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Event
SNT has announced the final top-line results from its Phase 2 trial in myelofibrosis. The
company is hosting a webinar today at 11am AEST (9am AWST), link here.

This follows the interim readout in June (see here), with all patients now completing 52
weeks of treatment. The study evaluated SNT-5505 (amsulostat) in combination with
ruxolitinib (standard-of-care) in patients with sub-optimally managed myelofibrosis.

The final data confirm and strengthen earlier efficacy signals:

Symptom Improvement: 73% (8/11) of evaluable patients achieved a ≥50%
reduction in total symptom score (TSS50) at Week 24 or later (Figure 3).
Responses continued to improve over time, with mean TSS reduction rising from
56% at Week 38 to 68% at Week 52. Both additional patients reaching 52 weeks
since the interim achieved a complete (100%) reduction in total symptom score.

Spleen Volume Reduction: 44% (4/9) of evaluable patients achieved a ≥25%
reduction at Week 24 or later (Figure 4). This occurred without ruxolitinib dose
escalation, indicating the benefit is attributable to SNT-5505.

Notably, nearly all patients completing the trial (6 of 7) elected to continue on SNT-5505
via named patient supply (e.g., special access), underscoring the drugs tolerability and
perceived benefits. Importantly, SNT-5505 was shown to be safe and well tolerated.

In parallel, SNT has appointed several global experts to a new strategic and clinical
advisory board, including Dr. Adam Craig, former CEO of CTI BioPharma, who led the
development and approval of JAK-inhibitor pacritinib before its US$1.7 billion takeover.

Impact
The final results validate and extend the encouraging efficacy reported in June, showing
that SNT-5505 delivers a meaningful and durable benefit, with improvements continuing
over time. Key takeaways from this update are 1) the two additional patients reaching 52
weeks both achieved complete (100%) reduction in TSS, and 2) nearly all patients
completing the study (6 of 7) have chosen to remain on therapy via named patient supply.

As we previously highlighted, achieving a TSS50 response in more than half of patients
at 52 weeks would represent a significant success, particularly given competing therapies
report 30–40% rates in similar populations. SNT-5505 has far exceeded this benchmark
while also delivering encouraging spleen volume reductions that complement the total
symptom score data and reinforce efficacy despite the small trial size. Coupled with a
clean safety profile — no treatment-related SAEs and clear tolerability advantages —
SNT-5505 is emerging as a highly differentiated asset in the myelofibrosis landscape.

As indicated in recent FDA feedback, the next steps will see SNT-5505 advanced into a
Phase 2b trial followed by a pivotal Phase 3, with multiple points along the way where a
partnering transaction could occur (see here). To support this, SNT has appointed
strategic, clinical, and commercial advisers, including Dr. Adam Craig — an industry
veteran responsible for one of the largest myelofibrosis drug exits of the last decade.

Action
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Figure 1: Estimated SNT Development Timeline and Key Catalysts 

Source: EH analysis, company announcements
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Top-line Phase 2 Myelofibrosis Results 
SNT has announced the final top-line results from its Phase 2 trial in myelofibrosis.

This follows the interim readout in June, with all patients now completing 52 weeks of
treatment. The study evaluated SNT-5505 in combination with ruxolitinib (standard-of-
care) in patients with sub-optimally managed myelofibrosis.

Study Overview

In December 2023, SNT initiated an open-label phase 2a clinical trial (MF-101) to evaluate
the safety and efficacy of SNT-5505 in myelofibrosis patients who are suboptimally
controlled on the market-leading JAK inhibitor, ruxolitinib.

The study’s primary endpoint was safety, while key secondary endpoints included
symptom score improvement and spleen volume response. Additional secondary efficacy
endpoints included platelet response, ruxolitinib dose modifications, and other parameters.

Sixteen patients with intermediate-2 or high-risk myelofibrosis were enrolled across 19
clinical trial sites in Australia, South Korea, Taiwan, and the United States. Patients
received 200 mg of SNT-5505 twice daily (BID) alongside a stable dose of ruxolitinib. The
trial was designed to run for 52 weeks or until the disease progresses and unacceptable
or dose-limiting toxicity occurs.

Of the patients that enrolled, 11 reached 24 weeks, 8 reached 38 weeks, and 7 completed
the full 52 weeks of treatment. The withdrawal rate was consistent with that reported in
other myelofibrosis studies involving patients of similar disease severity.

Safety & Tolerability

SNT-5505 was again shown to be safe and well tolerated, with no treatment-related
serious adverse events (SAEs) reported. Patient discontinuation rates were consistent
with other myelofibrosis studies of patients with similar disease severity.

Moreover, the fact that 6 of 7 patients chose to continue treatment with SNT-5505 after
trial completion underscores the drug’s favorable tolerability profile.

Efficacy

Specifically, 73% (8/11) of evaluable patients achieved a ≥50% reduction in symptom
burden (TSS50) at Week 24 or beyond (Figure 3). Notably, symptom benefit continued to
improve over time, with the mean reduction in total symptom score (TSS) increasing from
56% at Week 38 to 68% at Week 52.

Moreover, both additional patients who reached 52 weeks – since the interim analysis in
June – achieved a complete (100%) reduction in total symptom score (TSS).

Figure 2: Trial Design Overview

Source:  Company announcement

Patients treated with SNT-5505 showed significant improvements in total symptom score
(TSS), which continued to improve over time.
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Spleen volume response – an objective measure of efficacy – was also evaluated in the
study. By week 24, 78% (7/9) of evaluable patients demonstrated either stable or reduced
spleen volume. Furthermore, 44% (4/9) achieved a ≥25% reduction in spleen volume at or
beyond week 24 (Figure 4). Of the two additional patients who reached 52 weeks since
the interim results, one maintained SVR25 at Week 52.

Moreover, among patients who withdrew early from the study, three were evaluable for
spleen volume size, and all showed reductions, including one with a 61% reduction in
spleen volume (SVR) at Week 38.

Importantly, these spleen volume reductions occurred without any increase in concomitant
ruxolitinib dosage, a therapy whose primary benefit is spleen volume reduction. This
suggests the observed effects are attributable to SNT-5505. The significance is further
underscored by the fact that patients had, on average, been on low-dose ruxolitinib (≤20
mg/day) for over three years.

Additionally, hemoglobin levels and platelet counts in patients treated with SNT-5505
remained generally stable. Notably, despite background ruxolitinib therapy—where anemia
is a common side effect—three patients achieved a minor anemia response and continue
treatment through named patient supply (e.g., special access scheme).

Next Steps
As indicated in recent FDA feedback, the next steps will see SNT-5505 advanced into a
Phase 2b trial followed by a pivotal Phase 3 trial. While the final protocol is yet to be
confirmed, management previously indicated the Phase 2b would likely recruit around 90
patients (2:1 treatment-to-placebo) at a cost of ~US$25 million. 

To support this next phase, the company has appointed several strategic, clinical, and
commercial advisers, including Dr. Adam Craig — an industry veteran responsible for one
of the largest myelofibrosis drug exits of the last decade.

Figure 3: Total Symptom Score (TSS) Change from Baseline
(%) at Week 24 and beyond

Figure 4: Spleen Volume Change (%) from Baseline at Week
24 and beyond

Source: Company presentation Source: Company presentation

Overall, these spleen volume results complement the improvements observed in Total
Symptom Score (TSS), further reinforcing the efficacy of SNT-5505 despite the study’s
limited sample size.

Notably – nearly all patients completing the trial (6 of 7) chose to remain on SNT-5505
through named patient supply (e.g., special access scheme), reflecting tolerability and
perceived benefit.
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Commercial Opportunity 
Corporate interest for myelofibrosis therapies has grown significantly in recent years. Over
the past three years, three companies focused on myelofibrosis have been acquired, each
for between US$1.7 billion and US$2.9 billion (Figure 5).

Licensing activity has also been strong. For instance, last year Japanese multinational
pharmaceutical company Takeda (NYSE: TAK) paid Keros Therapeutics (Nasdaq: KROS)
a US$200 million (~A$320 million) upfront for the global rights (ex-china) to Elritercept
(KER-050), a drug currently in phase 2 clinical trials for the treatment of anaemia and
thrombocytopenia in patients with myelofibrosis and myelodysplastic syndromes (MDS).
The deal included up to US$1.1 billion (~A$1.8 billion) in potential milestone payments,
plus tiered double-digit royalties on net sales.

While transaction activity has been robust, most deals have centred around JAK inhibitors
(e.g., pacritinib, momelotinib, fedratinib) – the current standard of care which primarily
manages symptoms but offers limited improvements in patient survival outcomes.
Additionally, pelabresib, the BET inhibitor acquired by Novartis through its US$2.9 billion
acquisition of MorphoSys, could now be facing a multi-year delay due to safety concerns.

A clear unmet need remains for therapies that are better tolerated and can modify the
course of the disease rather than just alleviating symptoms.

The market landscape is also poised for change. Ruxolitinib, the market-leading therapy,
generated approximately US$4.7 billion in global sales – an estimated US$1.9 billion of
which came from myelofibrosis. However, it is set to lose patent protection in Europe by
2027 and in the US by 2028. This impending patent expiry could place considerable
pressure on its owners, Incyte (NASDAQ: INCY) and Novartis (NYSE: NVS).

Against this backdrop, we view SNT-5505 as a compelling asset. Its novel anti-fibrotic
mechanism uniquely positioning it to potentially alter the disease course of myelofibrosis
and enhance patient outcomes.

Notably, SNT has appointed industry veteran Dr. Adam Craig – formerly CEO of CTI
BioPharma, which was acquired for US$1.7bn – to its strategic advisory board.

Figure 5: Myelofibrosis Mergers and Acquisitions (M&A) 

Year Target Acquirer Lead Asset Stage Transaction Value (US$m)*
2024 MorphoSys (FSE/NASDAQ: MOR) Novartis (NYSE: NVS) Pelabresib Phase 3 2,900
2023 CTI BioPharma (NASDAQ:CTIC) SOBI (STO:SOBI) Pacritinib Approved 1,700
2022 Sierra Oncology (Nasdaq: SRRA) GSK (LSE/NYSE: GSK) Momelotinib Phase 3 1,900
2021 Constellation Pharm. (NASDAQ: CNST) MorphoSys (FSE/NASDAQ: MOR) Pelabresib Phase 3 1,700
2018 Impact Biomedicines (Private) Celgene (NASDAQ: CELG) Fedratinib Phase 3 1,100^
2012 YM BioSciences (NYSE: YMI) Gilead Sciences (Nasdaq: GILD) Momelotinib Phase 1/2 510

Average 1,635
Median 1,700

Source:  SEC Filings, company announcements, EH analysis, *only upfront, excl earnouts, ^additional US$5.9 billion in earnouts

Figure 6: Select Pharmaceutical Companies Active (Currently or Previously) in Myelofibrosis

Source: EH analysis
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