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Subject to Completion, dated November 10, 2021
The information in this prospectus is not complete and may be changed. The selling stockholders may not sell these securities until the
registration statement filed with the Securities and Exchange Commission is declared effective. This prospectus is not an offer to sell these
securities and the selling stockholders are not soliciting an offer to buy these securities in any jurisdiction where the offer or sale is not
permitted.

Alpine Immune Sciences, Inc.
9,680,844 Shares of Common Stock
This prospectus relates to the disposition, from time to time, by the selling stockholders identified in this prospectus under the caption
“Selling Stockholders” on page 8 of up to 9,680,844 shares of our common stock, including shares issuable upon the exercise of prefunded
warrants to purchase our common stock.
The selling stockholders or their permitted transferees or other successors-in-interest may, but are not required to, sell the shares of our
common stock offered by this prospectus from time to time in a number of different ways and at varying prices as determined by the prevailing
market price for shares or in negotiated transactions. See “Plan of Distribution” on page 12 for a description of how the selling stockholders
may dispose of the shares covered by this prospectus. We do not know when or in what amount the selling stockholders may offer the shares for
sale.
We are not selling any shares of our common stock under this prospectus and will not receive any proceeds from the sale of shares of
common stock by the selling stockholders. We will receive proceeds from the cash exercise of the prefunded warrants which, if exercised for
cash with respect to all of the 3,191,487 shares of common stock underlying such warrants at the exercise price per share of $0.001, would
result in gross proceeds to us of approximately $3,191. We have agreed to pay certain expenses related to the registration of the offer and sale of
the shares of common stock pursuant to the registration statement of which this prospectus forms a part. The selling stockholders will bear all
commissions and discounts, if any, attributable to the sale of the shares.
Our common stock is listed on The Nasdaq Global Market under the symbol “ALPN.” On November 9, 2021, the last reported closing
sale price of our common stock on The Nasdaq Global Market was $12.94 per share.
Investing in our common stock involves a high degree of risk. You should review carefully the risks and uncertainties described
under the heading “Risk Factors” starting on page 4 of this prospectus, and under similar headings in the documents that are
incorporated by reference into this prospectus.
Neither the Securities and Exchange Commission nor any state securities commission has approved or disapproved of these
securities or determined if this prospectus is truthful or complete. Any representation to the contrary is a criminal offense.

The date of this prospectus is , 2021.
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This prospectus is part of a resale registration statement that we filed with the Securities and Exchange Commission, or the SEC, using
a “shelf” registration process. Under this shelf registration process, the selling stockholders may, from time to time, offer and sell the common
stock described in this prospectus.
You should rely only on the information contained in, or incorporated by reference into, this prospectus or contained in any free
writing prospectus prepared by or on behalf of us or to which we have referred you. Neither we nor the selling stockholders have
authorized anyone to provide any information or to make any representations other than those contained in, or incorporated by
reference into, this prospectus or in any free writing prospectuses prepared by or on behalf of us or to which we have referred you. We
take no responsibility for, and can provide no assurance as to the reliability of, any other information that others may give you. This
prospectus is an offer to sell only the securities offered hereby, but only under circumstances and in jurisdictions where it is lawful to do
so. The information contained in, or incorporated by reference into, this prospectus is accurate only as of its date regardless of the time
of delivery of this prospectus or of any sale of securities. Our business, financial condition, operating results and prospects may have
changed since that date.
You should also read and consider the information in the documents to which we have referred you under the captions “Where You Can
Find More Information” and “Information Incorporated by Reference” in this prospectus.
For investors outside the United States, neither we nor the selling stockholders have done anything that would permit this offering or
possession or distribution of this prospectus in any jurisdiction where action for that purpose is required, other than in the United States. Persons
who come into possession of this prospectus and any free writing prospectus related to this offering in jurisdictions outside the United States are
required to inform themselves about and to observe any restrictions as to this offering and the distribution of this prospectus and any such free
writing prospectus applicable to that jurisdiction.
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PROSPECTUS SUMMARY
The following summary is qualified in its entirety by, and should be read together with, the more detailed information
and financial statements and related notes thereto incorporated by reference into this prospectus. Before you decide to
invest in our common stock, you should read the entire prospectus carefully, including the risk factors and the financial
statements and related notes incorporated by reference into this prospectus. Unless the context requires otherwise, in this
prospectus the terms “Alpine,” the “Company,” “we,” “us” and “our” refer to Alpine Immune Sciences, Inc., together
with its subsidiaries, taken as a whole. This prospectus includes trademarks, service marks and trade names owned by us
or other companies. All trademarks, service marks and trade names included in this prospectus are the property of their
respective owners.
Company Overview
We are a clinical-stage biopharmaceutical company dedicated to discovering and developing innovative, proteinbased immunotherapies to treat cancer and autoimmune and inflammatory diseases. Our approach includes a proprietary
scientific platform that converts native immune system proteins into differentiated, multi-targeted therapeutics. We believe
our strategies are capable of meaningfully modulating the human immune system and significantly improving outcomes in
patients with serious diseases.
Autoimmune/Inflammatory Diseases
In June 2020, we entered into an Option and License Agreement with AbbVie Ireland Unlimited Company, or
AbbVie, which grants AbbVie an exclusive option to take an exclusive license to ALPN-101, or acazicolcept, a dual
Inducible T cell Costimulator, or ICOS, and CD28 antagonist intended for the treatment of autoimmune and inflammatory
diseases. Through September 30, 2021, we have received $105.0 million in upfront and pre-option exercise development
milestones as part of the Option and License Agreement with AbbVie, or the AbbVie Agreement. Preclinical studies with
acazicolcept have demonstrated efficacy in models of systemic lupus erythematosus, or SLE, Sjögren’s syndrome, or SjS,
arthritis, inflammatory bowel disease, multiple sclerosis, type 1 diabetes, uveitis, and graft versus host disease. We have
evaluated acazicolcept in a Phase 1 healthy volunteer study and have initiated patient dosing in Synergy, a global,
randomized, double-blind, placebo-controlled Phase 2 study of acazicolcept in adults with moderate-to-severe SLE.
ALPN-303 is a dual B cell cytokine antagonist, being developed for the treatment of B cell mediated inflammatory
and autoimmune diseases. Engineered using our proprietary directed evolution platform, ALPN-303 potently inhibits the
pleiotropic B cell cytokines B cell activating factor (BAFF, BLyS) and a proliferation inducing ligand (APRIL), which play
key roles in B cell development, differentiation, and survival, and together contribute to the pathogenesis of multiple
autoimmune diseases like systemic lupus erythematosus (SLE) and many other autoantibody-related inflammatory
diseases. Data presented at the American College of Rheumatology (ACR) Convergence 2021 Annual Meeting
demonstrated that ALPN-303 inhibits the activity of the B cell cytokines APRIL and BAFF more potently than wild-type
TACI-Fc counterparts, as well as anti-BAFF and anti-APRIL monoclonal antibodies. In addition, ALPN-303 has been well
tolerated in preclinical models and exhibited superior pharmacokinetics and pharmacodynamics than wild-type TACI-Fc
counterparts, including superior serum exposure, suppression of T-dependent antibody production, and/or serum
immunoglobulins in mice and/or cynomolgus monkeys. Enrollment in a first-in-human, phase 1 study of ALPN-303 in
healthy volunteers is expected to begin in the fourth quarter of 2021, with topline results targeted in the first half of 2022.
This randomized, placebo-controlled study is designed to evaluate the safety, tolerability, pharmacokinetics, and
pharmacodynamics of ALPN-303 administered intravenously and subcutaneously. We are planning to initiate patient-based
studies in the second half of 2022
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including systemic lupus erythematosus, and possibly autoantibody-related renal, dermatology, neurology, and hematology
indications.
Immuno-oncology
Our lead oncology program is ALPN-202, a conditional CD28 costimulator and dual checkpoint inhibitor intended
for the treatment of cancer. Preclinical in vivo data have demonstrated monotherapy efficacy in tumor models superior to
approved therapies. In June 2020, we initiated NEON-1, a Phase 1 dose escalation and expansion study in patients with
advanced malignancies. Initial data from NEON-1 were presented at the 2021 ASCO Virtual Meeting demonstrating that
ALPN-202 was well-tolerated as of the cutoff date (April 22, 2021) with evidence of peripheral T cell modulation
consistent with CD28 agonism. In addition, although most enrolled participants had tumors considered classically nonresponsive to immunotherapies, 61% (14 of 23 evaluable) derived clinical benefit as defined as a best outcome of stable
disease or better. Completion of dose escalation for NEON-1 is anticipated in the fourth quarter of 2021. Further updates
are anticipated in the first half of 2022.
In June 2021, we announced a collaboration and supply agreement with Merck to evaluate the safety and efficacy
of ALPN-202 in combination with Merck’s anti-PD-1 therapy KEYTRUDA (pembrolizumab) in a Phase 1 dose escalation
and expansion study. The clinical trial, NEON-2, was initiated in June 2021.
Our scientific platform has also generated immune modulatory proteins with the potential of improving engineered
cellular therapies such as chimeric antigen receptor T cells, T cell receptor-engineered T cells, and tumor infiltrating
lymphocytes. In May 2019, we signed a collaboration and license agreement with Adaptimmune Therapeutics plc, or
Adaptimmune, to develop next-generation SPEAR™ T cell products which incorporate our secreted and transmembrane
immunomodulatory protein (termed SIP™ and TIP™) technology. We intend to continue to leverage our existing pipeline
and platform to actively explore and evaluate potential value-creating partnering opportunities.
Corporate Information
In July 2017, Alpine Immune Sciences, Inc. completed its business combination with Nivalis Therapeutics, Inc., a
publicly held company. In connection with the merger, Nivalis Therapeutics, Inc. changed its name to Alpine Immune
Sciences, Inc. Nivalis Therapeutics, Inc. was incorporated in Delaware in March 2007. Alpine Immune Sciences, Inc.
(prior to its business combination with Nivalis Therapeutics, Inc.) was incorporated in Delaware in December 2014.
Our principal executive office is located at 188 East Blaine Street, Suite 200, Seattle, WA, 98102. Our telephone
number is (206) 788-4545. Our website is www.alpineimmunesciences.com. Information contained in, or that can be
accessed through, our website is not a part of, and is not incorporated into, this prospectus.
The Offering
The selling stockholders named in this prospectus may offer and sell up to 9,680,844 shares of our common stock.
Our common stock is listed on The Nasdaq Global Market under the symbol “ALPN.” We will not receive any of the
proceeds from sales by the selling stockholders of any of the shares of common stock covered by this prospectus. We will
receive proceeds from any cash exercise of prefunded warrants to purchase the shares included in the shares that are being
offered by the selling stockholders hereunder. See “Use of Proceeds” on page 7.
Throughout this prospectus, when we refer to the shares of our common stock, the offer and sale of which are
being registered on behalf of the selling stockholders, we are referring to the shares of common
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stock that have been issued to or are issuable upon the exercise of prefunded warrants to the stockholders listed in “Selling
Stockholders” on page 8, pursuant to the securities purchase agreement described below. When we refer to the selling
stockholders in this prospectus, we are referring to the investors in our September 2021 private placement and, as
applicable, any donees, pledgees, transferees or other successors-in-interest selling shares received after the date of this
prospectus from the investors in our September 2021 private placement as a gift, pledge, or other non-sale related transfer.
September 2021 Private Placement
On September 14, 2021, we entered into a securities purchase agreement for a private placement with a select
group of institutional investors, including Frazier Life Sciences Public Fund, Decheng Capital, BVF Partners, TCG X,
Avidity Partners, OrbiMed, Omega Funds, Logos Capital, and other accredited investors, four of which are affiliated with
members of our board of directors, which we collectively refer to as the Purchasers. Pursuant to the securities purchase
agreement, the Purchasers purchased an aggregate of (a) 6,489,357 shares of our common stock, par value $0.001 per
share, or the Shares, and (b) prefunded warrants to purchase 3,191,487 Shares, or the Prefunded Warrants. The purchase
price for each Share and for each Prefunded Warrant is $9.40, for an aggregate purchase price of approximately $91.0
million. The closing of the purchase and sale of the Shares and Prefunded Warrants occurred on September 17, 2021.
The Prefunded Warrants are immediately exercisable at an exercise price of $0.001 per share, subject to
adjustments as provided under the terms of the Prefunded Warrants, except that the Prefunded Warrants cannot be
exercised if, after giving effect thereto, the Purchaser would beneficially own more than 9.99%, or the Maximum
Percentage, of the outstanding shares of common stock of the Company, which Maximum Percentage may be increased or
decreased by the Purchaser with written notice to the Company to any other percentage specified not in excess of 19.99%.
We also entered into a registration rights agreement with the Purchasers requiring us to register the resale of the
Shares and the shares issuable upon exercise of the Prefunded Warrants.
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RISK FACTORS
An investment in our securities has a high degree of risk. Before you invest you should carefully consider the risks and uncertainties described
under “Part I. Item 1A — Risk Factors” in our Annual Report on Form 10-K, filed with the SEC on March 18, 2021, and "Part II. Item 1A —
Risk Factors" in our Quarterly Report on Form 10-Q, filed with the SEC on November 10, 2021, which are incorporated by reference in this
prospectus, together with all of the other information contained in this prospectus and the documents incorporated by reference herein. If any of
these risks actually occur, our business, operating results and financial condition could be materially and adversely impacted, the market price
of our common stock could decline and you could lose all or part of your investment. Additional risks and uncertainties not presently known or
which we consider immaterial as of the date hereof may also have an adverse effect on our business. Our Risk Factors are not guarantees that
no such conditions exist as of the date of this prospectus and should not be interpreted as an affirmative statement that such risks or conditions
have not materialized, in whole or in part.
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CAUTIONARY NOTES REGARDING FORWARD-LOOKING STATEMENTS
This prospectus and the information incorporated by reference herein may contain “forward-looking statements” within the meaning of
Section 27A of the Securities Act of 1933, as amended, or the Securities Act, and Section 21E of the Securities Exchange Act of 1934, as
amended, or the Exchange Act, which are subject to the “safe harbor” created by those sections. Forward-looking statements are identified by
words such as “believe,” “anticipate,” “expect,” “intend,” “plan,” “will,” “may,” “seek,” “estimate,” “continue,” “could,” “would,” “project,”
and other similar expressions, or the negative or plural of these words or expressions. You should read these statements carefully because they
discuss future expectations, contain projections of future results of operations or financial condition, or state other “forward-looking”
information. These statements relate to our future plans, objectives, expectations, intentions and financial performance and the assumptions that
underlie these statements. These forward-looking statements include, but are not limited to:
•

•

our ability to identify, develop and commercialize additional products or product candidates;
our estimates regarding our expenses, revenues, anticipated capital requirements and our needs for additional financing;

•

our ability to obtain funding for our operations;

•

the implementation of our business model and strategic plans for our business and technology;

•

the timing of the commencement, progress and receipt of data from any of our preclinical and clinical trials;

•

the expected results of any preclinical or clinical trial and the impact on the likelihood or timing of any regulatory approval;

•

the scope of protection we are able to establish and maintain for intellectual property rights covering our technology and product
candidates;

•

the anticipated impact of the COVID-19 pandemic on our business, research and clinical development plans and timelines and
results of operations;

•

the timing or likelihood of regulatory filings and approvals;

•

the therapeutic benefits, effectiveness and safety of our product candidates;

•

the rate and degree of market acceptance and clinical utility of any future products;

•

our ability to maintain and establish collaborations;

•

our ability to achieve milestones in our current and any future collaborations;

•

our expectations regarding market risk, including interest rate changes;

•

our expectations regarding the sufficiency of our cash and cash equivalents to fund operations for at least the next 12 months;

•

developments relating to our competitors and our industry; and

•

our expectations regarding licensing, acquisitions and strategic operations.

All forward-looking statements are based on information available to us on the date of this prospectus and we will not update any of the
forward-looking statements after the date of this prospectus, except as required by law. Our actual results could differ materially from those
discussed in this prospectus. The forward-looking statements contained in this prospectus, and other written and oral

5

forward-looking statements made by us from time to time, are subject to certain risks and uncertainties that could cause actual results to differ
materially from those anticipated in the forward-looking statements. Factors that might cause such a difference include, but are not limited to,
those discussed under “Part I. Item 1A — Risk Factors” in our Annual Report on Form 10-K, filed with the SEC on March 18, 2021, and "Part
II. Item 1A — Risk Factors" in our Quarterly Report on Form 10-Q, filed with the SEC on November 10, 2021, which are incorporated by
reference in this prospectus. Forward-looking statements are based on our management’s beliefs and assumptions and on information currently
available to our management. These statements, like all statements in this prospectus, speak only as of their date, and we undertake no
obligation to update or revise any forward-looking statements in light of future developments, except as required by law. Our Risk Factors are
not guarantees that no such conditions exist as of the date of this prospectus and should not be interpreted as an affirmative statement that such
risks or conditions have not materialized, in whole or in part.
In addition, statements that “we believe” and similar statements reflect our beliefs and opinions on the relevant subject. These
statements are based upon information available to us as of the date of this prospectus, and while we believe such information forms a
reasonable basis for such statements, such information may be limited or incomplete, and our statements should not be read to indicate that we
have conducted an exhaustive inquiry into, or review of, all potentially available relevant information. These statements are inherently uncertain
and investors are cautioned not to unduly rely upon these statements.
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USE OF PROCEEDS
We will not receive any proceeds from the sale of shares of common stock by the selling stockholders.
We will receive proceeds from the cash exercise of the prefunded warrants which, if exercised for cash with respect to all of the
3,191,487 shares of common stock underlying such prefunded warrants at the exercise price per share of $0.001, would result in gross proceeds
to us of approximately $3,191. There can be no assurance that any of the prefunded warrants will be exercised by the selling stockholders or
that they will exercise the prefunded warrants for cash instead of using the cashless exercise feature.
We intend to use the net proceeds, if any, from the cash exercise of the prefunded warrants for general corporate purposes.
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DESCRIPTION OF CAPITAL STOCK
The description of our capital stock is incorporated by reference to Exhibit 4.10 to our Annual Report on Form 10-K for the fiscal
year ended December 31, 2020, filed with the SEC on March 18, 2021.
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SELLING STOCKHOLDERS
We have included in this prospectus and related registration statement 9,680,844 shares of our common stock (including common stock
issuable upon exercise of the prefunded warrants) issued in our September 2021 private placement to the selling stockholders. The term “selling
stockholder” includes the stockholders listed below and their transferees, pledges, donees or other successors in interest selling Shares received
after the date of this prospectus from a selling stockholder as a gift, pledge, partnership distribution or other non-sale related transfer.
Information concerning the selling stockholders may change after the date of this prospectus and changed information will be presented in a
supplement to this prospectus if and when required.
The table below sets forth certain information with respect to each selling stockholder, including (i) the name and address of each
selling stockholder; (ii) the number of shares of our common stock beneficially owned by each selling stockholder prior to this offering; (iii) the
maximum number of shares being offered by each selling stockholder pursuant to this prospectus; and (iv) each selling stockholder’s beneficial
ownership after completion of this offering, assuming that all of the shares covered hereby (but no other shares, if any, held by the selling
stockholders) are sold.
The table is based on information supplied to us by the selling stockholders, with beneficial ownership and percentage ownership
determined in accordance with the rules and regulations of the SEC, and includes information with respect to voting or investment power with
respect to shares of stock. This information does not necessarily indicate beneficial ownership for any other purpose.
The percentage of each selling stockholder’s ownership is based on 29,220,176 shares of common stock outstanding as of October 28,
2021. In computing the number of shares beneficially owned by a selling stockholder and the percentage ownership of that selling stockholder
before this offering, shares of common stock underlying the prefunded warrants held by that selling stockholder, are deemed outstanding, as
well as any other derivative securities that are exercisable as of October 28, 2021, or exercisable within 60 days thereafter. Such shares,
however, are not deemed outstanding for the purposes of computing the percentage ownership of any other person. The percentage of beneficial
ownership after this offering is based on shares outstanding on October 28, 2021, which includes the shares of our common stock registered for
sale in this offering. The ownership information for the selling stockholders prior to this offering does not give effect to any acquisitions or
dispositions of our common stock made after October 28, 2021.
The registration of the sale of shares of common stock held by and issuable to the selling stockholders upon exercise of the prefunded
warrants does not mean that the selling stockholders will sell or otherwise dispose of all or any of those securities. The selling stockholders may
sell or otherwise dispose of all, a portion or none of such shares from time to time. We do not know the number of shares, if any, that will be
offered for sale or other disposition by any of the selling stockholders under this prospectus. Furthermore, the selling stockholders may have
sold, transferred or disposed of the shares of common stock covered hereby in transactions exempt from the registration requirements of the
Securities Act since the date on which we filed this prospectus.
None of the selling stockholders has, or within the past three years has had, any position, office or other material relationship with us or
any of our predecessors or affiliates, other than as set forth in the footnotes below. None of the selling stockholders is a broker-dealer or an
affiliate of a broker-dealer, except as noted below.
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Beneficial Ownership Before
This Offering

Selling Stockholder(1)
Decheng Capital China Life Sciences USD Fund III, L.P.
(5)
Frazier Life Sciences Public Fund, L.P. (6)

Number of
Shares Owned

Beneficial Ownership After
This Offering

Percentage of
Outstanding
Shares(2)

Shares
Offered
Hereby(3)

Shares Issuable
upon Exercise
of Prefunded
Number of
Warrants(4)
Shares Owned

Percentage of
Outstanding
Shares

5,942,924
2,102,521

19.5 %
6.8 %

1,542,553
—

—
1,702,127

4,400,371
400,394

14.5%
1.4%

108,317
959,766
710,750

*%
3.3 %
2.4 %

75,890
680,469
497,166

—
—
—

32,427
279,297
213,584

*%
*%
*%

MSI BVF SPV LLC (7)
TCG Crossover Fund I, L.P.(8)
Omega Fund VI, L.P.(9)

28,537
1,170,212
2,415,050

*%
4.0 %
8.2 %

23,070
1,170,212
744,680

—
—
—

5,467
—
1,670,370

*%
—%
5.6%

Avidity Master Fund LP(10)
Avidity Capital Fund II LP(10)
Avidity Capital HL Sub Fund III LLC(10)
Entities affiliated with Baker Bros. Advisors LP(11)

2,217,525
330,523
244,682
1,878,986

7.4
1.1
8.0
6.1

%
%
%
%

335,032
49,700
40,800
—

502,697
74,500
61,100
851,063

1,379,796
206,323
142,782
1,027,923

4.7%
*%
*%
3.4%

OrbiMed Private Investments VI, LP(12)
OrbiMed Genesis Master Fund, L.P.(12)
Logos Global Master Fund(13)

3,801,312
425,531
319,148

12.9 %
1.5 %
1.1 %

585,106
425,531
319,148

—
—
—

3,216,206
—
—

11.0%
—%
—%

22,655,784

63.6 %

6,489,357

3,191,487

12,974,940

40.0%

Biotechnology Value Trading Fund OS LP (7)
Biotechnology Value Fund, L.P. (7)
Biotechnology Value Fund II, L.P. (7)

Total:

(*) Less than one percent.
(1)
This table and the information in the notes below are based upon information supplied by the selling stockholders and are based on shares of
common stock outstanding as of October 28, 2021. Warrants exercisable within 60 days of October 28, 2021 are deemed outstanding for the
purposes of listing the number of shares owned by that person and for computing the percentage of shares owned by that person, but are not
deemed outstanding for purposes of computing the percentage of shares owned by any other person.
(2)
The prefunded warrants held by the selling stockholders are subject in certain cases to beneficial ownership limitations such that the prefunded
warrants may not be exercised if it would result in the holder exceeding the beneficial ownership limitation (the "Beneficial Ownership
Limitation"). The Beneficial Ownership Limitation is 9.99% in the aggregate for the warrants held by the Avidity Funds (as defined below), and
the Frazier Funds (as defined below) and 4.99% in the aggregate for the warrants held by the Baker Funds (as defined below). The impact of the
applicable Beneficial Ownership Limitation on the percentage of shares owned by a person is not reflected in this table.
(3)
Does not include shares issuable upon the exercise of the prefunded warrants.
(4)
The impact of the applicable Beneficial Ownership Limitation on the number of shares issuable upon exercise of the prefunded warrants is not
reflected in this table.
(5)
Consists of 4,708,288 shares of common stock and warrants to purchase up to an aggregate of 1,234,636 shares of common stock held directly
by Decheng Capital China Life Sciences USD Fund III, L.P. (“Decheng”). Decheng Capital Management III (Cayman), LLC ("Decheng Capital
Management") is the general partner of Decheng. Xiangmin Cui (a member of our board of directors) is the sole manager of Decheng Capital
Management and as a result may be deemed to have voting and investment power over the securities held directly by Decheng. The address of
the selling stockholders is 3000 Sand Hill Road, Building 2, Suite 110, Menlo Park, CA 94025.
(6)
Consists of 400,394 shares of common stock and prefunded warrants to purchase up to an aggregate of 1,702,127 shares of common stock held
directly by Frazier Life Sciences Public Fund, L.P. ("Frazier"). FHMLSP, L.P. is the general partner of Frazier and FHMLSP, L.L.C. is the
general partner of FHMLSP, L.P. Albert Cha, Jamie Topper (a member of our board of directors), Patrick Heron and Jamie Brush are the
managing directors of FHMLSP, L.L.C. and therefore
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(7)

(8)

(9)

(10)

(11)

share voting and investment power over the shares held by Frazier. Dr. Cha, Dr. Topper, Mr. Heron and Dr. Brush disclaim beneficial ownership
of the shares held by Frazier except to the extent of their pecuniary interests in such shares, if any. The address for Frazier is 70 Willow Rd, Suite
200, Menlo Park, CA 94025.
Consists of (i) 95,086 shares of common stock and warrants to purchase up to an aggregate of 13,231 shares of common stock held directly by
Biotechnology Value Trading Fund OS LP (“BVTF”), (ii) 847,157 shares of common stock and warrants to purchase up to an aggregate of
112,609 shares of common stock held directly by Biotechnology Value Fund, L.P. (“BVF”), (iii) 618,715 shares of common stock and warrants
to purchase up to an aggregate of 92,035 shares of common stock held directly by Biotechnology Value Fund II, L.P.. (BVF II”), (iv) 28,537
shares of common stock held directly by MSI BVF SPV LLC (“MSI BVF” and together with BVTF, BVF, and BVF II, the “BVF Funds”). BVF
I GP LLC (“BVF GP”), as the general partner of BVF, may be deemed to beneficially own the shares beneficially owned by BVF. BVF II GP
LLC (“BVF II GP”), as the general partner of BVF II, may be deemed to beneficially own the shares beneficially owned by BVF II. BVF
Partners OS Ltd. (“Partners OS”), as the general partner of BVTF, may be deemed to beneficially own the shares beneficially owned by BVTF.
BVF GP Holdings LLC (“BVF GPH”), as the sole member of each BVF GP and BVF II GP, may be deemed to beneficially own the shares
beneficially owned by BVF and BVF II. BVF Partners L.P. (“Partners”), as the sole member of Partners OS and investment manager of BVF,
BVF II, BVTF and MSI BVF, may be deemed to beneficially own the shares beneficially owned by the BVF Funds. BVF Inc., as the general
partner of Partners, may be deemed to beneficially own the shares beneficially owned by Partners. Mark Lampert, as director and officer of BVF
Inc., may be deemed to beneficially own the shares beneficially owned by BVF Inc. The address for BVF and BVF II is 44 Montgomery Street,
40th Floor, San Francisco, CA 94104. The address for BVFT is PO Box 309 Ugland House, Grand Cayman, KY1- 1104, Cayman Islands. The
address for MSI BVF is 200 Park Avenue, 56th Floor New York, NY 10166.
Consists of 1,170,212 shares of common stock held directly by TCG Crossover Fund I, L.P. ("TCGx"). TCG Crossover GP I, LLC is the general
partner of TCGx. Chen Yu is the managing member of TCG Crossover GP I, LLC and may be deemed to beneficially own the shares held
directly by TCGx. The address of the selling stockholder is TCG Crossover c/o Jaime Felix, 228 Hamilton Avenue, 3rd Floor, Palo Alto, CA
94301.
Consists of 2,029,580 shares of common stock and warrants to purchase up to an aggregate of 385,470 shares of common stock held directly by
Omega Fund VI, L.P. (“Omega Fund”). Omega Fund VI GP Manager, Ltd. (“Omega Ltd.”) serves as the general partner of Omega Fund VI GP,
L.P. ("Omega GP"), which serves as the general partner of Omega Fund; and each of Omega Ltd and Omega GP may be deemed to own
beneficially the shares held by Omega Fund. Claudio Nessi, Otello Stampacchia and Anne-Mari Paster are the directors of Omega Ltd. and may
be deemed to beneficially own the shares held directly by Omega Fund. The address of the selling stockholder is 888 Boylston Street, Suite 1111,
Boston, MA 02199.
Consists of (i) 1,517,641 shares of common stock, warrants to purchase up to an aggregate of 197,187 shares of common stock, and prefunded
warrants to purchase up to an aggregate of 502,697 shares of common stock held directly by Avidity Master Fund LP (“Avidity Master”) (ii)
230,820 shares of common stock, warrants to purchase up to an aggregate of 25,203 shares of common stock, and prefunded warrants to
purchase up to an aggregate of 74,500 shares of common stock held directly by Avidity Capital Fund II LP (“Avidity Capital”) and (iii) 183,582
shares of common stock and prefunded warrants to purchase up to an aggregate of 61,100 shares of common stock held directly by Avidity
Capital HL Sub Fund III LLC (“Avidity Capital HL” and together with Avidity Master and Avidity Capital, the “Avidity Funds”). The ultimate
general partner of each of the Avidity Funds is Avidity Capital Partners Fund (GP) LP, whose general partner is Avidity Capital Partners (GP)
LLC. Avidity Partners Management LP is the investment manager of the Avidity Funds. David Roy Witzke and Michael David Gregory are the
managing members of Avidity Capital Partners (GP) LLC and Avidity Partners Management (GP) LLC and as a result may be deemed to have
voting and dispositive power over the securities held directly by the Avidity Funds. The address of the selling stockholders is 2828 N. Harwood
St., Suite 1220, Dallas, TX 75201.
Consists of (i) 113,825 shares of common stock issuable upon exercise of prefunded warrants and 15,477 shares of common stock issuable upon
the exercise of warrants at an exercise price of $12.74 with an expiration date of January 28, 2024 held directly by 667, L.P. (“667”) and (ii)
1,527,948 shares of common stock issuable upon exercise of prefunded warrants and 221,736 shares of common stock issuable upon the exercise
of warrants at an exercise price of $12.74 with an expiration date of January 28, 2024 held directly by Baker Brothers Life Sciences, L.P. (“Life
Sciences”, and together with 667, the “BBA Funds”). Baker Bros. Advisors LP (“BBA”) is the investment adviser to the BBA Funds and has the
sole voting and investment power with respect to the securities held by the BBA Funds and thus may be deemed to beneficially own such
securities. Baker Bros. Advisors (GP) LLC (“BBA GP”) is the sole general partner of BBA and thus may be deemed to beneficially own the
securities held by the BBA Funds. The managing members of BBA GP are Julian C. Baker and Felix J. Baker, who may be deemed to
beneficially own the securities held by the BBA
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Funds. Felix J. Baker, BBA and BBA GP disclaim beneficial ownership of all shares held by the BBA Funds, except to the extent of their
indirect pecuniary interest therein. The business address of the selling stockholders and BBA, BBA GP, Julian C. Baker and Felix J. Baker is 860
Washington Street, 3rd Floor, New York, NY 10014.
Consists of (i) 3,656,061 shares of common stock and warrants to purchase up to an aggregate of 145,251 shares of common stock held directly
by OrbiMed Private Investments VI, LP (“OPI VI”) and (ii) 425,531 shares of common stock held directly by OrbiMed Genesis Master Fund,
L.P. (“OrbiMed Genesis” and together with OPI VI, the “OrbiMed Funds”). OrbiMed Capital GP VI LLC ("GP VI") is the general partner of
OPI VI and OrbiMed Genesis GP LLC ("Genesis GP") is the general partner of OrbiMed Genesis. OrbiMed Advisors LLC ("OrbiMed
Advisors") is the managing member of both GP VI and Genesis GP. By virtue of such relationships, GP VI and OrbiMed Advisors may be
deemed to have voting and investment power with respect to the shares held by OPI VI and Genesis GP and OrbiMed Advisors may be deemed
to have voting and investment power with respect to the shares held by OrbiMed Genesis. OrbiMed Advisors exercised voting and investment
power through a management committee comprised of Carl L. Gordon, Sven H. Borho and W. Carter Neild, each of whom disclaims beneficial
owenrship of the shares held by OPI VI and OrbiMed Genesis. Peter Thompson (a member of our board of directors) is an employee of OrbiMed
Advisors. The business address for the OrbiMed Funds is c/o OrbiMed Advisors LLC, 601 Lexington Avenue, 54th Floor, New York NY 10022.
Consists of 319,148 shares of common stock held directly by Logos Global Master Fund, LP ("Logos"). Arsani William is the managing partner
and Chief Innovation Officer of Logos and may be deemed to beneficially own the shares held directly by Logos. The address of the selling
stockholder is 1 Letterman Drive, Suite D3-700, San Francisco, CA 94129.
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PLAN OF DISTRIBUTION
We are registering the shares of common stock issued to the selling stockholders and issuable upon exercise of the prefunded warrants
issued to the selling stockholders to permit the resale of these shares of common stock by the holders of the shares of common stock and
prefunded warrants from time to time after the date of this prospectus. We will not receive any of the proceeds from the sale by the selling
stockholders of the shares of common stock. We will bear all fees and expenses incident to our obligation to register the shares of common
stock.
The selling stockholders may sell all or a portion of the shares of common stock beneficially owned by them and offered hereby from
time to time directly or through one or more underwriters, broker-dealers or agents. If the shares of common stock are sold through underwriters
or broker-dealers, the selling stockholders will be responsible for underwriting discounts or commissions or agent's commissions. The shares of
common stock may be sold on any national securities exchange or quotation service on which the securities may be listed or quoted at the time
of sale, in the over-the-counter market or in transactions otherwise than on these exchanges or systems or in the over-the-counter market and in
one or more transactions at fixed prices, at prevailing market prices at the time of the sale, at varying prices determined at the time of sale, or at
negotiated prices. These sales may be effected in transactions, which may involve crosses or block transactions. The selling stockholders may
use any one or more of the following methods when selling shares:
•

ordinary brokerage transactions and transactions in which the broker-dealer solicits purchasers;

•

block trades in which the broker-dealer will attempt to sell the shares as agent but may position and resell a portion of the block as
principal to facilitate the transaction;

•

purchases by a broker-dealer as principal and resale by the broker-dealer for its account;

•

an exchange distribution in accordance with the rules of the applicable exchange;

•

privately negotiated transactions;

•

settlement of short sales entered into after the effective date of the registration statement of which this prospectus is a part;

•

broker-dealers may agree with the selling stockholders to sell a specified number of such shares at a stipulated price per share;

•

through the writing or settlement of options or other hedging transactions, whether such options are listed on an options exchange
or otherwise;

•

a combination of any such methods of sale; and

•

any other method permitted pursuant to applicable law.

The selling stockholders also may resell all or a portion of the shares in open market transactions in reliance upon Rule 144 under the
Securities Act, as permitted by that rule, or Section 4(a)(1) under the Securities Act, if available, rather than under this prospectus, provided that
they meet the criteria and conform to the requirements of those provisions.
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Broker-dealers engaged by the selling stockholders may arrange for other broker-dealers to participate in sales. If the selling
stockholders effect such transactions by selling shares of common stock to or through underwriters, broker-dealers or agents, such underwriters,
broker-dealers or agents may receive commissions in the form of discounts, concessions or commissions from the selling stockholders or
commissions from purchasers of the shares of common stock for whom they may act as agent or to whom they may sell as principal. Such
commissions will be in amounts to be negotiated, but, except as set forth in a supplement to this Prospectus, in the case of an agency transaction
will not be in excess of a customary brokerage commission in compliance with FINRA Rule 2440; and in the case of a principal transaction a
markup or markdown in compliance with FINRA IM-2440.
In connection with sales of the shares of common stock or otherwise, the selling stockholders may enter into hedging transactions with
broker-dealers or other financial institutions, which may in turn engage in short sales of the shares of common stock in the course of hedging in
positions they assume. The selling stockholders may also sell shares of common stock short and if such short sale shall take place after the date
that this Registration Statement is declared effective by the Commission, the selling stockholders may deliver shares of common stock covered
by this prospectus to close out short positions and to return borrowed shares in connection with such short sales. The selling stockholders may
also loan or pledge shares of common stock to broker-dealers that in turn may sell such shares, to the extent permitted by applicable law. The
selling stockholders may also enter into option or other transactions with broker-dealers or other financial institutions or the creation of one or
more derivative securities which require the delivery to such broker-dealer or other financial institution of shares offered by this prospectus,
which shares such broker-dealer or other financial institution may resell pursuant to this prospectus (as supplemented or amended to reflect such
transaction). Notwithstanding the foregoing, the selling stockholders have been advised that they may not use shares registered on this
registration statement to cover short sales of our common stock made prior to the date the registration statement, of which this prospectus forms
a part, has been declared effective by the SEC.
The selling stockholders may, from time to time, pledge or grant a security interest in some or all of the prefunded warrants or shares of
common stock owned by them and, if they default in the performance of their secured obligations, the pledgees or secured parties may offer and
sell the shares of common stock from time to time pursuant to this prospectus or any amendment to this prospectus under Rule 424(b)(3) or
other applicable provision of the Securities Act, amending, if necessary, the list of selling stockholders to include the pledgee, transferee or
other successors in interest as selling stockholders under this prospectus. The selling stockholders also may transfer and donate the shares of
common stock in other circumstances in which case the transferees, donees, pledgees or other successors in interest will be the selling beneficial
owners for purposes of this prospectus.
The selling stockholders and any broker-dealer or agents participating in the distribution of the shares of common stock may be deemed
to be “underwriters” within the meaning of Section 2(a)(11) of the Securities Act in connection with such sales. In such event, any commissions
paid, or any discounts or concessions allowed to, any such broker-dealer or agent and any profit on the resale of the shares purchased by them
may be deemed to be underwriting commissions or discounts under the Securities Act. Selling Stockholders who are "underwriters" within the
meaning of Section 2(a)(11) of the Securities Act will be subject to the applicable prospectus delivery requirements of the Securities Act
including Rule 172 thereunder and may be subject to certain statutory liabilities of, including but not limited to, Sections 11, 12 and 17 of the
Securities Act and Rule 10b-5 under the Exchange Act.
Each selling stockholder has informed the Company that it is not a registered broker-dealer and does not have any written or oral
agreement or understanding, directly or indirectly, with any person to
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distribute the common stock. Upon the Company being notified in writing by a selling stockholder that any material arrangement has been
entered into with a broker-dealer for the sale of common stock through a block trade, special offering, exchange distribution or secondary
distribution or a purchase by a broker or dealer, a supplement to this prospectus will be filed, if required, pursuant to Rule 424(b) under the
Securities Act, disclosing (i) the name of each such selling stockholder and of the participating broker-dealer(s), (ii) the number of shares
involved, (iii) the price at which such the shares of common stock were sold, (iv) the commissions paid or discounts or concessions allowed to
such broker-dealer(s), where applicable, (v) that such broker-dealer(s) did not conduct any investigation to verify the information set out or
incorporated by reference in this prospectus, and (vi) other facts material to the transaction. In no event shall any broker-dealer receive fees,
commissions and markups, which, in the aggregate, would exceed eight percent (8.0%).
Under the securities laws of some states, the shares of common stock may be sold in such states only through registered or licensed
brokers or dealers. In addition, in some states the shares of common stock may not be sold unless such shares have been registered or qualified
for sale in such state or an exemption from registration or qualification is available and is complied with.
There can be no assurance that any selling stockholder will sell any or all of the shares of common stock registered pursuant to the
registration statement, of which this prospectus forms a part.
Each selling stockholder and any other person participating in such distribution will be subject to applicable provisions of the Exchange
Act and the rules and regulations thereunder, including, without limitation, to the extent applicable, Regulation M of the Exchange Act, which
may limit the timing of purchases and sales of any of the shares of common stock by the selling stockholder and any other participating person.
To the extent applicable, Regulation M may also restrict the ability of any person engaged in the distribution of the shares of common stock to
engage in market-making activities with respect to the shares of common stock. All of the foregoing may affect the marketability of the shares
of common stock and the ability of any person or entity to engage in market-making activities with respect to the shares of common stock.
We will pay all expenses of the registration of the shares of common stock pursuant to the registration rights agreement, including,
without limitation, Securities and Exchange Commission filing fees and expenses of compliance with state securities or “blue sky” laws;
provided, however, that each selling stockholder will pay all underwriting discounts and selling commissions, if any and any related legal
expenses incurred by it. We will indemnify the selling stockholders against certain liabilities, including some liabilities under the Securities Act,
in accordance with the registration rights agreement, or the selling stockholders will be entitled to contribution. We may be indemnified by the
selling stockholders against civil liabilities, including liabilities under the Securities Act, that may arise from any written information furnished
to us by the selling stockholders specifically for use in this prospectus, in accordance with the related registration rights agreements, or we may
be entitled to contribution.
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LEGAL MATTERS
Certain legal matters relating to the issuance of the securities offered by this prospectus will be passed upon for us by Wilson Sonsini
Goodrich & Rosati, Professional Corporation, Seattle, Washington.
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EXPERTS
Ernst & Young LLP, independent registered public accounting firm, has audited our consolidated financial statements included in our
Annual Report on Form 10-K for the year ended December 31, 2020, as set forth in their report, which is incorporated by reference in this
prospectus and elsewhere in the registration statement. Our financial statements are incorporated by reference in reliance on Ernst & Young
LLP's report, given on their authority as experts in accounting and auditing.
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WHERE YOU CAN FIND MORE INFORMATION
This prospectus does not include all of the information contained in the registration statement. You should refer to the registration
statement and its exhibits for additional information. Whenever we make reference in this prospectus to any of our contracts, agreements or
other documents, the references are not necessarily complete and you should refer to the exhibits filed as part of the registration statement for
copies of the actual contract, agreement or other document.
We file annual, quarterly and other reports, proxy statements and other information with the SEC. Our SEC filings are available to the
public over the Internet at the SEC’s website at http://www.sec.gov. Our Annual Report on Form 10-K, Quarterly Reports on Form 10-Q and
Current Reports on Form 8-K, including any amendments to those reports, and other information that we file with or furnish to the SEC
pursuant to Section 13(a) or 15(d) of the Exchange Act, can also be accessed free of charge from our website at
http://www.alpineimmunesciences.com. These filings will be available as soon as reasonably practicable after we electronically file such
material with, or furnish it to, the SEC. Information contained on our website is not part of this prospectus.
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INCORPORATION OF CERTAIN INFORMATION BY REFERENCE
We have elected to incorporate the following documents into this prospectus, together with all exhibits filed therewith or incorporated
therein by reference, to the extent not otherwise amended or superseded by the contents of this prospectus:
•

our Annual Report on Form 10-K for the year ended December 31, 2020, as filed with the SEC on March 18, 2021;

•

our Quarterly Reports on Form 10-Q for the quarterly periods ended March 31, 2021, June 30, 2021 and September 30, 2021, as
filed with the SEC on May 13, 2021, August 10, 2021 and November 10, 2021, respectively;

•

our Current Reports on Form 8-K, as filed with the SEC on June 10, 2021, July 2, 2021, September 15, 2021 and October 13, 2021;

•

the description of our common stock contained in our Registration Statement on Form 8-A, as filed with the SEC on June 16, 2015
(File No. 001-37449), including any amendment or report filed for the purpose of updating such description.

In addition, we incorporate by reference in this prospectus any future filings we make with the SEC under Sections 13(a), 13(c), 14, or
15(d) of the Exchange Act (excluding any information furnished and not filed with the SEC) after the date on which the registration statement
that includes this prospectus was initially filed with the SEC (including all such documents we may file with the SEC after the date of the initial
registration statement and until all offerings under this prospectus are terminated).
Any statement contained in a document incorporated by reference herein shall be deemed to be modified or superseded for all purposes
to the extent that a statement contained in this prospectus or in any other subsequently filed document which is also incorporated or deemed to
be incorporated by reference, modifies or supersedes such statement. Any statement so modified or superseded shall not be deemed, except as
so modified or superseded, to constitute a part of this prospectus.
We will provide to each person, including any beneficial owner, to whom this prospectus is delivered, upon written or oral request, at no
cost to the requester, a copy of any and all of the information that is incorporated by reference in this prospectus.
Requests for such documents should be directed to:
Alpine Immune Sciences, Inc.
Attn: Investor Relations
188 East Blaine Street, Suite 200
Seattle, Washington 98102
(206) 788-4545
The SEC maintains a website that contains reports, proxy and information statements, and other information regarding issuers that file
electronically with the SEC at http://www. sec.gov. You may also access the documents incorporated by reference in this prospectus through our
website at www.alpineimmunesciences.com. Except for the specific incorporated documents listed above, no information available on or
through our website shall be deemed to be incorporated in this prospectus or
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the registration statement of which it forms a part. Information contained on our website is not part of this prospectus.
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PART II
INFORMATION NOT REQUIRED IN PROSPECTUS
Item 14. Other Expenses of Issuance and Distribution
The following table sets forth all expenses to be paid by the registrant in connection with this offering. All amounts shown are estimates
except for the registration fee.
Amount to be Paid

SEC registration fee

$

Legal fees and expenses

11,461
275,000

Accounting fees and expenses

35,000

Transfer agent and registrar fees

5,000

Miscellaneous

5,000

Total

$

331,461

Item 15. Indemnification of Officers and Directors
Section 145 of the Delaware General Corporation Law empowers a corporation to indemnify its directors and officers and to purchase
insurance with respect to liability arising out of their capacity or status as directors and officers, provided that the person acted in good faith and
in a manner the person reasonably believed to be in our best interests, and, with respect to any criminal action, had no reasonable cause to
believe the person’s actions were unlawful. The Delaware General Corporation Law further provides that the indemnification permitted
thereunder shall not be deemed exclusive of any other rights to which the directors and officers may be entitled under the corporation’s bylaws,
any agreement, a vote of stockholders or otherwise. The certificate of incorporation of the registrant provides for the indemnification of the
registrant’s directors and officers to the fullest extent permitted under the Delaware General Corporation Law.
In addition, the bylaws of the registrant require the registrant to fully indemnify any person, or a Covered Person, who was or is made
or is threatened to be made a party or is otherwise involved in any action, suit or proceeding, whether civil, criminal, administrative or
investigative, or a proceeding, by reason of the fact that he or she, or a person for whom he or she is the legal representative, is or was a director
or officer of the corporation or, while a director or officer of the corporation, is or was serving at the request of the corporation as a director,
officer, employee or agent of another corporation or of a partnership, joint venture, trust, enterprise or nonprofit entity, including service with
respect to employee benefit plans, against all liability and loss suffer and expenses (including attorney’s fees) reasonably incurred by such
Covered Person.
Section 102(b)(7) of the Delaware General Corporation Law permits a corporation to provide in its certificate of incorporation that a
director of the corporation shall not be personally liable to the corporation or its stockholders for monetary damages for breach of fiduciary duty
as a director, except (1) for any breach of the director’s duty of loyalty to the corporation or its stockholders, (2) for acts or omissions not in
good faith or which involve intentional misconduct or a knowing violation of law, (3) for payments of unlawful dividends or unlawful stock
repurchases or redemptions or (4) for any transaction from which the director derived an improper personal benefit. The registrant’s certificate
of incorporation provides that the registrant’s directors shall not be personally liable to the registrant or its stockholders for monetary damages
for breach of fiduciary duty as a director and that if the Delaware General Corporation Law is amended to authorize corporate action further
eliminating or limiting the personal liability of directors, then the liability of the
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registrant’s directors shall be eliminated or limited to the fullest extent permitted by the Delaware General Corporation Law, as so amended.
Section 174 of the Delaware General Corporation Law provides, among other things, that a director who willfully or negligently
approves of an unlawful payment of dividends or an unlawful stock purchase or redemption may be held liable for such actions. A director who
was either absent when the unlawful actions were approved, or dissented at the time, may avoid liability by causing his or her dissent to such
actions to be entered in the books containing minutes of the meetings of the board of directors at the time such action occurred or immediately
after such absent director receives notice of the unlawful acts.
As permitted by the Delaware General Corporation Law, the registrant has entered into separate indemnification agreements with each
of the registrant’s directors and certain of the registrant’s officers which require the registrant, among other things, to indemnify them against
certain liabilities which may arise by reason of their status as directors, officers or certain other employees.
The registrant has and expects to maintain insurance policies under which its directors and officers are insured, within the limits and
subject to the limitations of those policies, against certain expenses in connection with the defense of, and certain liabilities which might be
imposed as a result of, actions, suits or proceedings to which they are parties by reason of being or having been directors or officers. The
coverage provided by these policies may apply whether or not the registrant would have the power to indemnify such person against such
liability under the provisions of the Delaware General Corporation Law.
These indemnification provisions and the indemnification agreements entered into between the registrant and the registrant’s officers
and directors may be sufficiently broad to permit indemnification of the registrant’s officers and directors for liabilities (including
reimbursement of expenses incurred) arising under the Securities Act of 1933, as amended.
See also the undertakings set out in response to Item 17 herein.
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Item 16. Exhibits and Financial Statement Schedules
The following exhibits are filed as part of this registration statement.
EXHIBIT INDEX

Incorporated by Reference
Exhibit
Number

+

Description

Form

File No.

Exhibit

Filing Date

4.1

Form of Common Stock Certificate of the Registrant

10-K

001-37449

4.1

March 28, 2018

4.2

Warrant to Purchase Shares, dated December 16, 2016, by and between Alpine
Immune Sciences, Inc. and Silicon Valley Bank

10-K

001-37449

4.5

March 28, 2018

4.3

Form of Warrant to Purchase Shares of Common Stock issued to certain service
providers on April 12, 2017 pursuant to the Amended and Restated 2015 Stock
Plan, as amended

10-K

001-37449

4.6

March 28, 2018

4.4

Form of Warrant to Purchase Common Stock issued pursuant to the Securities
Purchase Agreement, dated January 15, 2019, by and among the Registrant and
the Purchasers party thereto

8-K

001-37449

10.3

January 16, 2019

4.5

Warrant to Purchase Common Stock, dated August 26, 2019, by and between
Alpine Immune Sciences, Inc. and Silicon Valley Bank

8-K

001-37449

4.1

August 28, 2019

4.6

Form of Warrant to Purchase Common Stock issued pursuant to the Securities
Purchase Agreement, dated July 24, 2020, by and among the Registrant and the
Purchasers party thereto

8-K

001-37449

10.3

July 24, 2020

4.7

Form of Prefunded Warrant to Purchase Common Stock issued pursuant to the
Securities Purchase Agreement, dated July 24, 2020, by and among the
Registrant and the Purchasers party thereto

8-K

001-37449

10.4

July 24, 2020

4.8

Form of Prefunded Warrant to Purchase Common Stock issued pursuant to the
Securities Purchase Agreement, dated September 14, 2021, by and among the
Registrant and the Purchasers party thereto

8-K

001-37449

10.3

September 15, 2021

5.1+

Opinion of Wilson Sonsini Goodrich & Rosati, P.C.

23.1+

Consent of Independent Registered Public Accounting Firm

23.2+

Consent of Wilson Sonsini Goodrich & Rosati, P.C. (included in Exhibit 5.1)

24.1+

Power of Attorney (included on signature page)

Filed herewith.

Item 17. Undertakings
Insofar as indemnification for liabilities arising under the Securities Act of 1933, as amended, or the Securities Act, may be permitted to
directors, officers and controlling persons of the registrant pursuant to the foregoing provisions, or , the registrant has been advised that in the
opinion of the Securities and Exchange Commission, or the Commission, such indemnification is against public policy as expressed in the
Securities Act and is therefore unenforceable. In the event that a claim for indemnification against such liabilities (other than the payment by the
registrant of expenses incurred or paid by a director, officer or controlling person of the registrant in the successful defense of any action, suit or
proceeding) is asserted by such director, officer or controlling person in connection with the securities being registered,
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the registrant will, unless in the opinion of its counsel the matter has been settled by controlling precedent, submit to a court of appropriate
jurisdiction the question whether such indemnification by it is against public policy as expressed in the Securities Act and will be governed by
the final adjudication of such issue.
The registrant hereby undertakes:
(1) To file, during any period in which offers or sales are being made, a post-effective amendment to this registration statement:
(i) To include any prospectus required by section 10(a)(3) of the Securities Act;
(ii) To reflect in the prospectus any facts or events arising after the effective date of the Registration Statement (or the most
recent post-effective amendment thereof) which, individually or in the aggregate, represent a fundamental change in the
information set forth in the Registration Statement. Notwithstanding the foregoing, any increase or decrease in volume
of securities offered (if the total dollar value of securities offered would not exceed that which was registered) and any
deviation from the low or high end of the estimated maximum offering range may be reflected in the form of prospectus
filed with the Commission pursuant to Rule 424(b) if, in the aggregate, the changes in volume and price represent no
more than 20% change in the maximum aggregate offering price set forth in the “Calculation of Registration Fee” table
in the effective Registration Statement; and
(iii) To include any material information with respect to the plan of distribution not previously disclosed in the Registration
Statement or any material change to such information in the Registration Statement;
provided, however, that paragraphs (1)(i), (1)(ii) and (1)(iii) do not apply if the information required to be included in a posteffective amendment by those paragraphs is contained in reports filed with or furnished to the Commission by the registrant
pursuant to Section 13 or 15(d) of the Securities Exchange Act of 1934, as amended, or the Exchange Act, that are incorporated
by reference in the registration statement, or is contained in a form of prospectus filed pursuant to Rule 424(b) that is part of the
registration statement.
(2) That, for the purpose of determining any liability under the Securities Act, each such post-effective amendment shall be deemed to
be a new registration statement relating to the securities offered therein, and the offering of such securities at that time shall be
deemed to be the initial bona fide offering thereof;
(3) To remove from registration by means of a post-effective amendment any of the securities being registered which remain unsold at
the termination of the offering;
(4) That, for purposes of determining any liability under the Securities Act to any purchaser:
(i)

Each prospectus filed by the registrant pursuant to Rule 424(b)(3) shall be deemed to be part of the registration statement
as of the date the filed prospectus was deemed part of and included in the registration statement; and

(ii) Each prospectus required to be filed pursuant to Rule 424(b)(2), (b)(5), or (b)(7) as part of a registration statement in
reliance on Rule 430B relating to an offering made pursuant to Rule 415(a)(1)(i), (vii), or (x) for the purpose of
providing the information required by section 10(a) of the Securities Act shall be deemed to be part of and included in
the registration statement as of
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the earlier of the date such form of prospectus is first used after effectiveness or the date of the first contract of sale of
securities in the offering described in the prospectus. As provided in Rule 430B, for liability purposes of the issuer and
any person that is at that date an underwriter, such date shall be deemed to be a new effective date of the registration
statement relating to the securities in the registration statement to which that prospectus relates, and the offering of such
securities at that time shall be deemed to be the initial bona fide offering thereof. Provided, however, that no statement
made in a registration statement or prospectus that is part of the registration statement or made in a document
incorporated or deemed incorporated by reference into the registration statement or prospectus that is part of the
registration statement will, as to a purchaser with a time of contract of sale prior to such effective date, supersede or
modify any statement that was made in the registration statement or prospectus that was part of the registration
statement or made in any such document immediately prior to such effective date.
(5) That, for the purpose of determining liability of the registrant under the Securities Act to any purchaser in the initial distribution of
the securities, the undersigned registrant undertakes that in a primary offering of securities of the undersigned registrant
pursuant to this registration statement, regardless of the underwriting method used to sell the securities to the purchaser, if the
securities are offered or sold to such purchaser by means of any of the following communications, the undersigned registrant
will be a seller to the purchaser and will be considered to offer or sell such securities to such purchaser: (i) any preliminary
prospectus or prospectus of the undersigned registrant relating to the offering required to be filed pursuant to Rule 424; (ii) any
free writing prospectus relating to the offering prepared by or on behalf of the undersigned registrant or used or referred to by
the undersigned registrant; (iii) the portion of any other free writing prospectus relating to the offering containing material
information about the undersigned registrant or its securities provided by or on behalf of the undersigned registrant; and (iv)
any other communication that is an offer in the offering made by the undersigned registrant to the purchaser.
(6) That, for purposes of determining any liability under the Securities Act, each filing of the registrant’s annual report pursuant to
section 13(a) or section 15(d) of the Exchange Act (and, where applicable, each filing of an employee benefit plan’s annual
report pursuant to section 15(d) of the Exchange Act) that is incorporated by reference in the Registration Statement shall be
deemed to be a new registration statement relating to the securities offered therein, and the offering of such securities at that
time shall be deemed to be the initial bona fide offering thereof.
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SIGNATURES
Pursuant to the requirements of the Securities Act of 1933, the registrant certifies that it has reasonable grounds to believe that it meets
all of the requirements for filing on Form S-3 and has duly caused this registration statement to be signed on its behalf by the undersigned,
thereunto duly authorized, in the City of Seattle, Washington, on November 10, 2021.
ALPINE IMMUNE SCIENCES, INC.
By: /s/ Mitchell H. Gold, M.D.
Mitchell H. Gold, M.D.
Executive Chairman and Chief Executive Officer
POWER OF ATTORNEY
Each person whose signature appears below constitutes and appoints Mitchell H. Gold, M.D. and Paul Rickey, and each of them
severally, as his or her true and lawful attorney-in-fact and agent, each acting alone with full power of substitution and resubstitution, for him or
her and in his or her name, place and stead, in any and all capacities, to sign this registration statement, and any and all amendments (including
post-effective amendments) to this registration statement, and any subsequent registration statement filed pursuant to Rule 462 under the
Securities Act of 1933, as amended, and to file the same with exhibits thereto, and the other documents in connection therewith, with the
Securities and Exchange Commission, granting unto said attorney-in-fact and agent, each acting alone, full power and authority to do and
perform each and every act and thing requisite and necessary to be done in connection therewith, as fully to all intents and purposes as they
might or could do in person, hereby ratifying and confirming all that said attorney-in-fact or his substitutes, each acting alone, may lawfully do
or cause to be done by virtue thereof.
IN WITNESS WHEREOF, each of the undersigned has executed this Power of Attorney as of the date indicated. Pursuant to the
requirements of the Securities Act of 1933, this registration statement has been signed by the following persons in the capacities and as of the
dates indicated.
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Name

/s/ Mitchell H. Gold, M.D.

Title

Date

Chief Executive Officer and Executive Chairman of the Board of
Directors (Principal Executive Officer)

November 10, 2021

Senior Vice President and Chief Financial Officer (Principal
Accounting and Financial Officer)

November 10, 2021

Director

November 10, 2021

Director

November 10, 2021

Director

November 10, 2021

Director

November 10, 2021

Director

November 10, 2021

Director

November 10, 2021

Director

November 10, 2021

Mitchell H. Gold, M.D.

/s/ Paul Rickey
Paul Rickey
/s/ Peter Thompson, M.D.
Peter Thompson, M.D.
/s/ James N. Topper, M.D., Ph.D.
James N. Topper, M.D., Ph.D.
/s/ Jay Venkatesan, M.D.
Jay Venkatesan, M.D.
/s/ Robert Conway
Robert Conway
/s/ Natasha Hernday
Natasha Hernday
/s/ Christopher Peetz
Christopher Peetz
/s/ Xiangmin Cui, Ph.D.
Xiangmin Cui, Ph.D.
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Exhibit 5.1

Wilson Sonsini Goodrich & Rosati
Professional Corporation
701 Fifth Avenue, Suite 5100
Seattle, WA 98104-7036
o: 206.883.2500
f: 206.883.2699

November 10, 2021

Alpine Immune Sciences, Inc.
188 East Blaine Street, Suite 200
Seattle, WA 98102
Re: Registration Statement on Form S-3
Ladies and Gentlemen:
We have acted as counsel to Alpine Immune Sciences, Inc., a Delaware corporation (the “Company”), in connection with the registration for resale
under the Securities Act of 1933, as amended (the “Securities Act”), of 6,489,357 shares of the Company’s common stock that are issued and outstanding (the
“Shares”) and up to 3,191,487 shares of the Company’s common stock (the “Warrant Shares”) that are issuable upon exercise of outstanding prefunded
warrants (the “Prefunded Warrants”) to purchase the Company’s common stock, pursuant to the Registration Statement on Form S-3 filed on November 10,
2020 with the Securities and Exchange Commission (the “Registration Statement”).
We have examined copies of the Securities Purchase Agreement, dated as of September 14, 2021, by and among the Company and the signatories
thereto (the “Purchase Agreement”), the form of Prefunded Warrant, the Registration Statement and the prospectus that forms a part thereof related to the
resale of the Shares and Warrant Shares. We have also examined instruments, documents and records which we deemed relevant and necessary for the basis of
our opinion hereinafter expressed.
In such examination, we have assumed (i) the authenticity of original documents and the genuineness of all signatures, (ii) the conformity to the
originals of all documents submitted to us as copies, and (iii) the truth, accuracy, and completeness of the information, representations and warranties
contained in the records, documents, instruments and certificates we have reviewed.
Based on and subject to the foregoing, we are of the opinion that:
1. The Shares are validly issued, fully paid and nonassessable.
2. The Warrant Shares issuable upon exercise of the Prefunded Warrants have been duly authorized by the Company and, when issued and delivered
by the Company upon exercise thereof in accordance with the terms of the Prefunded Warrants, will be validly issued, fully paid and nonassessable.
We express no opinion as to the laws of any other jurisdiction other than the federal laws of the United States of America and the General Corporation
Law of the State of Delaware.

AUSTIN BEIJING BOSTON BRUSSELS HONG KONG LONDON LOS ANGELES NEW YORK PALO ALTO
SAN DIEGO SAN FRANCISCO SEATTLE SHANGHAI WASHINGTON, DC WILMINGTON, DE

Alpine Immune Sciences, Inc.
November 10, 2021
Page 2

We consent to the use of this opinion as an exhibit to the Registration Statement, and we consent to the reference of our name under the caption
“Legal Matters” in the Prospectus forming a part of the Registration Statement. In giving such consent, we do not thereby admit that we are in the category of
persons whose consent is required under Section 7 of the Securities Act.

Very truly yours,
/s/ Wilson Sonsini Goodrich & Rosati, P.C.
WILSON SONSINI GOODRICH & ROSATI
Professional Corporation
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Exhibit 23.1

Consent of Independent Registered Public Accounting Firm

We consent to the reference to our firm under the caption "Experts" in the Registration Statement (Form S-3) and related Prospectus
of Alpine Immune Sciences, Inc. for the registration of 9,680,844 shares of its common stock and to the incorporation by reference
therein of our report dated March 18, 2021, with respect to the consolidated financial statements of Alpine Immune Sciences, Inc.
included in its Annual Report (Form 10-K) for the year ended December 31, 2020, filed with the Securities and Exchange
Commission.
/s/ Ernst & Young LLP
Seattle, Washington
November 10, 2021

