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Eva I u at I n g t h e Fe a S I b I I Ity * Polycythemia vera (PV) is a rare, chronic hematologic malignancy characterized by excessive red blood cell Table 2. Availability of outcomes across included studies

production mainly due to mutations in the JAK2 gene.
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thromboembolic events. P Events included major thrombotic event, major hemorrhagic complications, myelofibrosis, acute leukemia or death. 9 Events included thrombosis, bleeding, spleen enlargement, severe
myelofibrosis or death. " Myelofibrosis-free survival and thrombosis-free survival were reported. s Myelofibrosis-free survival was reported. t Events included major thrombosis, major hemorrhage, transformation, or death.

Germany, 3Former Employee PharmakEssentia, Burlington, MA USA, METHODS

4Certa ra, Kra kOW, Poland * Definitions of endpoints varied considerably across studies, impeding comparisons across studies. E.g.,

 ATLR (date of search: May 9, 2024) screened clinical comparative evidence on PV treatments between May
2014 and May 2024 from PubMed and relevant conference abstracts, see Table 1 for the PICOS scheme
defining the inclusion criteria.

* CHR rarely included requirements on spleen size and/or disease-related symptoms, and hematocrit (HC) < 45% was not always
required to be reached without phlebotomy.
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* Also, molecular response was defined differently across studies, and some studies reported partial instead of complete
e Key clinical endpoints assessed in the TLR included complete hematologic response (CHR), molecular response.

response, allele burden reduction, event-free survival, and safety outcomes such as adverse events and « Time points of assessment and follow-up times differed across studies, and standard of care (BAT) was

KEY FI N DI N GS & CO N CLU S I O N S thromboembolic/thrombotic events. differently defined, e.g., 100% HU or a mix of HU and other therapies, further precluding NMA.

* Feasibility of performing an NMA for these endpoints, ensuring NMA assumptions such as the homogeneity * Patient populations included in the studies forming networks were heterogenous with respect to important

® N etWO rk m eta -ana | S | S ( N MA) fO r of trial populations and endpoint definitions are met, was assessed. treatment effect modifiers, including individuals newly diagnosed or untreated, with high-risk features or
y e Availability and comparability of outcomes across studies was assessed to enable the construction of low-risk PV, or refractory or intolerant to HU, thus violating the homogeneity requirement of NMA (Table 3).

treatment networks.

a rare disease like polycythemia

Table 3. Patient baseline characteristics of studies forming networks
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MPD-RC 11231* High-risk ET/PV patients PEG 60 (19, 79)" 60 12.5 (6.5, 22) 34.5 (22.0)**
o [ HU 63 (18, 87)" 56 12.5(2.1, 20) 36.0 (18.3)**
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removed from the network. This study \I;Zﬂii:aiezeg)w

CONCLUSION

Sropek 2023 * NMA for a rare disease like PV was not feasible to conclude due to heterogeneity among studies including the

Gill 2020 population of interest, treatments, outcome definitions, length of follow-up and potential treatment effect
modifiers. Population-adjusted indirect comparison methods can reduce some of the heterogeneity but
require access to patient-level data.

compared a mix of HU and Phleb vs.
no treatment.
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* Availability of complete hematological
response (CHR), molecular response,
allele burden and event-free survival
across studies is presented in Table 2.
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not be reproduced without permission of the authors. * These published findings are valuable to share during rare disease formulary evaluations utilizing NMA to

BAT: best available therapy (HU, Infa, PEG, pipobroman, anagrelide, immunomodulators, no medication), HU: hydroxyurea,

INFa: interferon-a, PEG: pegylated INFa, Phleb: phlebotomy, ROPEG: ropegylated INFa, RUX: ruxolitinib assess com pa ratlve C||n|Ca| ev'dence When head_to_head C||n|ca| tr|a| data |S 3 bse nt.
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