours, and none specifically enrolled for rarer
primaries (eg lung, thymus).

» Only three trials investigated liver-directed therapies
(one RCT, two single-arm trials).

* No currently open trials investigated surgical therapies, nor

Other websites — “neuroendocrine”

« Open NET trials were included and classified into randomised
trials (RCTs), single-arm interventional trials and non-interventional
trials. Unreported trials recently closed to accrual were also

identified.

Results
Fig.1: Trial Flow Diagram

601 records 14 additional records

identified through identified through used symptom control or quality of life as primary endpoints
database searching handsearch (although we note TELESTAR and TELECAST which recently
|—1—| completed accrual).
615 records 529 records _ _
screened excluded Dlscusslon
1 » This is the first systematic review of open trials in NET.
86 records 15 records excluded: . . . .
assessed for  ——s| ~ 13 closed/reported results *  Few current randomized trials investigate
eligibility in full -1 observatlor)al StUdY :
- 1 adrenocortical carcinoma trial

- Treatment of Grade 3 NEC
« Surgical/locoregional therapies

» Several trials have recently investigated symptom control as
a primary endpoint. Given the considerable impact of NETs
on patients, ongoing research in this area is of high priority’.

l

71 studies included in
qualitative synthesis

Table 1: Summary of search results

RCT Single- Total . . . .
. e e » The ongoing challenges of disease heterogeneity and patient
Somatostatin analogues 2 2 4 . . .
accrual may argue for novel trial designs going forward.
PRRT 3 2 5
Antiangiogenic agents 3 14 17 ]
mTOR inhibitors 3 3 6 Conclusions
Novel drugs/combinations 5 28 33 - A wide range of systemic therapies are currently being
Other 1 5 6 iInvestigated in treatment of NETSs.
Total 17 54 71 - Ongoing trials and randomized data, particularly in areas

such as symptom control and locoregional therapies, are

« NB 8 trials (1 RCT, 7 single-arm) were excluded from time of _ _ _ )
( J ) needed to improve the patient journey in NETSs.

abstract submission as they have reported results/closed to
accrual.
» The RCTs identified are described in Figure 2.
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