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Table 3: Key clinical trial results for metastatic UM

Introduction Results — StUdy and Patients Characteristics Median overall survival, systemic therapies
RCTs (n=7) 6.35 to 21.7 months (based on 6 studies).
Uveal melanoma (UM) is the most common primary intraocular neoplasm in adults, with a 60 studies (11 RCTs and 49 single arm _ 111 - : -
_ _ _ ’ _ _ ; : ; Chemotherapy (n=11): 4.3 (dacarbazine and treosulfan) to 18 months (cisplatin,
five-year overall survival (OS) rate of <50% (1). Treatments for primary UM are generally trials) reported in 80 documents were Figure 1: PRISMA Flow diagram dacarbazine%yngl vinb)lastine() ) (clsp
. . . . . 0 . . . "
effective and I(_)coreglonal spread_ls rare. Metastatlc UM d_eve_lc_)ps In up to 50% of cases (2) Included (fig. 1, table 2) Sl.ngle arm Immunotherapy (n=11): 3.1 (for pembrolizumab) to 29.6 months (for tebentafusp).
and spreads via the blood to the liver first in up to 95% of individuals followed by lung and Three RCTs were phase Il and eight were trials (n=33) . - -
S : . . . . . _ Targeted therapy (n=7): 4.9 (for ganetespib ) to 19 months (aflibercept).
bone (3). The extent of metastatic disease in the liver is an important determinant of clinical hase || trials L .
. . . . : . P ' Records identified Records identified Combination therapy (n=4): 10 to 19.4 months (for immuno-chemotherapy).
progression and survival (3). Most patients die from parenchymal liver failure (4). Total no of patients in RCTs ranged from through electronic | | from other sources
. . . ) . searches (n=4,194) (n=11) . . . . .
There are no systemic treatments for metastatic UM with a proven survival benefit and 39 to 378 g Median overall survival, liver directed therapies
clinical guidelines fr_equen_tly recommen_d patients are referred to _clinical trials. Two recent | Single arms trials were either phase I/l or "; y y RCTs (n=2) Slightly higher for IHP vs IV fotemustine (14.6 vs 13.8 months).
meta-analyses published in 2019 examined a range of therapeutic approaches to metastatic ohase Il studies Records after duplicates and single For chemoembolization: a the range of 2.1 to 21.9 months.
UM including liver-directed therapies, systemic chemotherapies, immunotherapies, and For single arm trials, the number of D arm trials - Higher for immunoembolisation vs bland embolisation (21.5 vs 17.2 months).
targeted agents, demonstrating 12-month OS outcomes of 52-56% (5,6) patients ranged fron; 5to 146. (n=10) For Yttrium-90 radioembolization: in the range 10 to 19.2 months.
A systematic literature review (SLR) of clinical trials for metastatic UM was performed, h £ ot q :
Including randomised controlled trials (RCTs) and single arm trials. The mean age of patients ranged from £ Records screened Records excluded
53—-68 years % (n=1,531) (n=1,195) _
_ Z RCTs (n=9) 1.8 to 5.5 months (based on 9 studies).
_ 349% to 100% had liver metastases, 0% to o :
Research Questlon 53% had lung metastases, 0% to 30% had | Chemothgrapy (n=9): 1.5 (for paclitaxel) to 7.6 months (for docetaxel plus
bone metastases, 0% to 50% had 5 Fuldextaricles assessedfor | | | ext artices excluded ::arbople;tr:n). (n=11): 2.1 (f broll b bl tinostat) to 11 i
_ _ _ . 0 0 5 P | ol o e omgy e _ mmunotherapy (n=11): 2.1 (for pembrolizumab plus entinostat) to 11 months
What is the evidence for the efficacy and safety of treatments that may be considered for glrjg?nn?noeutz Sr?aestgztases and 0% to 6% had : 0220 mgepiaten 49 Single arm (bembrolizumab monotherapy)
i i i - Nc;(:)r:ﬁcsc:umdeysdoisi:gtzrens_tGi:76 t . I :29 . . .
adult patients with advanced or metastatic UM? . . Dupteats souee (16) rals (n=29) Targeted therapy (n=6): 1.6 (for ganetespib) to 5.7 months (for aflibercept).
A wide gap (0 to 100%) in the percentage Linked reference (1=10) L o .
range of patients receiving previous e er (n=69) Combination therapy (n=3): 4.0 to 4.4 months (for iImmuno-chemotherapy and
Eligibility Criteria treatments for UM or choroidal melanoma E (fopored n 8 documents) targeted chemotnerapy)
WaS Observed B : 1419Rsi(r:1-glse arm trials
o . . . No patient in any study had a ECOG IHP vs IV fotemustine: 4.5 vs 3.7 months.
Table 1. PICOS element: |ncIu3|on. and .exc.lusmn criteria | . performance grade of 3. Rr(]:de_(nn-IZ) Chemoembolization: 6.7 to 8.1 months.
Elements Inclusion Criteria Exclusion Criteria Zrm frlia?se IHP/PHP with melphalan: 6.6 to 9.0 months.

Population Adult patients with advanced or Patients with localised disease only; Table 2 | _ di | g ¢ ‘o UM trial B
P metastatic UM or choroidal melanoma pediatric patients able 2: Interventions assessed In at least one study arm of metastatic trials (n=8)

Intervention Tebentafusp, IMCgp100 Surgical interventions only Systemic therapies

All other therapeutic interventions for

Immunoembolisation vs bland embolisation: 3.9 vs 5.9 months.
Yttrium-90 radioembolization: 3 to 8.1 months.

Bendamustine, cisplatin, carboplatin, dacarbazine, fotemustine, gemcitabine,

Comparator NA ' '
CM/UM g]flezn(;)otherapy nab-paclitaxel, paclitaxel, temozolomide, treosulfan, vinblastine, Margibo® and Discussion
Overall-survival (OS) - BOLD regimen (bleomycin, vincristine, lomustine and dacarbazine).
Progression-free survival (PFS) mmunothera Tebentafusp, bevacizumab, cixutumumab, glembatumumab, ipilimumab, Studies presented clinical outcomes for systemic and localised LDT treatments.
Outcome Oyerall response rate (ORR) Ogtcgr,r’me not listed in the “inclusion (n=13) by nivolumab, pembrolizumab, tremelimumgb, entinostat, tumour-infiltrating It was difficult to draw any meaningful comparisons across the studies
bisease control rate (DCR) criteria” of PICOS lymphocytes (TIL) and human leukocyte interferon. Overall, the range of the median OS and PFS values were similar between
Adverse events (AEs ini i ib. imatini i i ini itini : ’ : : :
Oualiv-of Life (AEs) ;I'argg;ed therapy Cab?zqrtl)tlrtub, e\igrpkjlmuds %ﬁgetespltb, Imatinib, pasireotide selumetinib, sunitinib, immunotherapies, targeted therapies, and chemotherapies.
-0T1- n= sorafenib, trametinib and aflibercept. . . . .
- Dacarbazine+selumetinib paclitaxpel+selumetinib Most recent clinical trials have tested immunotherapy treatments for metastatic UM. Of
Single arm trials Pharmacgkmenc St_Ud'eS o Combination carboplatin+paclitaxel+sorafenib, fotemustine+interferon a2 and IL-2, TIL+ .these, overal §urV|vaI with tebentafusp was found to be greater compared to other
| Conference abstracts Observational studies, editorials, therapy (n=7) cyclophosphamide, bevacizumab+temozolomide, BOLD regimen+human |mmunotheraples. | o | |
Study Design Studies comparing the intervention and.letters | leukocyte interferon. Only one published RCT demonstrated a systemic treatment with significant survival benefit.
with a comparator or studies Reviews/pooled trial analyses The results from this trial showed that patients treated with tebentafusp had an OS (21.7 vs
comparing two comparators Non-human and non-English studies 16 months) and PFS (3.3 vs 2.9 months) that was longer than the comparator arm (either

dacarbazine ipilimumab or pembrolizumab) (7).

Localised LDTs generally reported improved OS compared to systemic therapies, however
only a minority of patients with metastatic UM are clinically eligible for localised LDTs.

Methodolo
M Results — OQutcomes

Literature Data extraction (using _ _ References
search standardised templated, Results for median OS and PFS are presented in table 3.
reproducible search done independently by . : .
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