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Item 7.01 Regulation FD Disclosure.

The slides attached as Exhibit 99.1 to this Current Report contain certain additional information related to the clinical data results discussed in Item 8.01 below. Crinetics Pharmaceuticals, Inc. (the “Company” or “Crinetics”) intends to
present the slides during a conference call and live webcast with the investment community on October 26, 2020, at 8:00 a.m. EDT.

The information contained in this Item 7.01, including in Exhibit 99.1 hereto, is being “furnished” and shall not be deemed “filed” for the purposes of Section 18 of the Securities Exchange Act of 1934, as amended, is not subject to the

liabilities of that section and is not deemed incorporated by reference in any filing under the Securities Act of 1933, as amended, or the Securities Exchange Act of 1934, as amended, except as shall be expressly set forth by specific
reference in such a filing.

Item 8.01 Other Events.

On October 26, 2020, the Company announced positive topline results from the Company’s Phase 2 ACROBAT Edge and ACROBAT Evolve studies of paltusotine (formerly CRN00808), the Company’s lead candidate for the
treatment of acromegaly. The prespecified primary endpoint in Edge was achieved, showing that once daily oral paltusotine maintained insulin-like growth factor-1 (“IGF-1”) levels at Week 13 in acromegaly patients who were
switched from an injected somatostatin receptor ligand (“SRL”) depot of either octreotide or lanreotide monotherapy [change in IGF-1 = -0.034 (-0.107, 0.107), median (IQR)]. There were 25 patients enrolled in this prespecified
primary analysis population (Group 1). During the four-week washout period after the 13-week treatment period, Group 1 patients showed a meaningful (>20%) and prompt (within two weeks) rise in IGF-1 levels from baseline, which
characterized the magnitude of therapeutic activity of oral paltusotine in acromegaly patients. Edge also enrolled an additional 22 patients into four different exploratory populations (Groups 2-5).

Paltusotine was generally well tolerated among the 60 ACROBAT participants (including both Edge and Evolve), which is consistent with prior clinical findings in healthy volunteers. There were no discontinuations due to drug-related
adverse events, no safety signals seen in clinical laboratory analyses, no treatment-related serious adverse events (“SAEs”), and no patients required rescue treatments with standard acromegaly medications during treatment. The most
common treatment-emergent adverse events (>10%) included: headache, arthralgia, fatigue, peripheral swelling, paresthesia and hyperhidrosis. The Company plans to meet with the U.S. Food and Drug Administration (“FDA”) to share
these results and finalize the protocol for its planned Phase 3 program, which remains on track to begin in the first half of 2021.

Findings from ACROBAT Edge
Edge enrolled a total of 47 patients with confirmed diagnoses of acromegaly at 45 clinical sites in 13 countries. The prespecified primary analysis population (Group 1) included 25 patients who were previously treated with SRL
monotherapy (octreotide or lanreotide) and had a baseline IGF-1 of > 1.0x the upper limit of normal (“ULN”) and < 2.5x ULN. Groups 2-5 (n=22) were predefined as exploratory populations and are described in the table below.

Baseline IGF-1

Group Pre-Trial Therapy (x ULN) Total Enrolled
1 SRL monotherapy (octreotide or lanreotide) >1.0<25 25
2 SRL + cabergoline >1.0<25 10
3 SRL + cabergoline <1.0 5
4 Pasireotide <1.0 4
5 SRL + Pegvisomant <1.0 3

Three IGF-1 measurements were taken during a four- to six-week screening period, the average of which was defined as the “baseline” value. Following screening and four weeks after the last depot injection, each patient was treated
for 13 weeks with paltusotine. All patients were started on 10 mg of paltusotine and then titrated up to 20, 30 and 40 mg at Weeks 4, 7 and 10, respectively, if the study drug was well tolerated and if the previous IGF-1 levels were > 0.9

x ULN at Weeks 2 and 5, and if IGF-1 levels were > 1.0 x ULN at Week 8. At the end of 13 weeks, 18 of the Group 1 patients who completed the dosing period were on 40 mg, two were on 30 mg, two were on 20 mg, and one was on
10 mg.

The primary endpoint in the primary analysis population prespecified in the Statistical Analysis Plan (Group 1) showed that at the end of the 13 week treatment period, the median IGF-1 was 1.343, compared to the median IGF-1 of
1.335 at baseline (p>0.6 for change from baseline), indicating there was no statistically significant difference in IGF-1 control after patients had switched from pre-trial
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injected therapy to oral paltusotine monotherapy. Furthermore, the statistically significant rise in IGF-1 levels during the four-week washout period (p<0.0001) compared to the end of treatment time point at Week 13, shows the
magnitude of the therapeutic activity of paltusotine in these patients and is shown in the table below. At every timepoint throughout the 13-week dose titration treatment period, median IGF-1 levels were maintained similar to baseline
levels.

VWithdrawal Period
Parameter (units) Baseli End of Tr 2 Weeks 4 Weeks
Number of patients n=25 n=25 n=23 n=22
IGF-1 (xULN)
Mean (95% CI) 1.337 (1.217, 1.456) 1.327 (1.205, 1.449) 1.983 (1.729, 2.237) 2.031 (1.785, 2.277)
Median (IQR) 1.335 (1.078, 1.471) 1.343 (1.169, 1.448) 1.795 (1.512, 2.382) 2.053 (1.689, 2.511)
Change in IGF-1 (xULN) Change from Baseli Change from End of Treatment
Mean (95%CI) -0.010 (-0.093, 0.074) 0.614 (0.394, 0.834) 0.676 (0.469, 0.882)
Median (IQR) -0.034 (-0.107, 0.107) 0.477 (0.181, 1.068) 0.552 (0.408, 1.024)
p-valuer >0.6 <0.0001 <0.0001

Switching patients in the exploratory Edge populations in Groups 2 and 3 (n=15), who were treated with a combination of cabergoline and an SRL at baseline, to paltusotine monotherapy showed that cabergoline contributed to IGF-1
lowering. However, after withdrawal of paltusotine therapy in the washout period, it appeared that the magnitude of therapeutic activity of paltusotine was greater than that of cabergoline.

Although the small sample sizes in Group 4 (n=4) and Group 5 (n=3) were too low to assess paltusotine’s activity in the smaller patient populations represented by these groups, these data will contribute to the broader paltusotine safety
database. Patients represented by Groups 2-5 will not be included in the Phase 3 program but are included in the safety analysis.

Findings from ACROBAT Evolve

Evolve was designed as a double-blind, placebo-controlled, randomized withdrawal study conducted at 44 clinical sites in 13 countries. As previously announced, the enrollment was terminated early, enabling data to be available for
the end of Phase 2 regulatory interactions on the Edge study. The thirteen patients enrolled in the study with confirmed diagnoses of acromegaly whose levels of IGF-1 were biochemically controlled (<1.0x ULN) on standard-of-care
SRL depot injections and completed participation in the study, were included in the safety analysis and provided additional response data at the low end of the dose range.

All patients were switched to 10 mg of paltusotine once daily, four weeks after receiving the last injection of depot SRL during the screening period. At predetermined timepoints, IGF levels and tolerability were assessed and doses
were increased in 10 mg increments as dictated by the protocol up to a maximum of 30 mg. After this dose titration phase, participants were randomized to receive paltusotine or placebo for four additional weeks if their week eight
IGF-1 was < 1.0x ULN. Prior to randomization, only three patients advanced to the 30 mg dose, six were on 20 mg and three on 10 mg (one patient discontinued prior to randomization). Seven patients met the criteria for
randomization (n=3 paltusotine and n=4 placebo); the other five patients remained on paltusotine. As in Edge, paltusotine was withdrawn for four weeks following the conclusion of the 13-week treatment period.

The reduced sample size did not allow for meaningful statistical comparisons between groups in the randomized withdrawal period. Data from these patients on lower doses of paltusotine were included in the post-hoc dose response
analyses in combination with data from patients in the Edge study, most of whom received the higher doses.

Dose Response Analyses

Post-hoc analyses of patients in Edge (Group 1; n=25) and Evolve (n=13) were conducted in order to explore the effect of paltusotine dose on IGF-1 suppression. These analyses provided evidence of a dose response across the dose
range of 10 to 40 mg. Dose-dependent results were observed when evaluating the effect on IGF-1 levels from: 1) switching from injectable SRL to paltusotine, and 2) withdrawing paltusotine during the washout phase. These data and
ongoing exposure response analysis will inform the selection of doses to be included the Phase 3 program that will be finalized after consultation with the FDA.

Patient Reported Outcome Measures
Several different patient-reported outcome instruments were evaluated in the ACROBAT studies. Analyses of the performance of these tools are still being conducted, and Crinetics plans to present these findings at an upcoming
medical conference.



Forward-Looking Statements

Crinetics cautions you that statements contained in this Current Report on Form 8-K regarding matters that are not historical facts are forward-looking statements. These statements are based on the Company’s current beliefs and
expectations. Such forward-looking statements include, but are not limited to, statements regarding: the potential benefits of paltusotine for acromegaly patients; the potential to initiate a Phase 3 program of paltusotine in acromegaly
based on the Edge and Evolve topline results and the timing thereof; and Crinetics’ plans to meet with the FDA to finalize the protocol for a Phase 3 program for paltusotine. The inclusion of forward-looking statements should not be
regarded as a representation by Crinetics that any of its plans will be achieved. Actual results may differ from those set forth in this Current Report on Form 8-K due to the risks and uncertainties inherent in Crinetics’ business,
including, without limitation: topline data that Crinetics reports is based on a preliminary analysis of key efficacy and safety data, and such data may change following a more comprehensive review of the data related to the clinical
trials and such topline data may not accurately reflect the complete results of a clinical trial, and the FDA and other regulatory authorities may not agree with Crinetics’ interpretation of such results; advancement of paltusotine into a
Phase 3 program is dependent on and subject to the receipt of further feedback from the FDA; the COVID-19 pandemic may disrupt Crinetics’ business and that of the third parties on which it depends, including delaying or otherwise
disrupting its clinical trials and preclinical studies, manufacturing and supply chain, or impairing employee productivity; the Company’s dependence on third parties in connection with product manufacturing, research and preclinical
and clinical testing; the success of Crinetics’ clinical trials and nonclinical studies for paltusotine and its other product candidates; regulatory developments in the United States and foreign countries; unexpected adverse side effects or
inadequate efficacy of the Company’s product candidates that may limit their development, regulatory approval and/or commercialization; Crinetics may use its capital resources sooner than it expects; and other risks described under
the heading “Risk Factors” in documents the company files from time to time with the Securities and Exchange Commission. You are cautioned not to place undue reliance on these forward-looking statements, which speak only as of
the date hereof, and Crinetics undertakes no obligation to update such statements to reflect events that occur or circumstances that exist after the date hereof. All forward-looking statements are qualified in their entirety by this
cautionary statement, which is made under the safe harbor provisions of the Private Securities Litigation Reform Act of 1995.

Item 9.01 Financial Statements and Exhibits.

(d) Exhibits

Exhibit No Description

99.1 Slide Presentation entitled “Topline Results from the ACROBAT Phase 2 Program in Acromegaly”
104 Cover Page Interactive Data File (embedded within the Inline XBRL document)
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Saf_e Harbor Statement

This presentation contains forward-locking staterments. All statements other than staterments of historical facts contained in this presentation are forward-looking
statements, including statements regarding: the potential benefits of paltusctine for acromegaly patients; the planned improverment of the paltusotine formulation and the
timing thereof; the potential toinitiate a Phase 3 program of paltusctine in acromegaly with our to-be-marketed formulation based on the Edge and Evaolve results andthe
timing thereof; our plans to meet with the FOA and the timing of such meeting; the planned expansion of the paltusctine development program toinclude the treatment of
carcinoid syndrome in patients with NETs and the expected timing thereof, including the initiation of a Phase 2 trial in these patients; the potential toinitiate a Phase 1trial
of our lead ACTH antagonist and the timing thereof; and the potential to initiate a Phas=e 1 trial of CRNO4777 and the timing thereof. In some cases, you can identify forward-
looking statements by terms such as “may,” “believe,” “anticipate,” “could,” “should,” “estimate,” “expect,” “intend,” “plan,” *project,” “will," “forecast” and similar terms. These
statermnents involve known and unlkknown risks, uncertainties and other important factors that may cause our actual results, performance or achievernents to be materially
different from anyfuture results, performance or achieverments expressed or implied by the forward-looking statements, including, without limitation: topline data that we
report is based on a preliminary analysis of key efficacy and safety data, and such data may change fallowing a more comprehensive review of the data related tothe clinical
trials and such topline data may not accurately reflect the complete results of a clinical trial, and the FOs and other regulatory authorities may not agree with our
interpretation of such results; advancerment of paltusctine into a Phase 3 program and our lead ACTH antagonist and CRMNO4777 into Phase 1trials are dependent on and
subject to the receipt of further feedback from the FDA; we may not be able to obtain, maintain and enforce our patents and other intellectual property rights, and it may be
prohibitively difficult or costly to protect such rights; the COVIDA2 pandemic may disrupt our business and that of the third parties on which we depend, including delaying
or otherwise disrupting our clinical trials and preclinical studies, manufacturing and supply chain, or impairing employee productivity, our dependence on third parties in
connection with product manufacturing, research and preclinical and clinical testing; the success of our clinical trials and nonclinical studies for paltusctine and our other
product candidates, regulatory developrments in the United States and foreign countries; unexpected adverse side effects or inadequate efficacy of our product candidates
that may limit their development, requlatory approval and/or commercialization; we may use our capital resources sooner than we expect; and other risks described under
the heading “Risk Factors” in documents we file from time to time with the Securities and Exchange Commission. Because forward-looking staterments are inherently
subject to risks and uncertainties, some of which cannot be predicted or quantified and some of which are beyond our control, you should not rely on these forward-looking
statermnents as predictions of future events. The events and circumstances reflected in our forward-locking statements may not be achieved or occur and actual results could
differ materially from those projected in the forward-looking staterments. All forward-looking staterments are qualified in their entirety by this cautionary staterment, which is
made under the safe harbor provisions of the Private Securities Litigation Reform Act of 1995 and, except as required by applicable law, we do not plan to publicly update or
revise any forward-locking staterments contained herein, whether as a result of any new information, future events, changed circumstances or otherwise.

This presentation also contains estimates and other statistical data made by independent parties and by us relating to market size and growth and other data about our
industry. This data involves a number of assumptions and limitations, and you are cautioned not to give undue weight to such estimates, In addition, projections,
assumptions, and estimates of our future performance andthe future performance of the markets in which we operate are necessarily subject to a high degree of
uncertainty and risk.
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Summary of ACROBAT Phase 2 Results

*  Primary endpoint achieved in Edge: Once daily oral paltusotine maintained insulin-
like growth factor-1 (IGF-1) levels at week 13 after switching from injected
somatostatin receptor ligand (SRL) depots of octreotide or lanreotide
[AIGF-1=-0.034 (-0.107,0.107), median (IQR"]

* Both IGF-Tand growth hormaone (GH) levels promptly rose after withdrawing
paltusotine which characterized the magnitude of therapeutic activity of oral
paltusotine

* Paltusotine contributed to IGF-1 lowering in patients previously treated with
injected SRLs + oral cabergoline combination therapy

* Post-hoc analysis of patients from both Edge (Group 1) and Evolve? provided
evidence of a dose response with higher doses being more effective

» Paltusotine was well tolerated

Interquartile Range: 25 751 percentile
“Enrcllrnent in ACROBAT Evolve was discontinuad in April 2020, Previously enrolled patients continued in the study. Data from the
Evolvepatients (N=13) are included safety and dose-response analysis
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Acromegaly and NETS are Currently Treated with
Injected Somatostatin Receptor Ligand (SRL) Depots

Acromegaly

+ Benign pituitary tumar
* Secretes excess growth

hormaone (GH)

* Excess GH causes excess
secretion of insulin-like
growth factor-1 (IGF-1)

Results in:

1. Bone and cartilage
overgrowth

2. Organ enlargement

I Changesin glucose
and hpid metabalism

4. Abnormal growth of
hands and feet

5. Alteration of facial
features

Prevalence: 225000 inthe US.

bituitary agon iSt

53”4

Prevalence: ~171000 inthe US.
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Neuroendocrine Tumors (NETSs)

+ METs arise from

aberrant
enteroendocrine cells

+ 0 ~10% of cases,

tumaors are assoclated
With excess secration
of seratonin and other
hormaones resulting in
carcinoid syndrome

Fatients with grade 1
and 2 NETs and
distant metastases
have a S-year sunvival
ranging from 30-70%




~$3.1B (2019) Market, Despite
L_irrjitations of Injectables

Sandostatin® un-J"

[

Sandostatin Somatuline Somavert Signifor
(octreotide) (lanreotide) (pegvisomant) (pasireotide)
U, NovarTIS $16B fIPSEN 4128 @&  s264M N Recoroan $75M
Maonthly intramuscular Monthly deep subcutaneous Daily injections 1 ml; 28 - 31- Maonthly intramuscular
5-mL vial; 112" 19-gauge needle 2-5ml; 18-gauge needle gauge needle not supplied 1ml; 20-gauge needle
Painful injections. Painful injections. Patients buya second Impaired glucose control and
Injection site reactions Injection site reactions refrigerator for storage. risk of diabetes.
Inconvenient monthly visits Inconvenient monthly visits Travel is difficult
to physician's office interripts to physician's office interripts
narmal life narmal life
Limited Efficacy as many Limited Efficacy as many
patients experience return of patients experience return of
symptoms nearend of month symptoms nearend of month
Approval date: 19282, 1992[LAR) Approval date: 2007 Approval date: 20032 Approval date: 2014
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ACROBAT Edge Study Design

A globalclinical trial conducted at 45 clinical sites in 13 countries

<€—— Screening > Paltusotine Treatment > €— Washout —>

yexsK ﬂ-----ﬂ-ﬂ- - BB
51’?;@:5‘@;3{?‘5.;‘? I:l’.ED- ot | Dose Titration Period >
{ICF-1=10, = 25 % ULN) v

Last SRL Dose of

onoctreatide or D t Adj
larre otide depot De::;':.\soe Nf:ér;t 10 mg IGF ét IGF %t IGF —3 t
rmonotherapy Rec'd

1: T 1: *Potentlal dose Increases (20, 30, 40 mg) If study drug tolerated and T T T

" previous IGF-1> 0.9 x ULN at week2 and 5 or > 1.0 x ULN an week 8 W13 W15 w17
Baseline = average IGF-1
1° Endpoint: AICF-1 after switching from SRL peptide depot | 'T‘ T

Magnitude of paltusotine
effect: AIGF-1 after washout

Primary Endpoint: Change in IGF-1at Week 13 vs. baseline (average of three IGF-1 screening values)
Primary Hypothesiswas: No change in the median IGF-1at Week 13 versus baseline
Primary Analysis Population: Group1 patients (those previously on octreotide or lanreotide depot monotherapy)
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ACROBAT Edge Patient Groups
I e 7

SRL monotherapy ~10<25 Prespef:ified Prir'!"nary
(octreotide or lanreotide) Analysis Population

2 SRL + cabergoline =10:=25
3 SRL + cabergoline <10 5 - Exploratory
4 Pasireotide <10 4 Populations
5 SRL + Pegvisomant <1.0
Prespecified Primary Analysis Population (Group 1)’ Exploratory populations (Groups 2-5)
+ Patientstreated with SRL (octreotide or lanreotide) with The study also evaluated whether paltusotine can
elevated |GF-1 at baseline—representing the majority of contributeto the care of patientstreated with more
patientsin clinical practice intensive treatment regimens

+ The primary hypothesiswasthat the group would show
no change in the median IGF-Tat Week 13 versus baseline

TPrespecified in Edge Statistical Analysis Plan
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ACROBAT Edge Patient Disposition

89% of patients completed the study

Total Enrolled
n=47

Group 1 Group 2 Group 3 Group 4 Group 5
SRL Monotherapy SRL + Cabergoline (IGF>1) SRL + Cabergoline{IGF<1.0) Pasireotide SRL + Pegvisomant
n=25 (53.296) n=10 n=5 n=4 n=3
Completers Completers Completers Completers ‘ Completers
n=22 (28%) n=10 {100%) n=4 (80%) n=3 (75%) n=2 100%)
Discontinuations n=3 (12% ) Discontinuations Discontinuations
Reasons: n=1(20%) n=1(25%)
Withdrew consentn=1 Reason: Reason:
Prohibited Med n=1 COVID-19 n=1 Prohibited Med n=1
Unakle to Travel n=1
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ACROBAT Edge Patient Characteristics

Demographics

Median Age, years (Min, Max) 52 (31,71) 53 (31,70) 51 (43, 69) 56 (46, 67) 38 (35, 606) 51 (31, 71)
Median Welght, kg (Min, Max) 91 (61, 155) 25 (56, 136) 27 (57, 91) 107 (73, 120) 78 (59, 82) g7 (56,155)
Sex

Female N (44%) 7 (70%) 3 (60%) 3 (75%) 3 [100%) 27 (57%)

Male 14 (56%) 2 (30%) 2 (40%) 1(25%) 0 20 (43%)
Lanrectide depat Dose, mag/mo n=12 n=3 n=2 NA n=2 n=19

# patients on 60/20/120 mg/mo 1/4/7 0/0/3 o/0/2 -- 1/1/0 2 /5112
Octreotide LAR Dose, mg/mo n=13 n=7 n=3 NA n=1 n=24

# patients on 10/20/20/40 mg/mao 1/0/9/3 0/0/7/0 o/1/1/1 s o/0/0/1 /1417 )5
Pasireotide dose, mg/mo MNA MNA MNA n=4 MNA n=4

# patients on 40/60 mg/mo -- -- -- P - 212
Cabergaoline dose, mafveek MNA n=10 n=5s NA MNA n=15

Median (Min, Max) -- 23 (05,35) 15 (05, 20) = - 2(05,35)
Pegvisomant dose, mgfweek MNA MNA MA MNA n=3 n=3

Median (Min, Max) -- -- -- -- 60 (20, 70) 60 (20, 70)
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Paltusotine Maintained IGF-1 and GH Levels After
Switching From Injected SRL Peptide Depots

Hormone levels observed in primary analysis population (Group 1)

3.0 3.0 p<0.0001
IGF-1 p<0.0001 GH
1
25" 25"
p=0.6
= 20+ - 2.0 -
= =06 ) | —
5. 0.5 £
1 e
Z 15+ £ 157
w f i T
- 10 [ IR I 0 1 D L
0.5+ 0.5
Baseline Paltusotine 4 Wks Baseline Paltusotine 4 Wks
(Before Switch) EoT after (Before Switch) EoT after
(N=25) (N=25) wD {N=25) (N=25) wD
(N=22) (N=22)

Data presented are median (Interquartile Range [IQR]: 25th percentile, 75th percentile) EoT = End of Treatment defined as Weeld 13 {visit 14 or last on treatment value carried

forward [LOCF). Wikes after WD is defined aswWeel 17 or result at least 22 days after last dose.
Mote: p-values are based on non-parametric Wilcoxon Sign Rank test of whether the median change is different from zerao.
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Paltusotine Maintained IGF-1 Levels After
Switching From Injected SRL Peptide Depots

Conclusions
1. IGF-1levels after 13 weeks of paltusotine treatment did not significantly change from

baseline in patients previously treated with injected SRL depots (Group 1)
2. Risein IGF-1 after withdrawal (within 2 weeks) which characterized the magnitude of
therapeutic activity for oral paltusotine

Withdrawal Period

Parameter (units) Baseline End of Treatment
2 Weeks 4 Weeks
Number of patients n=25 n=25 n=23 n=22
IGF-T (xULN)
Mean (95% Cl) 1.337(1.217,1.456) 1.327 (1205,1.449) 1.983(1.729,2.237) 2.031(1.785,2.277)
Median (IQR) 1.335 (1.078,1.471) 1.343(1169,1.448) 1.795(1.512,2.382) 2.053 (1.689,2.511)
Change in IGF-1 (xULN)* Change from Baseline Change from End of Treatment
Mean (95%Cl) -0.010 (-0.093,0.074) 0.614(0.394,0834) 0.676(0.469,0.882)
Median (IQR) -0.034 (-0.107,0.107) 0.477(0.181,1.068)  0.552(0.408,1.024)
p-valuen =0.6 <0.0001 <0.0001

» p-values based on non-parametric Wilcoxon Signed Rank test of whether the median change is different from zero.
*Calculated as mean and median of individual changes in IGF-1
QR Interquartile Range: 25th |, 75th percentile
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Paltusotine Maintained GH Levels After Switching
From Injected SRL Peptide Depots

Conclusions
1. GH levels after 13 weeks of paltusotine treatment did not significantly change from baseline

levels when patients were previously treated with injected SRL depots (Group 1)
2. Rise in GH after withdrawal characterized the magnitude of therapeutic activity of oral

paltusotine
Parameter (units) Baseline End of Treatment Withdrawal (4 Weeks)
Number of patients n=25 n=25 n=22
GH (ng/mL)
Mean (95% Cl) 1.314 (0.813,1.815) 1213 (0.803,1.624) 2.754 (1.646,3.861)

Median (IQR) 0.691(0.491,1.555) 0.717 (0.483,1.753) 1.722 (1283,2.749)

Change in GH (ng/mL)* Change from Baseline Change from End of Treatment
Mean (95%CI) -0.100 (-0.486,0.285) 1.511(0.600,2.422)
Median (IQR) -0.049 (-0.289,0.199) 0.721(0.205,1.915)
p-valuen =0.6 =0.0001

» p-values based on non-parametric Wilcoxon Signed Rank test of whether the median change is different from zero.
“Calculated as mean and median of individual changes in integrated GH

QR Interquartile Range: 25th |, 75th percentile
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ACROBAT Edge Dose Titration

Most Group 1 patients up-titrated to the highest dose (40 mqg)

€ Screening Paltusotine Treatment > €— Washout —>

Switch to
paltuscE e Nurmber of patients at each dose level
IGF at week 2 IGF at week 5 ICF at weelk &
determines dose determines dose detarmines dose
at week 4 atweek? atweek10
n=25
Last
Last SRL Doseof
Depot Adjunct
D hied =
Do g IGF>0.9
10 mg

n=1 10 mg n=1 10 mg

Dose escalation determined by central reader based on tolerability and IGF-1 (Site staff, patient, sponsor blinded to dose)
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IGF-1 Levels Were Maintained After Switching to
Paltusotine from Injected SRL Depots

26 Screening —€———————Paltusotine Treatment €— Washout —>»
24+
22-H=-
La=t Dapet
ZIU-DOMRGC'd
18
Z 16+
3
X 144
T 129
w
9 11 R R R P R R
n=325
0.8 Nurmber of patients
0.6 inGrouplateach
dose level
0.4=
0.2+
10
00 T T T T T T T T
Vb VW2 V3 W2 W3 W4 W5 WB W7 W8 W9 W Wn we wi 2Wk 4 Wk
EoT after after
WD WD

Fatential dose increases (20, 30, 40 ma) if study drug tolerated and previous ICGF-1 = 09 x ULM atweelk 2 and S or = 1.0 x ULN at weel 8

Data presented are median (Interquartile Range [|QR]: 25th percentile, 75th percentile) from Group 1 patients in Acrobat Edge; Screening Period could range from 4-6 weeks.
WD = Withdrawal, where 2 Wks after WD is defined as Weel 15 or result within 7-21 days after last dose and 4 Whks after WD is defined as Week 17 or result at least 22 days
after last dose.
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Switching to Once Daily Oral Paltusotine Maintained
IGF-1 Levels in 87% of Group 1 Patients

Individual patient percent change in IGF-1 at end of treatment vs. baseline and
change at 4 weeks after withdrawal of paltusotine

160
10
2 B0 .
3 100 « 20/23 patients (87%) who completed the
w % 5 &
B go- dosing period achieved IGF-1 levels at EoT that
= B “ Completers (n=22) ithin 20% of b l |
5§ s0 —— ETsn=3) were within 6 of baseline or lower
= E o —e— Median (IQR) _ _
< « 18/222(82%) patients who completed the
5 497 7 study showed a meaningful (>20%) rise from
® 07 . = baseline in IGF-1 four weeks after withdrawal
20 ; of paltusotine
-40 T T
Paltusotine 4 Wks
EoT after WD Two patients discontinued prior to the completion of the dosing period
(N=25) (N=22) 20ne patient discontinued during the washout period
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Paltusotine Suppressed IGF-1 in Patients Previously
Receiving Combination Therapy with Cabergoline

Patients on SRL depots +
oral cabergoline (Groups 2 and 3)
7 « Paltusotine contributed to IGF-1

=006 T : ;
50 - lowering in patients previously treated
with injected SRL peptide depots + oral
25 p=0.0020 cabergoline combination therapy
—
paltusotine i .
contribution « Variable IGF-1results were observed in

IGF-1(x ULN)
] N
[} o
1 1

Group 4 (n=4) and Group 5 (n=3)

-
=)
1

+ Patients represented by Groups 2-5 will
not be included in Phase 3 program

0.5
00 T T T
Baseline Paltusotine 4 Wks
(SRL+Cabergoline) EoT after
(N=15) (N=15) WD
(N=14)

Data presented are median (Interquartile Range [IQR]: 25th percentile, 75th percentile). EoT = End of Treatrment defined as Weelk 13 (visit 14) or last on treatment value
carried forward (LOCF). WD = withdrawal, where 2 wiks after WD is defined as weel 15 ar result within 7-21 days after last dose and 4 whks after WD is defined as Wweel 17 or
result at least 22 days after last dose. Note: p-values are based on non-parametric Wilcoxon Signed Rank test of whether the median change is different from zero.
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ACROBAT Evolve Trial Design

Randomized, double-blind global clinical trial conducted at 44 clinical sites in 13 countries

Randomized
€——— Screening ——> €—— Paltusotine Treatment —> Withdrawal €— Washout —>

WEEK S s 3| 2 | A 1 P 3 4 5 3] 7 T (N
- HEERDEOEEENE =]

r

s s GES e 2 | paltusotine 5
Key Eligibility Criteria: FIE- | Dose Titration Period \ 4 Washout
Patients controlled (IGF-1= i & place bo P/
T0x UL onoctreotide or Hen

:—ﬂ:ﬁgﬂiﬁ:&pm ERE)E‘CI‘JS;T 10 mg IGF a t IGF ) t IGF Randomize if IGF 1.0
ec'd
T T 1 'F'--t—.-\'utial;:l--»;-.-‘ T T T T
Baseline IGF1 77 Wiz WS w17

1° Endpoint: Proportion of responders
(IGF = 1.0x ULN]} vs placebo at week 13

Evolve Enrollment discontinued April 2020
+ BEdgeenraliment was complete at the time and interim results were positive

+ Discontinuing Evolve enabled data to be avallable for end of Phase 2 regulatory interactions on Edgetimeline
+ 13 previously enrolled patients were allowed to complete participation in the study

* Reduced sample size did not allow for meaningful statistical camparisons between groups in the randomized
withdrawal penod

+ Exposure response data were analyzed in conjunction with Edge Group 1 patients
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ACROBAT Evolve Dose Titration

Most patients did not reach the highest dose (30 mg)

Randomized
€—— Screening —» €—— Paltusotine Treatment Withdrawal €— Washout —>

Number of patients at each dose level

Switchto ’ ;
paltusatine qdd
IGF at week 2 IGF at week 5 Randomize if
detarmines dose determinesdose  ICGF =10 atwhk 8
atweek & atweek 7
Placebo
He=o- n=13
Last SRL
Depot Washout
Daose
Rec'd
IGF>0.9 Do not randomize if IGF
=10x ULN atwk 8;
continus on paltusoting
paltusotine
n=23 n=3
10 mg 10 mg 10 mg

Dose escalation determined by central reader based on tolerability and IGF-1 (site staff, patient, and sponsor blinded to dose)
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Evolve Results Provided Additional Response Data
at the Low End of the Dose Range

. 5 ¥ < Randomized
g
Screening €—————Titration Period ———> (i qio) €— Washout —>»

2.0
sl Gy o
Randomize if
154 IGF =10 atwk &
D]
=
-
=]
ERRUR [ o oo oemoncnscoh posing s benaa e o o MG peodiaiatod PSR, =
w
)
Nurmmber of patients at each dose level
0.5+
A Not Randomized (N=5)
@ RWP Paltusotine (N=3)
O RWP Placebo (N=4)
0.0 T T T T T T T T T T T T T T T T T T
Vi vz V3 W2 W3 W4 W5 W6 W7 W8E W9 Wi wil wiz wi3 2Wk 4 Wk
after after

W WD
Data presented are median (Interquartile Range [|QR]: 25th percentile, 75th percentile). Screening Period could range from 4-6weeks. EoT = End of Treatment defined as
Weeld 13 (Visit 14) or last on treatrment value carried forward (LOCF). WD = Withdrawal, where 2 Wiks after WD is defined as Weeld 15 or result within 7-21 days after last dose

and 4 Whs after WD is defined as Weel 17 or result at least 22 days after last dose.
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Post-Hoc Analysis of Edge (Group 1) and Evolve
Provide Evidence of a Dose Response

Results from Switching to Paltusotine: Change in IGF-1 Magnitude of Paltusotine Activity: Change in IGF-1from
from Baseline to Steady State at Indicated Dose Steady State to 4 Weeks After Withdrawal
0.50= 0.0

g 0.25= ; [

s X -0.5=

iL i

L e T e Gyl et e e %}

£ £

@

g :g” 1.0

é -0.25 g

-0.50 T T T T -1.5 T T T 1
10 mg 20 mg 30mg 40 mg 10 mg 20 mg 30mg 40 mg
(N=12) (N=32) (N=22) (N=18) (N=12) (N=31) (N=21) (N=17)

Steadystate IGF-1at the indicated dose: Patizrts were onthe indicated dose for at least 12 days. Data prior to Week 7werz excluded because of insuffidient washout of depot inje ction during this window. Data are shown
frorm Week 7, \Week 10, and Week 13.

Data preserted are median - QR EoT = End of Treatment defined as Week 13 (Visit 14) or last on tre atrment value carried foreard (LOCF).

WD = Withdrawal, where 2 Whks after WDis defined a5 Week 15 or result within 7-21 days after last dose and 4 Wks after WD isdefined s Week 17 arresult at least 22 days after last dose. One subject is missing 4 Weeks
after withdrawal oz réation.

Dctreotide and lanreotide concentratiors were measured 17 wee ks after depot dose (W13 of the treatrment period). Octreotide was complately washed out. Lanreotide conce ntratiors waere =755 reduced from bassline.
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Paltusotine was Generally Well Tolerated Across
Clinical Trials

Treatment Emergent Edge/Evolve Patients Ll
Adverse Events = 5%* (N=60} n (%) Xlneem
(N=128") n (26)

Common Acromegaly Symptoms
Headache 19 (22%) 23 (18%)
Arthralgia 15 (25%) Q
Fatigue 13 (22%) & (5%
Peripheral swelling 11 (18%) 0
Paraecthesia 10 (17%,) 1(1%)
Hyperhidrosis 10 (17%) Q
Sleep apnoea syndrome 4 (7%) 0
Ciarrhoea 5(8%) 27 (21%)
Ald pain/Akd pain upper S (B%)/2[3%) 25 [20%)/6(5%)
Abdominal discormnfort 4 (7 %) 12 [9%)
Abdominal distension (5% 7 (6%)
Catheter site pain 0 9 (7%)
Nausea 0 9 (7%)
Back pain 5 (8%) 2 (2%)
Dhyspepsia 3(5%) o]
Urinary tractinfection 2 (5%) 0

Acrobat Edge and Evolve
+ Mo study discontinuationsdue to adverse events

+ No patientsrequired rescue treatmentswith
standard acromegaly medicationsduring treatment

+ No safety sighals seen withvital sighs

+ No safety sighals seen in clinical laboratories, including
no amylase/lipase elevations = 3x ULN, HbAlc, LFTs, ECGs

+ No treatmentrelated SAEs; 2 non-treatment related
SAEs:
1. Nephrolithiasis: lithotripsy for pre-existing
kidney stone
2. Headache: admission for diagnostic evaluation

TEAES include any AE that newly appears, increases in frequency, or worsens in severity following initiation of study drug through 28 days after last dose

» Treated with 1 or more doses of CRMOOB08HC] as of 31 August 2020
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Summary of ACROBAT Phase 2 Results

*  Primary endpoint achieved in Edge: Once daily oral paltusotine maintained IGF-1
levels at week 13 after switching from injected somatostatin receptor ligand (SRL)
depots of octreotide or lanreotide [AIGF-1=-0.034 (-0.107, 0.107), median (IQR"]

* Both IGF-1and GH levels promptly rose after withdrawing paltusotine which
characterized the magnitude of therapeutic activity of oral paltusotine

* Paltusotine contributed to IGF-1 lowering in patients previously treated with
injected SRLs + oral cabergoline combination therapy

» Post-hoc analysis of patients from both Edge (Group 1) and Evolve? provided
evidence of a dose response with higher doses being more effective

+ Paltusotine was well tolerated

Interguartile Range: 25t 75t percentile
“Enrollrment in ACROBAT Evalve was discontinued in April 2020, Previously enrclled patients continued in the study. Data from the
Evolvepatients (N=13] are included safety and dose-response analysis.
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Paltusotine Development Program Plans

+ KOL webinar on November 20™ to discuss acromegaly and ACROBAT results
* Update on improved formulation of paltusotine planned for use in Phase 3

« Additional analysis of ACROBAT data including exposure/response and patient
reported outcome (PRO) instruments to be presented at future medical meetings

* End-of-phase 2 meeting with FDA in 1Q 2021

* Planned initiation of Phase 3 acromegaly program in TH 2021 with to-be-marketed
formulation

* Planned initiation of NETs trial in carcinoid syndrome in 2021
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Paltusotine is Protected by a Strong |IP Portfolio

Multiple U.S. patents granted; national stage applications filed in 2017

2010 2015 2020 2025 2030 2035 2040 2045 2050
| | | I | | | |

[ Granted Composition of Matter Expiration
. Bending U.S. 8,896,432; U.S. 10,351547; U.S. 10,597,377 July 2037
Pendingin foreign jurisdictions representing =9&% of

pharmaceutical markets
HCI Sakt and its Polymorph Form
U.5. 10,464,918
Pending in foreign jurisdictions representing =96% of
pharmaceutical markets
New Formulation
Provisional application pending
Will be filedin fareign jurisdictions accardingly

Expiration
 January 2039

Est. Expiration
2041

Additional intellectual property protection
Crinetics holds U.S. compeosition of matter patents for 3 additional classes of nonpeptide SST2 agonists

+ Paltusotine is eligible for 7 years of market exclusivity upon approval {independent of patents)
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Pipeline: Rare Disease Franchise in Endocrinology

ANTICIPATED NEXT

PHASE1 PHASE 2 PHASE 3 MILESTONE

PROGRAM DISCOVERY | PRECLIN

End-of-Phase 2 meeating
with FDA 102021

Initiate Phase 3
acromegaly TH 2021

Paltusotine
Acramegaly

Neuroendocrine

Turmors (NETs) Initiate Phase 2 in 2021

Oral ACTH Antagonist

Cushing'sDisease, Initiate Phase

Congenital Adrenal late. 2020/ealy 207]

Hyperplasia (CAH)

CRNO4&777
Congenital
Hyperinsulinismn (CHI)

Initiate Phase 1
early 2021

|

All product candidates discovered and developed internally. Global rightsretained and no licensing obligations.
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