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FORWARDOOKING STATEMENTS

This presentation containsforwafd2 2 { Ay 3 adl 4§ SYSyda | o02dzi { LINHzOS . A2 a OA é&eadsSthar thant@iemerdsd ¢ S
of historical facts contained in this presentation are forwérdking statements, including statements about our financial fosi strategy, our expectations
NEIFNRAYI GKS GAYAYy3 YR OKASBSYSyYy(d 2F 2dzNJ LINR RdzO{ s,planydd éxpectafiddsifor RS @S-
future operations and the proposed offering and anticipated use of the net proceeds from the offering. These donkard stéements are subject to a

number of risks, uncertainties and assumptions, including, but not limited to: our limited operating history; net losgpegatation that we will incur net

losses for the foreseeable future, and that we may never be profitable; our need for additional funding and related askbidisiness, product development
programs and future commercialization activities; the timing and success of clinical trials we conduct; the ability tarabtasntain regulatory approval of

our product candidate; the ability to commercialize our product candidate; our ability to compete in the marketplacesgastfismg our license agreement;

our ability to obtain and maintain intellectual property protection for our product candidate; and our ability to manageoadh. We operate in a very

competitive and rapidly changing environment. New risks emerge from time to time. It is not possible for our managemetict@lprisks, nor can we

assess the impact of all factors on our business or the extent to which any factor, or combination of factors, may calresattuo differ materially from

those contained in any forwasboking statements we may makia light ofthese risks, uncertainties and assumptions, the forwlamking events and
circumstances discussed in this presentation may not occur and actual results could differ materially and adverselydramidipaged or implied in the
forward-looking statements. Except as required by law, neither we nor any other person assumes responsibility for the acdwaapketeness of the
forward-looking statements. We undertake no obligation to update publicly any forh@mking statements for any reason afteretllate of this presentation

to conform these statements to actual results or to changes in our expectations.

Certain information contained in this presentation and statements made orally during this presentation relate to or arersislies, publications, surveys

and other data obtained from thirtlJF NI1 & &2 dzNDS& | yYR { LINHzOSQa 26y Ay (dSNYL thirdpaityisiudiesi Sa | yR
publications, surveys and other data to be reliable as of the date of this presentation, it has not independently vadfifadkes no representations as to the
adequacy, fairness, accuracy or completeness of, any information obtained frorp#rigdsources. In addition, no independestturce has evaluated the
NBFazylof SySaa 2NJ I OOdz2N» O 2F { LINHzOSQa AYGOGSNYIf Sadi ratéhentSmade2iMihisNG & S| NO
presentation relating to or based on such internal estimates and research.

This presentation discusses a product candidate that is under clinical study and which has not yet been approved fog tnatiketld. S. Food and Drug
Administration. No representation is made as to the safety or effectiveness of this product candidate for the use farig/being studied.
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SPRUCE AAGLANCE

Tildacerfont poised to transform treatment
paradigm in classic CAH

Multiple expansion opportunities

Significant commercial opportunity

Strong IP protection

Highly experienced leadership team

Two latestage clinical studies initiated; Datexpected bylH 2022
Studies designed to supportgistration in U.S. and Europa 2023

Initiation of Phase 2 programs ipediatric classic CAanda rare form
of polycystic ovary syndrome (PCGO8RH 2021

$3B+ worldwidemarket opportunity inclassic CAH

Comprehensive |IP portfolibased on issued patents provides
exclusivityto 2038in U.S. combined with Orphan Drug DeS|gnat|on En
U.S. and Europe

Management has contributed talevelopmentand commercial Iaunch
of 40 products including withinendocrineandrare disease space
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Classic CAH Overview
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CLASSIC CAH DISEASE OVERVIEW

Classic CAH is a chronic and potentiallytiifeatening rare disease

Classic CAH is an autosomal
recessive disease characterized
by an inability to produce
cortisol, leading to a chronic
iImbalance of key hormones and
an overproduction of adrenal
androgens.

Due to the severity and high
incidence of the disease, most
developed countries have
established newborn screening
programs to test for classic

CAH at birth.

We estimate the total classic
CAH population to be
approximately 20,000,000
people in the U.S. ansli0,000
people in the EU.
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HPA AXIS FUNCTION IN CLASSIC CAH PATIENTS

Lack of cortisol leads
to overproduction of
ACTH and precursor
steroid molecules,
resulting in excessive
adrenal androgens

|
|

Hypothalamus i CRF  Lackof negative feedback upregulates CRF secretion
! 1 Increased CRF

Pituitary Gland —b & ACTH Increased ACTH levels responsible for “hyperplasia” of the

adrenal gland and testicular adrenal rest tumors (tart)

17-OHP Increased 17-OHP

Adrenal Glands

i A4 Lackof conversionto 17-OHP leadsto highlevels of A4.
Kidneys

The dysregulation of the HPA axis in classic CAH.

\‘ . MISSING 21 HYDROXYLASm

Cortisol Negative
Feedback Loop
Dysregulated
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LOW DOSE GLUCOCORTICOID USE RESULTS IN LACK OF ANDROGE

Low dose glucocorticoid steroid use
results in lack of adrenal androgen control

-
Hyperplasia

(enlarged adrenal gland)

Potential adverse effects of
chronic excessive
adrenal androgen levels

* premature puberty

* impaired fertility

* excess body hair growth

* male pattern balding

* acne

* menstrual irregularities

* testicular adrenal rest tumors
(TARTs)




HIGH DOSE GLUCOCORTICOIDS ARE USED TO CONTROL ANDROGE
; ®

To control adrenal androgens, high
dose glucocorticoid steroids are used

Potential adverse effects of
long term use of high dose
glucocorticoid steroids

 growth inhibition in children

* high blood pressure and high cholesterol
* obesity

* diabetes

* osteoporosis

* muscle weakness

* psychological effects and insomnia

* skin thinning

* increased risks of infections




Tildacerfont
Clinical Development Program
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ABOUT TILDACERFONT
®

Spruce aims teransform the treatment paradigmand offer markedly improved disease contr@ind
reduced steroid burderwith a welttolerated, nonsteroid approach to classic CAH

Tildacerfont may eliminate the choice between excessive adrenal androgens and GC use

MOA
Tildacerfont inhibits secretion of

ACTH from the pituitary gland

Tildacerfontblocks CRF1 receptors at the anterior - du‘;d "
pituitary gland to decrease secretion of ACTH, hormones, A GTHSER
such as 170HP, and androgens, such as A4.

>,
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COMPLETED TILDACERFONT TRIALS
®

Tildacerfont was generally wellolerated in seven clinical trials exposing 171 subjects with no dratated SAEs

SPRO00201¢ Clinical Proof of Concept SPR0O0LR02¢ 12-week, open label, n=11

Baseline PK/PD PK/PD PK/PD FollowUp

PD PD PD PD FollowUp
! ! ! ! ! , ! ! : {
COHORT A| 200mg QD| 600 mg QD| 1000 mg QD 400 mg QD
(n=10) 14 DAYS 14 DAYS 14 DAYS 30 DAYS Baseline Week 4 Week 8 Week 12 Week 16
Baseline PKIPD FollowUp A Entry criteria: Adult28yrsw/ classic CAH
COHORTS : ¥ ¥ V A = , | ,
R 17-h 1 t nn dk R odn - b0
B (n=9) [ 100200 mgBID Yy y [ L
& C (n=7) 14 DAYS 14 DAYS 30 DAYS A Stable GC doses

TOP LINE STUDY TAKEAWAYS

A Observed reductions in adrenal androgens at 2 weeks (Study 201) and 3 months (Study 202)
A Demonstrated robust reduction in ACTH at lowest dose studied (200mg TDD)
A Identified two distinct patient populations with eithgroor disease contrar good disease control
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TWO DISTINCT PATIENT GROUPS IDENTIFIED

Patient groups reinforce thdifficult choicebetweenexcessive adrenal androgens andjh GC dosing

POOR DISEASE CONTROL GOOD DISEASE CONTROL

A Normal or near normal adrenal androgens

A Higher GC dosing > 30mg/day
hydrocortisone equivalent{Cg

A Unmet needo reduce GC dose and improv
related clinical outcomes

A Highly elevated adrenal androgens ———
A Lower GC dosing < 30mg/day
hydrocortisone equivalent{C¢
A Unmet need to reduce adrenal androgens
and improve related clinical outcomes
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