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Vertex AcquiresAlpine Immune Sciences for $4.9
Billion, Expanding Autoimmune Pipeline
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The autoimmune di sease |andscape remains challenging, with many patients experiencing suboptimal responses
to existing therapiesor intolerable side effects. Clinicians continueto seek novel mechanismsof action to address
the complex inflammatory pathways driving these conditions. Vertex Pharmaceutical s has made a significant
move to bolster itsimmunology pipeline, announcing its intent to acquire Alpine Immune Sciences.

The Pivot: Vertex Pharmaceuticals is expanding beyond its core cystic fibrosis business into autoimmune
diseases with a major acquisition.

The Data: Alpine's lead candidate, povetacicept, showed promising Phase Ib/1l results in IgA nephropathy,
reducing proteinuria by 34.8% (P=0.0006) at the highest dose.

The Action: This acquisition signals a strategic shift for Vertex, potentially bringing a new class of dual
B-cell/T-cell modulators closer to clinical availability for autoimmune conditions.

Vertex Pharmaceuticals, acompany long synonymous with cystic fibrosis treatments, announced a definitive agreement
to acquire Alpine Immune Sciences for approximately $4.9 billion. This move represents a substantial strategic pivot,
aiming to establish a significant presence in the autoimmune disease space. The acquisition centers on povetacicept
(ALPN-303), Alpine'slead candidate, adual B-cell activating factor (BAFF) and aproliferation-inducing ligand (APRIL)
antagonist.1

Povetacicept is afirst-in-class fusion protein designed to inhibit both BAFF and APRIL, two cytokinesimplicated in the
pathogenesis of various autoimmune diseases, including systemic lupus erythematosus (SLE) and IgA nephropathy. By
simultaneously blocking these pathways, the drug aims to reduce autoantibody production and B-cell survival. Alpine
Immune Sciences devel oped povetaci cept, advancing it through early-stage clinical trials.1

The numbersbehind the deal
The primary driver for the acquisition is povetacicept's performance in the Phase 1b/I1 RUBY trial for IgA nephropathy.

In this study, patients receiving the highest dose of povetacicept (800 mg subcutaneously every four weeks) experienced
amean reduction in proteinuria of 34.8% from baseline at 24 weeks (P=0.0006). This reduction was dose-dependent,
with lower doses showing smaller, but still statistically significant, improvements. The trial enrolled 20 patients with
biopsy-proven IgA nephropathy and proteinuria & g/day.1

Beyond proteinuriareduction, the RUBY trial also reported improvementsin estimated glomerular filtration rate (eGFR)
stability, though these data were exploratory and not statistically powered. The drug demonstrated a favorable safety
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profile, with most adverse events being mild to moderate. No new safety signals emerged during the trial, and no
patients discontinued treatment due to adverse events. This safety profileis particularly relevant for chronic autoimmune
conditions requiring long-term therapy.1

Povetacicept is also under investigation for other autoimmune indications. Alpine initiated a Phase |1 trial for systemic
lupus erythematosus (SLE) and plansto explore its utility in other BAFF/APRIL-driven diseases. The rationale for
targeting both BAFF and APRIL stems from preclinical and clinical evidence suggesting that combined inhibition
may offer superior efficacy compared to targeting either cytokine alone. For instance, belimumab, a BAFF inhibitor,

is approved for SLE, but many patients still do not achieve complete remission.2

Vertex's acquisition price of $4.9 billion tranglates to $65 per share in cash, representing a substantial premium

over Alpine's prior trading price. This valuation reflects Vertex’s confidence in povetacicept’s potential to become a
best-in-class therapy in a competitive autoimmune market. The deal is expected to close in the second quarter of 2024,
subject to customary closing conditions and regulatory approvals.1

The open-label design of the RUBY trial is an obvious caveat. While the proteinuria reductions were compelling, the
absence of a placebo arm means clinicians must interpret these results with caution. Larger, placebo-controlled Phase
I11 trials will be essential to definitively establish povetacicept’s efficacy and safety profile. The relatively small patient
population (N=20) aso limits the generaizability of the findings, particularly regarding rare adverse events.1

Still, the mechanism of dual BAFF/APRIL inhibition isintriguing. Previous attempts to target these pathways
individually have yielded mixed results, suggesting that acombined approach might be necessary for optimal therapeutic
effect. The ability to modulate both B-cell survival and plasma cell differentiation could offer a more comprehensive
attack on autoantibody-mediated diseases. Vertex clearly sees this as a significant opportunity to diversify its portfolio
beyond its highly successful cystic fibrosis franchise.1

This strategic expansion into autoimmune diseases positions Vertex to leverage its drug development expertisein
anew therapeutic area with significant unmet needs. The company's track record in bringing complex therapies to
market, particularly in orphan diseases, could prove valuable in navigating the intricate landscape of autoimmune drug
development. The acquisition also signals a broader trend within the pharmaceutical industry towards diversifying
pipelines and seeking innovative mechanisms of action to address chronic conditions.

Looking ahead, the successful integration of Alpine Immune Sciences and the continued devel opment of povetacicept
will be critical for Vertex. The transition from early-stage trials to large-scale Phase |11 studies will require substantial
investment and rigorous execution. Clinicians will be keenly watching for further data, particularly from the ongoing
SLE trial and future studiesin other indications, to fully assess povetacicept's potential to transform treatment paradigms
for patients suffering from these debilitating autoimmune conditions.

CLINICAL IMPLICATIONS
Vertex’s move into autoimmune disease with the Alpine acquisition signals a growing industry focus on novel
immunomodulatory targets. Clinicians treating conditions like IgA nephropathy and SLE are accustomed to
incremental improvements, but a dual BAFF/APRIL inhibitor could offer a more profound impact on disease
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activity. The 34.8% proteinuria reduction in IgA nephropathy, while from a small, open-label study, is certainly
noteworthy.

The challenge for Vertex will be to translate these early signals into robust Phase Il data that can differentiate
povetacicept from existing and pipeline therapies. The autoimmune market is increasingly crowded, with
several biologics already approved and many more in development. Payers will demand clear evidence of
superior efficacy or a more favorable safety profile to justify premium pricing.

For patients, the prospect of a new treatment option for debilitating autoimmune diseases is always welcome.
Many individuals with IgA nephropathy, for example, face a progressive decline in renal function despite current
best practices. A therapy that can significantly reduce proteinuria and stabilize eGFR could delay or prevent
the need for dialysis or transplantation. This acquisition suggests that Vertex believes povetacicept has that
potential.

The success of this acquisition hinges entirely on the forthcoming larger trials. If povetacicept delivers on its
early promise, it could position Vertex as a serious contender in immunology. If not, it will represent a very
expensive lesson in pipeline diversification.
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