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The information required on the remainder of this cover page shall not be deemed to be “filed” for the purpose of Section 18 of the Securities Exchange
Act of 1934 (“Act”) or otherwise subject to the liabilities of that section of the Act but shall be subject to all other provisions of the Act.




CUSIP No. 03836J102 13D

1. Name of Reporting Persons
5AM Ventures IV, L.P.
2. Check the Appropriate Box if a Member of a Group (see instructions)
(a) 0
(b) x(1)
3. SEC USE ONLY
4. Source of Funds (see instructions)
wC
5. Check if Disclosure of Legal Proceedings Is Required Pursuant to Item 2(d) or 2(e) o
6. Citizenship or Place of Organization
Delaware
7. Sole Voting Power
0
Number of 8. Shared Voting Power
Shares
Beneficially 1,189,592 shares of common stock (2)
Owned by - —
Fach 9. Sole Dispositive Power
Reporting 0
Person With
10. Shared Dispositive Power
1,189,592 shares of common stock (2)
11. Aggregate Amount Beneficially Owned by Each Reporting Person

1,189,592 shares of common stock (2)

12. Check if the Aggregate Amount in Row (11) Excludes Certain Shares (see instructions) o
13. Percent of Class Represented by Amount in Row 11

5.6% (3)
14. Type of Reporting Person (see instructions)

PN

(1) This Schedule 13D is filed by SAM Partners IV, LLC (“5AM Partners IV”), 5AM Ventures IV, L.P. (“5SAM IV”), 5AM Co-Investors IV, L.P. (“5SAM
Co-Investors IV”), 5AM Opportunities I, L.P. (“5AM Opportunities”), 5AM Opportunities I (GP), LLC (“5AM Opportunities GP”), Dr. John D.
Diekman (“Diekman”), Andrew J. Schwab (“Schwab”) and Dr. Scott M. Rocklage (“Rocklage” and, with 5AM Partners IV, 5AM IV, 5AM Co-
Investors IV, 5AM Opportunities, 5AM Opportunities GP, Diekman and Schwab, collectively, the “Reporting Persons”). The Reporting Persons
expressly disclaim status as a “group” for purposes of this Schedule 13D.

(2) These shares are held by 5AM IV. Diekman, Schwab and Rocklage, as Managing Members of 5AM Partners IV, share voting and investment authority
over the shares held by SAM IV.

(3) Percentage based on 21,186,827 shares of Common Stock outstanding as of November 6, 2020 as disclosed in the Issuer’s Form 10-Q filed with the
Securities and Exchange Commission on November 6, 2020.




CUSIP No. 03836J102 13D

1. Name of Reporting Persons

5AM Co-Investors IV, L.P.

2. Check the Appropriate Box if a Member of a Group (see instructions)
(@) 0
(b) x(1)
3. SEC USE ONLY
4. Source of Funds (see instructions)
wC
5. Check if Disclosure of Legal Proceedings Is Required Pursuant to Item 2(d) or 2(e) o
6. Citizenship or Place of Organization
Delaware
7. Sole Voting Power
0
Number of 8. Shared Voting Power
Shares
Beneficially 49,565 shares of common stock (2)
Owned by - —
Fach 9. Sole Dispositive Power
Reporting 0
Person With
10. Shared Dispositive Power

49,565 shares of common stock (2)

11. Aggregate Amount Beneficially Owned by Each Reporting Person

49,565 shares of common stock (2)

12. Check if the Aggregate Amount in Row (11) Excludes Certain Shares (see instructions) o
13. Percent of Class Represented by Amount in Row 11

0.2% (3)
14. Type of Reporting Person (see instructions)

PN

(1) This Schedule 13D is filed by the Reporting Persons. The Reporting Persons expressly disclaim status as a “group” for purposes of this Schedule 13D.

(2) These shares are held by 5AM Co-Investors IV. Diekman, Schwab and Rocklage, as Managing Members of 5AM Partners IV, share voting and
investment authority over the shares held by 5AM Co-Investors IV.

(3) Percentage based on 21,186,827 shares of Common Stock outstanding as of November 6, 2020 as disclosed in the Issuer’s Form 10-Q filed with the
Securities and Exchange Commission on November 6, 2020.




CUSIP No. 03836J102 13D

1. Name of Reporting Persons
5AM Partners IV, LL.C
2. Check the Appropriate Box if a Member of a Group (see instructions)
(@) 0
(b) x(1)
3. SEC USE ONLY
4. Source of Funds (see instructions)
AF
5. Check if Disclosure of Legal Proceedings Is Required Pursuant to Item 2(d) or 2(e) o
6. Citizenship or Place of Organization
Delaware
7. Sole Voting Power
0
Number of 8. Shared Voting Power
Shares
Beneficially 1,239,157 shares of common stock (2)
Owned by - —
Fach 9. Sole Dispositive Power
Reporting 0
Person With
10. Shared Dispositive Power

1,239,157 shares of common stock (2)

11. Aggregate Amount Beneficially Owned by Each Reporting Person

1,239,157 shares of common stock (2)

12. Check if the Aggregate Amount in Row (11) Excludes Certain Shares (see instructions) o
13. Percent of Class Represented by Amount in Row 11

5.8% (3)
14. Type of Reporting Person (see instructions)

00

(1) This Schedule 13D is filed by the Reporting Persons. The Reporting Persons expressly disclaim status as a “group” for purposes of this Schedule 13D.

(2) Includes (i) 1,189,592 shares held by 5AM 1V; and (ii) 49,565 shares held by 5AM Co-Investors IV. Diekman, Schwab and Rocklage, as Managing
Members of 5AM Partners IV, share voting and investment authority over the shares held by 5AM IV and 5AM Co-Investors IV.

(3) Percentage based on 21,186,827 shares of Common Stock outstanding as of November 6, 2020 as disclosed in the Issuer’s Form 10-Q filed with the
Securities and Exchange Commission on November 6, 2020.




CUSIP No. 03836J102 13D

1. Name of Reporting Persons

5AM Opportunities I, L.P.
2. Check the Appropriate Box if a Member of a Group (see instructions)

(@) 0

(b) x(1)
3. SEC USE ONLY
4. Source of Funds (see instructions)

wC
5. Check if Disclosure of Legal Proceedings Is Required Pursuant to Item 2(d) or 2(e) o
6. Citizenship or Place of Organization

Delaware

7. Sole Voting Power
0
Number of 8. Shared Voting Power
Shares
Beneficially 138,497 shares of common stock (2)
Owned by - —
Fach 9. Sole Dispositive Power
Reporting 0
Person With
10. Shared Dispositive Power

138,497 shares of common stock (2)

11. Aggregate Amount Beneficially Owned by Each Reporting Person

138,497 shares of common stock (2)

12. Check if the Aggregate Amount in Row (11) Excludes Certain Shares (see instructions) o
13. Percent of Class Represented by Amount in Row 11

0.7% (3)
14. Type of Reporting Person (see instructions)

PN

(1) This Schedule 13D is filed by the Reporting Persons. The Reporting Persons expressly disclaim status as a “group” for purposes of this Schedule 13D.

(2) These shares are held by 5AM Opportunities. Schwab and Dr. Kush Parmar (“Parmar”), as Managing Members of 5AM Opportunities GP, share voting
and investment authority over the shares held by 5AM Opportunities.

(3) Percentage based on 21,186,827 shares of Common Stock outstanding as of November 6, 2020 as disclosed in the Issuer’s Form 10-Q filed with the
Securities and Exchange Commission on November 6, 2020.




CUSIP No. 03836J102 13D

1. Name of Reporting Persons

5AM Opportunities I (GP), LLC

2. Check the Appropriate Box if a Member of a Group (see instructions)
(@ 0
(b) x(1)
3. SEC USE ONLY
4. Source of Funds (see instructions)
AF
5. Check if Disclosure of Legal Proceedings Is Required Pursuant to Item 2(d) or 2(e) o
6. Citizenship or Place of Organization
Delaware
7. Sole Voting Power
0
Number of 8. Shared Voting Power
Shares
Beneficially 138,497 shares of common stock (2)
Owned by - —
Fach 9. Sole Dispositive Power
Reporting 0
Person With
10. Shared Dispositive Power

138,497 shares of common stock (2)

11. Aggregate Amount Beneficially Owned by Each Reporting Person

138,497 shares of common stock (2)

12. Check if the Aggregate Amount in Row (11) Excludes Certain Shares (see instructions) o
13. Percent of Class Represented by Amount in Row 11

0.7% (3)
14. Type of Reporting Person (see instructions)

00

(1) This Schedule 13D is filed by the Reporting Persons. The Reporting Persons expressly disclaim status as a “group” for purposes of this Schedule 13D.

(2) Includes 138,497 shares held by SAM Opportunities. Schwab and Parmar, as Managing Members of 5AM Opportunities GP, share voting and
investment authority over the shares held by 5AM Opportunities.

(3) Percentage based on 21,186,827 shares of Common Stock outstanding as of November 6, 2020 as disclosed in the Issuer’s Form 10-Q filed with the
Securities and Exchange Commission on November 6, 2020.




CUSIP No. 03836J102 13D

1. Name of Reporting Persons

Dr. John D. Diekman

2. Check the Appropriate Box if a Member of a Group (see instructions)
(a) 0
(b) x(1)
3. SEC USE ONLY
4. Source of Funds (see instructions)
AF
5. Check if Disclosure of Legal Proceedings Is Required Pursuant to Item 2(d) or 2(e) o
6. Citizenship or Place of Organization

United States

7. Sole Voting Power
0
Number of 8. Shared Voting Power
Shares
Beneficially 1,239,157 shares of common stock (2)
Owned by - —
Fach 9. Sole Dispositive Power
Reporting 0
Person With
10. Shared Dispositive Power
1,239,157 shares of common stock (2)
11. Aggregate Amount Beneficially Owned by Each Reporting Person

1,239,157 shares of common stock (2)

12. Check if the Aggregate Amount in Row (11) Excludes Certain Shares (see instructions) o
13. Percent of Class Represented by Amount in Row 11

5.8% (3)
14. Type of Reporting Person (see instructions)

IN

(1) This Schedule 13D is filed by the Reporting Persons. The Reporting Persons expressly disclaim status as a “group” for purposes of this Schedule 13D.

(2) Includes (i) 1,189,592 shares held by 5AM 1V; and (ii) 49,565 shares held by 5AM Co-Investors IV. Diekman, Schwab and Rocklage, as Managing
Members of 5AM Partners IV, share voting and investment authority over the shares held by 5AM IV and 5AM Co-Investors IV.

(3) Percentage based on 21,186,827 shares of Common Stock outstanding as of November 6, 2020 as disclosed in the Issuer’s Form 10-Q filed with the
Securities and Exchange Commission on November 6, 2020.




CUSIP No. 03836J102 13D

1. Name of Reporting Persons

Andrew J. Schwab

2. Check the Appropriate Box if a Member of a Group (see instructions)
(a) 0
(b) x(1)
3. SEC USE ONLY
4. Source of Funds (see instructions)
AF
5. Check if Disclosure of Legal Proceedings Is Required Pursuant to Item 2(d) or 2(e) o
6. Citizenship or Place of Organization

United States

7. Sole Voting Power
0
Number of 8. Shared Voting Power
Shares
Beneficially 1,377,654 shares of common stock (2)
Owned by - —
Fach 9. Sole Dispositive Power
Reporting 0
Person With
10. Shared Dispositive Power
1,377,654 shares of common stock (2)
11. Aggregate Amount Beneficially Owned by Each Reporting Person

1,377,654 shares of common stock (2)

12. Check if the Aggregate Amount in Row (11) Excludes Certain Shares (see instructions) o
13. Percent of Class Represented by Amount in Row 11

6.5% (3)
14. Type of Reporting Person (see instructions)

IN

(1) This Schedule 13D is filed by the Reporting Persons. The Reporting Persons expressly disclaim status as a “group” for purposes of this Schedule 13D.

(2) Includes (i) 1,189,592 shares held by 5AM IV; (ii) 49,565 shares held by 5SAM Co-Investors IV; and (iii) 138,497 shares held by 5AM Opportunities.
Diekman, Schwab and Rocklage, as Managing Members of 5AM Partners IV, share voting and investment authority over the shares held by 5AM IV
and 5AM Co-Investors IV. Schwab and Parmar, as Managing Members of 5AM Opportunities GP, share voting and investment authority over the
shares held by 5AM Opportunities.

(3) Percentage based on 21,186,827 shares of Common Stock outstanding as of November 6, 2020 as disclosed in the Issuer’s Form 10-Q filed with the
Securities and Exchange Commission on November 6, 2020.




CUSIP No. 03836J102 13D

1. Name of Reporting Persons

Dr. Scott M. Rocklage

2. Check the Appropriate Box if a Member of a Group (see instructions)
(@) 0
(b) x(1)
3. SEC USE ONLY
4. Source of Funds (see instructions)
AF
5. Check if Disclosure of Legal Proceedings Is Required Pursuant to Item 2(d) or 2(e) o
6. Citizenship or Place of Organization

United States

7. Sole Voting Power
0
Number of 8. Shared Voting Power
Shares
Beneficially 1,239,157 shares of common stock (2)
Owned by - —
Fach 9. Sole Dispositive Power
Reporting 0
Person With
10. Shared Dispositive Power
1,239,157 shares of common stock (2)
11. Aggregate Amount Beneficially Owned by Each Reporting Person

1,239,157 shares of common stock (2)

12. Check if the Aggregate Amount in Row (11) Excludes Certain Shares (see instructions) o
13. Percent of Class Represented by Amount in Row 11

5.8% (3)
14. Type of Reporting Person (see instructions)

IN

(1) This Schedule 13D is filed by the Reporting Persons. The Reporting Persons expressly disclaim status as a “group” for purposes of this Schedule 13D.

(2) Includes (i) 1,189,592 shares held by 5AM 1V; and (ii) 49,565 shares held by 5AM Co-Investors IV. Diekman, Schwab and Rocklage, as Managing
Members of 5AM Partners IV, share voting and investment authority over the shares held by 5AM IV and 5AM Co-Investors IV.

(3) Percentage based on 21,186,827 shares of Common Stock outstanding as of November 6, 2020 as disclosed in the Issuer’s Form 10-Q filed with the
Securities and Exchange Commission on November 6, 2020.




CUSIP No. 03836J102 13D

Explanatory Note: This Amendment No. 4 (the “Amendment”), which amends the Schedule 13D filed with the Securities and Exchange Commission
(the “SEC”) on October 17, 2019, as amended by Amendment No. 1 filed May 22, 2020, as amended by Amendment No. 2 filed June 11, 2020 and as
amended by Amendment No. 3 filed October 7, 2020 (the “Original Schedule 13D”) is being filed on behalf of 5AM Partners IV, LLC (“5AM Partners
IV”), 5AM Ventures IV, L.P. (“5AM IV”), 5AM Co-Investors IV, L.P. (“5AM Co-Investors IV”), 5AM Opportunities I, L.P. (“SAM Opportunities”), 5AM
Opportunities I (GP), LLC (“5AM Opportunities GP”), Dr. John D. Diekman (“Diekman”), Andrew J. Schwab (“Schwab”) and Dr. Scott M. Rocklage
(“Rocklage” and, with 5AM Partners IV, 5AM IV, Co-Investors IV, 5AM Opportunities, 5AM Opportunities GP, Diekman and Schwab, collectively, the
“Reporting Persons”) in respect of the Common Stock, $0.001 par value per share of Aprea Therapeutics, Inc., a Delaware corporation (the “Issuer”). This
Amendment is being filed by the Reporting Persons to report open market sales of Common Stock on November 16, 2020 and November 18, 2020.
Accordingly, the number of securities beneficially owned by the Reporting Persons has decreased as described in Items 4 and 5 below.

Item 4 and 5 of the Original Schedule 13D are hereby amended and supplemented to the extent hereinafter expressly set forth and, except as amended and
supplemented hereby, the Original Schedule 13D remains in full force and effect. All capitalized terms used in this Amendment but not defined herein
shall have the meanings ascribed thereto in the Original Schedule 13D.

Item 4. Purpose of Transaction

Item 4 of the Original Schedule 13D is hereby amended and supplemented by adding the following paragraphs at the end of Item 4:

On November 16, 2020, 5AM IV sold an aggregate of 288,000 shares of Common Stock in an open market transaction at a price of $20.10 per share and
5AM Co-Investors IV sold an aggregate of 12,000 shares of Common Stock in an open market transaction at a price of $20.10 per share.

On November 18, 2020, 5AM IV sold an aggregate of 345,600 shares of Common Stock in an open market transaction at a price of $19.92 per share and
5AM Co-Investors IV sold an aggregate of 14,400 shares of Common Stock in an open market transaction at a price of $19.92 per share.

10




CUSIP No. 03836J102 13D
Item 5. Interest in Securities of the Issuer
Item 5 of the Original Schedule 13D is hereby amended and restated in its entirety as follows:

(a) — (b). The following information with respect to the ownership of the Common Stock of the Issuer by the persons filing this statement on Schedule 13D
is provided as of November 18, 2020:

Shared Sole Shared

Shares Held Sole Voting Voting Dispositive Dispositive Beneficial Percentage
Reporting Persons Directly Power Power(1) Power Power (1) Ownership of Class (3)
5AM IV 1,189,592 0 1,189,592 0 1,189,592 1,189,592 5.6%
5AM Co-Investors IV 49,565 0 49,565 1 49,565 49,565 0.2%
5AM Partners IV (1) 0 0 1,239,157 0 1,239,157 1,239,157 5.8%
5AM Opportunities 138,497 0 138,497 0 138,497 138,497 0.7%
5AM Opportunities GP (2) 0 0 138,497 0 138,497 138,497 0.7%
Diekman (1) 0 0 1,239,157 0 1,239,157 1,239,157 5.8%
Schwab (1) (2) 0 0 1,377,654 0 1,377,654 1,377,654 6.5%
Rocklage (1) 0 0 1,239,157 0 1,239,157 1,239,157 5.8%

(1) Includes 1,189,592 shares of Common Stock held by 5AM IV and 49,565 shares of Common Stock held by 5SAM Co-Investors IV. Diekman, Schwab
and Rocklage, as Managing Members of 5AM Partners IV, share voting and investment authority over the shares held by 5AM IV and 5AM Co-
Investors IV.

(2) Includes 138,497 shares of Common Stock held by 5AM Opportunities. Schwab and Parmar, as Managing Members of 5AM Opportunities GP, share
voting and investment authority over the shares held by 5AM Opportunities.

(3) Percentage based on 21,186,827 shares of Common Stock outstanding as of November 6, 2020 as disclosed in the Issuer’s Form 10-Q filed with the
Securities and Exchange Commission on November 6, 2020.

(c) Except as set forth herein, none of the Reporting Persons has effected any transactions in shares of the Issuer’s Common Stock during the last 60 days.

(d) No other person is known to have the right to receive or the power to direct the receipt of dividends from, or any proceeds from the sale of, the shares
of Common Stock beneficially owned by any of the Reporting Persons.

(e) Not applicable.

11




CUSIP No. 03836J102 13D
SIGNATURES

After reasonable inquiry and to the best of my knowledge and belief, I certify that the information set forth in this statement is true, complete and
correct.

Date: November 19, 2020
5AM Ventures IV, L.P.

By: 5AM Partners IV, LLC,
Its General Partner

By: /s/ Andrew J. Schwab

Andrew J. Schwab
Managing Member

5AM Co-Investors IV, L.P.

By: 5AM Partners IV, LLC,
Its General Partner

By: /s/ Andrew J. Schwab

Andrew J. Schwab
Managing Member

5AM Partners IV, LLC

By: /s/ Andrew J. Schwab

Andrew J. Schwab
Managing Member

5AM Opportunities I, L.P.

By: 5AM Opportunities I (GP), LLC,
Its General Partner

By: /s/ Andrew J. Schwab

Andrew J. Schwab
Managing Member

5AM Opportunities I (GP), LLC

By: /s/ Andrew J. Schwab

Andrew J. Schwab
Managing Member

DR. JOHN D. DIEKMAN

By: /s/ Dr. John D. Diekman

Dr. John D. Diekman
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CUSIP No. 03836J102 13D
ANDREW J. SCHWAB

By: /s/ Andrew J. Schwab

Andrew J. Schwab
DR. SCOTT M. ROCKLAGE

By: /s/ Dr. Scott M. Rocklage

Dr. Scott M. Rocklage
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