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Item 7.01.

Regulation FD Disclosure.

On December 11, 2021, Forma Therapeutics Holdings, Inc. (the Company) issued a press release titled “Forma Therapeutics’ Investigational OnceDaily Etavopivat Significantly Improved Anemia and Red Blood Cell Health in Patients with Sickle Cell Disease,” a copy of which is furnished
herewith as Exhibit 99.1 to this Current Report on Form 8-K.
In addition, the Company has made available on its website the Company’s investor presentation from the 63rd American Society of Hematology (ASH)
Annual Meeting. The presentation has been added to the Company’s website at https://ir.formatherapeutics.com/. A copy of the presentation is furnished
herewith as Exhibit 99.2 to this Current Report on Form 8-K.
The information in this Item 7.01, including Exhibits 99.1 and 99.2 attached hereto, is intended to be furnished and shall not be deemed “filed” for
purposes of Section 18 of the Securities Exchange Act of 1934, as amended (the Exchange Act), or otherwise subject to the liabilities of that section, nor
shall it be deemed incorporated by reference in any filing under the Securities Act of 1933, as amended, or the Exchange Act, except as expressly set
forth by specific reference in such filing.
Item 8.01.

Other Events.

Etavopivat Phase 1 Trial Findings Presented at ASH
On December 11, 2021, the Company announced etavopivat, the Company’s investigational oral, once-daily, selective pyruvate kinase-R (PKR)
activator, significantly improved anemia and red blood cell (RBC) health with a favorable tolerability and safety profile in patients with sickle cell
disease (SCD).
These Phase 1 trial findings, presented in two oral sessions on Dec. 11 at the ASH Annual Meeting, support a highly differentiated etavopivat profile to
potentially improve the lives of patients with SCD, including increases in hemoglobin, improvements in RBC health, and decreases in vaso-occlusive
crises (VOCs).
In the open label cohort of a randomized, placebo-controlled Phase 1 trial (NCT03815695), 15 patients received etavopivat 400 mg once daily for up to
12 weeks, with a data cutoff as of Nov. 23, 2021.
Significant and sustained improvement in anemia and RBC health
Etavopivat administered for up to 12 weeks reduced anemia by significantly raising and sustaining hemoglobin levels. A hemoglobin increase >1 g/dL
was experienced by 73.3 percent (11/15) of patients (p<0.0001), with a maximal mean increase of 1.5 g/dL.
Etavopivat therapy also significantly increased the lifespan of RBCs and decreased hemolysis, as measured by three biomarkers that together indicate
enhanced survival of RBCs. Durability of these improvements was sustained throughout the 12 weeks of treatment: absolute reticulocyte count (ARC,
p<0.05), indirect bilirubin (p<0.0001), and lactate dehydrogenase (p<0.05).
In addition, an analysis of all patients in the 12-week open label cohort showed a decreasing trend in VOCs requiring hospitalization when compared to
the rate 12 months prior to trial entry. Of the 15 patients receiving etavopivat, only a single VOC was reported while on treatment, which was
precipitated by a grade 3 COVID-19 infection, representing an annualized VOC rate of 0.3. The cohort’s pre-study annualized VOC rate was 0.93 (13
events).
Etavopivat was well tolerated, consistent with safety profile of underlying SCD
The primary endpoint of the Phase 1 trial was the incidence, frequency, and severity of adverse events (AEs). In the 12-week open-label extension, most
AEs were grades 1 and 2. Two patients reported three serious grade 3 AEs on treatment, including a VOC following a COVID-19 infection unrelated to
treatment, and a previously reported deep

vein thrombosis. During the four weeks post-treatment, three patients reported four serious AEs, all grade 3 and considered unrelated to etavopivat,
including VOC, syncope, and acute chest syndrome and VOC following a respiratory infection.
Etavopivat multimodal mechanism of action improved biomarkers of RBC health and SCD in exploratory analyses
Findings from exploratory analyses showed improvements in RBC health and function as measured by biomarkers of SCD during 12 weeks of
etavopivat therapy.
Etavopivat’s multimodal mechanism of action via PKR activation resulted in increased adenosine triphosphate (ATP), and decreased
2,3-diphosphoglycerate (2,3 DPG), which was sustained during 12 weeks of etavopivat treatment. Four weeks post treatment, ATP and DPG levels
gradually returned to pre-treatment levels, suggesting the potential durability of etavopivat on RBC health may persist for 1-4 weeks following the
treatment period.
Surrogate marker results showed etavopivat normalized the affinity of hemoglobin for oxygen, resulting in improved oxygen release in the peripheral
tissues and reducing RBC sickling. Further analysis after two weeks of etavopivat treatment support improved RBC membrane health, with increased
levels of two enzymes important to reducing oxidative stress in sickled RBCs: superoxide dismutase activity (SOD, p<0.05) and glutathione reductase
activity (GSH, p<0.001), as well as significantly repairing membrane damage, as measured by phosphatidylserine (PS, p<0.01). Additionally, up to 12
weeks of etavopivat showed promising trends in reducing systemic biomarkers of inflammation and coagulation. Significant decreases were observed in
TNF-alpha (p<0.001), prothrombin 1.2 (p<0.05), and D-dimer (p<0.01). In addition, improved oxygen delivery was observed as measured by significant
decreases in erythropoietin levels (p<0.05).
Additional Clinical Updates
Additional etavopivat trials to begin late 2021/1H:22 and Hibiscus Study interim analysis update
The Company plans to initiate a Phase 2 trial in transfusion dependent SCD and both transfusion dependent and independent thalassemia prior to the end
of the year, and a pediatric SCD trial beginning in the first half of 2022. The Company currently plans to conduct the first interim analysis in the
Hibiscus Study in the latter part of 2022.
Additional FT-7051 clinical results in mCRPC to be presented in 2022
Men with metastatic castration-resistant prostate cancer (mCRPC) continue to be enrolled in the dose escalation portion of the Phase 1 trial. The
Company plans to present updated results from the trial at a scientific conference in mid-2022.
Forward-looking Statements
The disclosure under this Item 8.01 contains forward-looking statements within the meaning of the Private Securities Litigation Reform Act of 1995, as
amended, including, without limitation, express or implied statements regarding the Company’s beliefs and expectations regarding: future plans for the
Company’s product candidates, including expectations regarding timing, trial enrollment, success and data announcements of the Company’s current
and planned clinical trials; initial results for the etavopivat open label extension cohort of the Company’s Phase 1 clinical trial; therapeutic potential,
clinical benefits, mechanisms of action as well as tolerability and safety of the Company’s product candidates; upcoming milestones and planned
additional trials for the Company’s product candidates; presentation of data at upcoming scientific conferences; and the potential impact of COVID-19
on patient retention and enrollment, future operations, clinical trials or planned regulatory filings. The words “may,” “will,” “could,” “would,”
“should,” “expect,” “plan,” “anticipate,” “intend,” “believe,” “estimate,” “predict,” “project,” “potential,” “continue,” “target” and similar
expressions are intended to identify forward-looking statements, although not all forward-looking statements contain these identifying words.
Any forward-looking statements under this Item 8.01 are based on management’s current expectations and beliefs and are subject to a number of risks,
uncertainties and important factors that may cause actual events or results to

differ materially from those expressed or implied by any forward-looking statements contained under this Item 8.01, including, without limitation, those
risks and uncertainties associated with the following: the impact of the COVID-19 pandemic on the Company’s business, operations, patient enrollment
and retention, strategy, goals and anticipated milestones; the therapeutic potential and tolerability of the Company’s product candidates; the timing and
completion of the Company’s clinical trials and final audit and quality controlled verification of initial data and related analyses; the timing associated
with the initiation or continuation of any trials and success of ongoing and future clinical trials; the Company’s ability to execute on its strategy;
positive results from a clinical study may not necessarily be predictive of the results of future or ongoing clinical studies; any one or more of the
Company’s product candidates may not be successfully developed and commercialized; regulatory developments in the United States and foreign
countries; the Company’s ability to protect and maintain its intellectual property position; the impact of COVID-19 on the Company’s supply chain and
production as well as global economies and financial markets; and the Company’s ability to fund operations; as well as those risks and uncertainties set
forth more fully under the caption “Risk Factors” in the Company’s Quarterly Report on Form 10-Q for the quarter ended September 30, 2021, to be
filed with the U.S. Securities and Exchange Commission (SEC) and subsequent filings with the SEC. The Company disclaims any obligation to publicly
update or revise any such statements to reflect any change in expectations or in events, conditions or circumstances on which any such statements may
be based, or that may affect the likelihood that actual results will differ from those set forth in the forward-looking statements. Any forward-looking
statements contained under this Item 8.01 represent the Company’s views only as of the date hereof and should not be relied upon as representing the
Company’s views as of any subsequent date.
Item 9.01.

Exhibits

(d) Exhibits
99.1

Press release issued by Forma Therapeutics Holdings, Inc. on December 11, 2021, furnished herewith.

99.2

Forma Therapeutics Holdings, Inc. Corporate Presentation, dated December 13, 2021, furnished herewith.

104

Cover Page Interactive Data File (embedded within the Inline XBRL document)

SIGNATURE
Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the
undersigned hereunto duly authorized.
FORMA THERAPEUTICS HOLDINGS, INC.
Date: December 13, 2021

By: /s/ Jeannette Potts
Jeannette Potts, Ph.D., J.D.
SVP, General Counsel

Exhibit 99.1

Forma Therapeutics’ Investigational Once-Daily Etavopivat Significantly Improved Anemia and Red Blood Cell Health in Patients with Sickle
Cell Disease
Updated etavopivat Phase 1 trial results presented in two 2021 ASH Annual Meeting Oral Sessions
Etavopivat was well tolerated with a safety profile consistent with underlying sickle cell disease
Clinical data in 15 patients dosed for up to 12 weeks showed sustained increase in hemoglobin and improvement in biomarkers of hemolysis and red
blood cell health
Decreasing vaso-occlusive crisis trend observed during the 12 week treatment period compared to 12 months prior to trial entry
WATERTOWN, Mass.—(BUSINESSWIRE)—Dec. 11, 2021 – Forma Therapeutics Holdings, Inc. (Nasdaq: FMTX), a clinical-stage
biopharmaceutical company focused on sickle cell disease (SCD), prostate cancer and other rare hematologic diseases and cancers, today announced
etavopivat, the company’s investigational oral, once-daily, selective pyruvate kinase-R (PKR) activator, significantly improved anemia and red blood
cell (RBC) health with a favorable tolerability and safety profile in patients with SCD.
These Phase 1 trial findings, presented in two oral sessions on Dec. 11 at the 63rd American Society of Hematology (ASH) Annual Meeting, support a
highly differentiated etavopivat profile to potentially improve the lives of patients with SCD, including increases in hemoglobin, improvements in RBC
health, and decreases in vaso-occlusive crises (VOCs). “Patients with SCD have limited therapeutic options to address symptoms like anemia and
painful VOCs. The data presented today at ASH highlight etavopivat’s potential as a disease-modifying therapy that addresses the underlying
mechanisms that drive sickle cell disease,” said Patrick Kelly, M.D., chief medical officer of Forma Therapeutics. “We are continuing to investigate the
safety and efficacy of etavopivat in our ongoing Phase 2/3 Hibiscus Study, with primary endpoints to improve hemoglobin levels and to reduce VOCs,
and secondary endpoints including quality of life and pharmaco-economic impacts.”
In the open label cohort of a randomized, placebo-controlled Phase 1 trial (NCT03815695), 15 patients received etavopivat 400 mg once daily for up to
12 weeks, with a data cutoff as of Nov. 23, 2021.
Significant and sustained improvement in anemia and RBC health
Etavopivat administered for up to 12 weeks reduced anemia by significantly raising and sustaining hemoglobin levels. A hemoglobin increase >1 g/dL
was experienced by 73.3 percent (11/15) of patients (p<0.0001), with a maximal mean increase of 1.5 g/dL.

Etavopivat therapy also significantly increased the lifespan of RBCs and decreased hemolysis, as measured by three biomarkers that together indicate
enhanced survival of RBCs. Durability of these improvements was sustained throughout the 12 weeks of treatment: absolute reticulocyte count (ARC,
p<0.05), indirect bilirubin (p<0.0001), and lactate dehydrogenase (p<0.05).
In addition, an analysis of all patients in the 12-week open label cohort showed a decreasing trend in VOCs requiring hospitalization when compared to
the rate 12 months prior to trial entry. Of the 15 patients receiving etavopivat, only a single VOC was reported while on treatment, which was
precipitated by a grade 3 COVID-19 infection, representing an annualized VOC rate of 0.3. The cohort’s pre-study annualized VOC rate was 0.93 (13
events).
Etavopivat was well tolerated, consistent with safety profile of underlying SCD
The primary endpoint of the Phase 1 trial was the incidence, frequency, and severity of adverse events (AEs). In the 12-week open-label extension, most
AEs were grades 1 and 2. Two patients reported three serious grade 3 AEs on treatment, including a VOC following a COVID-19 infection unrelated to
treatment, and a previously reported deep vein thrombosis. During the four weeks post-treatment, three patients reported four serious AEs, all grade 3
and considered unrelated to etavopivat, including VOC, syncope, and acute chest syndrome and VOC following a respiratory infection.
Etavopivat multimodal mechanism of action improved biomarkers of RBC health and SCD in exploratory analyses
Findings from exploratory analyses showed improvements in RBC health and function as measured by biomarkers of SCD during 12 weeks of
etavopivat therapy.
Etavopivat’s multimodal mechanism of action via PKR activation resulted in increased adenosine triphosphate (ATP), and decreased
2,3-diphosphoglycerate (2,3 DPG), which was sustained during 12 weeks of etavopivat treatment. Four weeks post treatment, ATP and DPG levels
gradually returned to pre-treatment levels, suggesting the potential durability of etavopivat on RBC health may persist for 1-4 weeks following the
treatment period.
Surrogate marker results showed etavopivat normalized the affinity of hemoglobin for oxygen, resulting in improved oxygen release in the peripheral
tissues and reducing RBC sickling. Further analysis after two weeks of etavopivat treatment support improved RBC membrane health, with increased
levels of two enzymes important to reducing oxidative stress in sickled RBCs: superoxide dismutase activity (SOD, p<0.05) and glutathione reductase
activity (GSH, p<0.001), as well as significantly repairing membrane damage, as measured by phosphatidylserine (PS, p<0.01). Additionally, up to 12
weeks of etavopivat showed promising trends in reducing systemic biomarkers of inflammation and coagulation. Significant decreases were observed in
TNF-alpha (p<0.001), prothrombin 1.2 (p<0.05), and D-dimer (p<0.01). In addition, improved oxygen delivery was observed as measured by significant
decreases in erythropoietin levels (p<0.05).

Oral Presentations Details
•

Abstract 147091: Activation of Pyruvate Kinase-R with Etavopivat (FT-4202) Is Well Tolerated, Improves Anemia, and Decreases
Intravascular Hemolysis in Patients with Sickle Cell Disease Treated for up to 12 Weeks.
Session 114 on Saturday, Dec. 11, at 9:45 a.m. ET
Presenter: R. Clark Brown, M.D., Ph.D.

•

Abstract: 147078: Etavopivat, an Allosteric Activator of Pyruvate Kinase-R, Improves Sickle RBC Functional Health and Survival and
Reduces Systemic Markers of Inflammation and Hypercoagulability in Patients with Sickle Cell Disease: An Analysis of Exploratory
Studies in a Phase 1 Study.
Session: 114 on Saturday, Dec. 11, at 10:00 a.m. ET
Presenter: Theodosia A. Kalfa, M.D., Ph.D.

For more information, please visit https://www.formatherapeutics.com/clinical-trials/ or https://clinicaltrials.gov/ct2/show/NCT03815695.
Forma Webcast
Forma is hosting a webcast Monday, Dec. 13 at 8:00 a.m. ET to discuss these etavopivat results being presented at the ASH Annual Meeting. The
webcast can be accessed in the “News & Investors” section of Forma’s website at www.formatherapeutics.com.
Ongoing Hibiscus Trial
Forma is enrolling patients aged 12 to 65 years with SCD into the Hibiscus Study, a registrational Phase 2/3 randomized, placebo-controlled, doubleblind, multicenter trial to further evaluate the safety and efficacy of etavopivat in this patient population. The study is enrolling participants in France,
Spain, and the United States. For more information, please visit clinicaltrials.gov/NCT04624659.
About Sickle Cell Disease
Sickle cell disease (SCD) is a chronic and progressive inherited disorder associated with a decrease in the health and lifespan of red blood cells (RBCs).
Individuals living with SCD have RBCs that are crescent shaped, rendering them inflexible, fragile, and unable to effectively deliver oxygen. The health
of these sickle RBCs is impaired and characterized by reduced cellular energy, poor deformability, decreased membrane repair, and increased adhesion.
SCD affects approximately 100,000 people in the United States, as well as approximately 30,000 in France, Germany, Italy, Spain, and the United
Kingdom. SCD can cause serious health problems, including anemia, fatigue, episodes of pain known as vaso-occlusive crises (VOCs), and chronic,
progressive end-organ damage. Despite recent advances in treatment, most patients with SCD still suffer from pain crises, lifelong disability, reduced
quality of life, and decreased survival.

About Etavopivat
Etavopivat is an investigational, once-daily, selective pyruvate kinase-R (PKR) activator designed to be a disease-modifying therapy with the potential
to improve RBC health and transform the lives of people living with SCD. Employing a multimodal approach, etavopivat works by activating the RBCs’
natural PKR activity to decrease levels of the metabolite 2,3-DPG, allowing sickle hemoglobin to hold on to oxygen longer, resulting in decreased
polymerization, hemolysis, and sickling. Etavopivat-mediated PKR activation also increases adenosine triphosphate (ATP) levels, to improve RBC
function, which can lead to improved deformability, capacity for membrane repair, RBC health, and lifespan. Together, these effects are anticipated to
improve the health of sickle RBCs and lead to a reduction in anemia, hemolysis, vaso-occlusive crises, and end organ damage.
The need for new SCD treatment options is recognized broadly, and the U.S. Food and Drug Administration (FDA) has granted etavopivat Fast Track,
Rare Pediatric Disease and Orphan Drug designations. Additionally, etavopivat was granted Orphan Drug designation from the European Commission
based on a positive opinion from the Committee for Orphan Medicinal Products of the European Medicines Agency for the treatment of patients with
SCD.
About Forma Therapeutics
Forma Therapeutics is a clinical-stage biopharmaceutical company focused on the research, development and commercialization of novel therapeutics to
transform the lives of patients with rare hematologic diseases and cancers. Our R&D engine combines deep biology insight, chemistry expertise and
clinical development capabilities to create drug candidates with differentiated mechanisms of action focused on indications with high unmet need. Our
work has generated a broad proprietary portfolio of programs with the potential to provide profound patient benefit. For more information, please
visit www.FormaTherapeutics.com or follow us on Twitter @FORMAInc and LinkedIn.
Forward-looking Statements
This press release contains forward-looking statements within the meaning of the Private Securities Litigation Reform Act of 1995, as amended,
including, without limitation, express or implied statements regarding our beliefs and expectations regarding: future plans for etavopivat, including
expectations regarding timing, trial enrollment, success and data announcements of our current ongoing clinical trials; initial results for the etavopivat
open label extension cohort of our Phase 1 clinical trial; therapeutic potential, clinical benefits, mechanisms of action as well as tolerability and safety of
our product candidates; upcoming milestones and planned additional trials for the company’s product candidates; presentation of data at upcoming
scientific conferences; and the potential impact of COVID-19 on patient retention and enrollment, future operations, clinical trials or investigational new
drug (IND) applications. The words “may,” “will,” “could,” “would,” “should,” “expect,” “plan,” “anticipate,” “intend,” “believe,” “estimate,”
“predict,” “project,” “potential,” “continue,” “target” and similar expressions are intended to identify forward-looking statements, although not all
forward-looking statements contain these identifying words.

Any forward-looking statements in this press release are based on management’s current expectations and beliefs and are subject to a number of risks,
uncertainties and important factors that may cause actual events or results to differ materially from those expressed or implied by any forward-looking
statements contained in this press release, including, without limitation, those risks and uncertainties associated with the following: the impact of the
COVID-19 pandemic on the company’s business, operations, patient enrollment and retention, strategy, goals and anticipated milestones; the therapeutic
potential of etavopivat; the timing and completion of our Phase 1 clinical study in etavopivat and final audit and quality controlled verification of initial
data and related analyses; the timing associated with the initiation or continuation of any trials and success of ongoing clinical trials of etavopivat; our
ability to execute on our strategy; positive results from a clinical study may not necessarily be predictive of the results of future or ongoing clinical
studies; any one or more of our product candidates may not be successfully developed and commercialized; regulatory developments in the United
States and foreign countries; our ability to protect and maintain our intellectual property position; the impact of COVID-19 our supply chain and
production as well as global economies and financial markets; and our ability to fund operations; as well as those risks and uncertainties set forth more
fully under the caption “Risk Factors” in our Quarterly Report on Form 10-Q for the quarter ended September 30, 2021, to be filed with the U.S.
Securities and Exchange Commission (SEC) and subsequent filings with the SEC. We disclaim any obligation to publicly update or revise any such
statements to reflect any change in expectations or in events, conditions or circumstances on which any such statements may be based, or that may affect
the likelihood that actual results will differ from those set forth in the forward-looking statements. Any forward-looking statements contained in this
press release represent our views only as of the date hereof and should not be relied upon as representing our views as of any subsequent date.
Contacts
Media
Adam Silverstein, +1 917-697-9313
Porter Novelli
adam.silverstein@porternovelli.com
Investor
Mario Corso, +1 781-366-5726
Forma Therapeutics
mcorso@formatherapeutics.com
Source: Forma Therapeutics Holdings, Inc.
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Highlights of etavopivat Phase 1 results Patrick Kelly M.D., Chief Medical Officer Introduction of RBC Health and Implications in SCD David Cook, Ph.D., Chief Scientific Officer Mark T. Gladwin, M.D., Professor and Chair of the University of Pittsburgh Department of Medicine Questions and Answers Meeting Summary and Close Frank D. Lee, President, CEO and Director Meeting Agenda

Ifeyinwa (Ify) Osunkwo, M.D., M.P.H. Director, Sickle Cell Disease Enterprise and Professor of Medicine Levine Cancer Institute Professor of Medicine and Pediatrics, Atrium Health

Transforming the lives of patients with rare hematologic diseases and cancers

Forma Therapeutics Pipeline PROGRAM (TARGET) INDICATION DEVELOPMENT STAGE COMMERCIAL RIGHTS PRECLINICAL PHASE 1 PHASE 2 PHASE 3 Etavopivat (PKR) Sickle Cell Disease TD SCD TD/NTD Thalassemia Pediatric SCD FT-7051 (CBP/p300) mCRPC Olutasidenib (IDH1m) R/R AML Glioma B1-1701963 (KRAS) Solid Tumors IDH1m, isocitrate dehydrogenase 1 mutations; mCRPC, metastatic castration-resistant prostate cancer; NTD, non-transfusion dependent; PKR, pyruvate kinase-R; R/R AML, relapsed/refractory acute myeloid leukemia; SCD, sickle cell disease; TD, transfusion dependent Planned trial

Forma - Key Takeaways Increased Hb levels and reduced hemolysis; encouraging trend in VOCs First comprehensive data set demonstrating global improvements in SCD RBC health Favorable tolerability and safety profile consistent with underlying disease FT-7051 Phase 1 mCRPC Olutasidenib, NDA ready SCD pediatric/ SCD TD, Thalassemia NTD / TD >$500MM, cash runway through third quarter 2024 R&D Day first half 2022 Phase 2 low- risk MDS study start in ‘22 Etavopivat Phase 1 12 week results Forma Vision What’s next Transforming the lives of patients with rare hematologic diseases and cancers Potential as a foundational therapy to address both anemia and VOCs Expanding etavopivat development and early-stage pipeline

Patrick Kelly, M.D. SVP, Chief Medical Officer

Etavopivat-Mediated PKR Activation: Multimodal MoA Hb=hemoglobin, HbS=sickle hemoglobin; MoA=mechanism of action; PEP=phosphoenolpyruvate Potential to Increase Hb and Decrease VOC by Improving RBC Health Etavopivat (FT-4202) is an investigational, once-daily, selective erythrocyte pyruvate kinase (PKR) activator PKR activation results in decreased 2,3-DPG and increased ATP in RBCs HbS polymerization RBC membrane repair POTENTIAL Clinical Outcomes: Increased Hb levels Decreased vaso-occlusion HYPOTHESIS #2: PKR activation may increase ATP, promoting RBC repair/health and reducing hemolysis HYPOTHESIS #1: PKR activation may decrease 2,3-DPG, reducing HbS polymerization and sickling 2,3-DPG PEP Lactate ATP ATP PKR Oxy -Hb Deoxy-Hb Etavopivat Glucose Pyruvate

Etavopivat Phase 1 Study Design and Status BID=twice daily; QD=every day; wk=week 1. Kalfa TA, et al. Blood. 2019;134(suppl 1):616. 2. Estepp JH, et al. Hemasphere. 2020;4:709-10. Randomized, Placebo-Controlled, Multicenter (NCT03815695) Study ongoing; data as of Nov 1, 2021 700 mg2 MAD1 300 mg QD Single Dose (Completed, N=7) Randomization vs placebo MAD (Completed, N=20) Randomization vs placebo (8:2), 2 wks of treatment MAD2 600 mg QD 700 mg 400 mg 200 mg 100 mg BID Single Ascending Dose (Completed) Randomization vs placebo Multiple Ascending Dose (MAD, Completed) Randomization vs placebo, 2 wks of treatment 200 mg BID 300 mg BID 1000 mg 400 mg QD Open-Label Extension (OLE) dose of etavopivat, 12 wks of treatment (Ongoing, N=15) OLE 400 mg QD Healthy volunteers (N=90)1 Patients with SCD

Significant and Sustained Hb Increase with Etavopivat Once Daily for up to 12 Weeks Least square mean (LSM) values presented are estimated from a mixed model repeated measures analysis BL=baseline; SE=standard error Study ongoing; data as of Nov 23, 2021 Responder parameter 12-wk cohort N=15 Maximal Hb increase, mean (range), g/dL 1.5 (0.75-2.3) Hb increase >1 g/dL on treatment,a n (%) 11 (73) Maximal Hb increase in patients with >1 g/dL response, mean (range), g/dL 1.8 (1.2-2.3) aIn patients who received etavopivat 400 mg once daily for at least 2 wks (median 12 wks, mean 11.3 wks of etavopivat treatment) Hemoglobin

Significant decreases in reticulocytes, indirect bilirubin, and LDH sustained over 12 weeks Increased RBC Lifespan and Decreased Hemolysis are Sustained Over 12 Weeks of Etavopivat Treatment Study ongoing; data as of Nov 23, 2021 Least square mean (LSM) values presented are estimated from a mixed model repeated measures analysis ULN=upper limit of normal LDH=lactate dehydrogenase LDH Indirect Bilirubin *P<0.05, **P<0.001, or ***P<0.0001 vs BL Absolute Reticulocytes

Analysis of sickle RBCs exposed to an oxygen gradient from a patient before (pre-dose), and after 12 weeks of etavopivat once daily (EOT) (A) Significant shift in PoS to lower O2 pressures (B) with improved deformability (C) of sickle RBCs observed by 2 weeks of etavopivat treatment and sustained during the 12-week treatment period Etavopivat Once Daily for 12 Weeks Improved Sickle RBC Deformability **p<0.01, *** p<0.001 compared to baseline estimated from Wilcoxon singed rank test; aShowing best response during up to 12 weeks of etavopivat treatment EImax=maximum elongation index; EOT=end of treatment; PoS=point of sickling Study ongoing; data as of Nov 22, 2021 Effects Observed by 2 Weeks and Sustained Through 12 Weeks of Dosing A. Oxygenscan (single patient) B. PoS (all patients) C. EImax (all patients) HV RBC Pre 2 wk 12 wk PoS 56.2 47.2 45.5 EImax 0.43 0.47 0.49

Analysis of sickle RBCs exposed to an osmotic gradient from a patient before (pre-dose) and after 12 weeks of etavopivat once daily (EOT) (A) Significant improvement in deformability of sickle RBCs across an osmotic gradient was observed over the course of 12 weeks of etavopivat (B) Analysis of sickle RBC indices (ADVIA®) shows decreased intracellular Hb concentration (C) and number of dense cells (D) indicating that etavopivat improved RBC hydration p<0.01, ***p<0.001 compared with baseline estimated from Wilcoxon signed-rank test; aShowing best response during 12 weeks of etavopivat treatment EImax=maximum elongation index; EOT=end of treatment; MCHC=mean corpuscular hemoglobin concentration Study ongoing; data as of Nov 22, 2021 Effects Observed by 2 Weeks and Sustained Through 12 Weeks of Dosing A. Osmoscan (single patient) D. Dense RBCs (all patients) C. MCHC (all patients) B. EImax (all patients) Etavopivat Once Daily for 12 Weeks Improved Sickle RBC Hydration Pre 2 wk 12 wk EImax 0.52 0.54 0.54

Significant reduction in markers of inflammation, hypercoagulability, and hypoxia observed on etavopivat treatment Etavopivat Once Daily for up to 12 Weeks Decreased Systemic Markers of SCD Pathophysiology *p<0.05,**p<0.01, ***p<0.001 for maximum decrease observed during treatment compared with baseline based on the Wilcoxon signed rank test TNF-a=tumor necrosis factor-alpha Study ongoing; data as of Nov 1, 2021 TNF-α Prothrombin 1.2 D-Dimer Erythropoietin Inflammation Hypercoagulability Tissue hypoxia

Etavopivat 400 mg Once Daily for up to 12 Weeks was Well Tolerated ACS=acute chest syndrome; CPK=creatine phosphokinase On-treatment: 3 SAEs reported in 2 patients: 1 pt with Gr 3 VOC precipitated by Gr 3 COVID infection, both unrelated 1 pt with Gr 3 left femoral vein DVT, possibly related Off-treatment: 4 SAEs reported in 3 patients, all unrelated to etavopivat: 1 pt with Gr 3 ACS and Gr 3 VOC precipitated by upper respiratory infection symptoms (non-COVID) 1 pt with Gr 3 non-cardiac chest pain (VOC) 1 pt with Gr 3 syncope Adverse Eventa, n (%) Etavopivat 400 mg once daily up to 12 wksb + 4 wks off treatment AE, n (%) Gr 1–2 (in ≥2 patients) N=15 Gr 3–4 (in ≥1 patients) N=15 Sickle cell low grade pain eventsc 9 (60.0) 0 Headache 5 (33.3) 0 Sickle cell VOCd 0 4 (26.7) Upper respiratory tract infection 3 (20.0) 0 Dizziness 2 (13.3) 0 Nausea 2 (13.3) 0 COVID-19 infection 0 1 (6.7) Deep vein thrombosis (DVT) 0 1 (6.7) Syncope 0 1 (6.7) Blood CPK abnormal 0 1 (6.7) aPer subject adverse event based on highest grade bMedian 12 wks, mean 11.3 wks of treatment per patient cIncludes following AE preferred terms: pain, sickle cell anemia with crisis, priapism, myalgia, and arthralgia dIncludes sickle cell anemia with crisis or ACS requiring hospitalization (n=3) or in-clinic IV medications (n=1) Safety Profile Consistent with Underlying Disease Study ongoing; data as of Nov 23, 2021

Decreasing Trend in VOCs Observed with Etavopivat Once Daily for up to 12 Weeks Cohort N Prior History Once Daily Etavopivat On-Treatment N Annualized VOCa Rate (no. events) Annualized VOCb Rate (no. events) Exposure Duration (Patient Years) Etavopivat 2-wk cohorts 16 0.88 (13) 0.00 (0) 0.61 Etavopivat 12-wk cohort 15 0.93 (13) 0.30 (1)c 3.32 a includes VOCs resulting in hospitalization based on chart review and patient recall for up to 12 months prior to study entry b includes sickle cell anemia with crisis or ACS requiring hospitalization, during 12 wks of etavopivat treatment c VOC precipitated by a COVID infection Compared with prior history, rate of VOCs resulting in hospitalization was lower in 2-week and 12-week (¯68%) treatment cohorts Study ongoing; data as of Nov 23, 2021

Etavopivat improved sickle RBC health resulting in a significantly increased RBC lifespan with decreased intravascular hemolysis Hb levels increased in all patients receiving etavopivat with 11 of 15 patients demonstrating a > 1 g/dL increase A significant reduction in absolute reticulocytes, indirect bilirubin and LDH was also observed As a direct consequence of the reduction in intravascular hemolysis, a decrease in systemic markers of SCD pathophysiology was observed Etavopivat was well tolerated in patients with sickle cell disease receiving up to 12-weeks of daily treatment The observed VOC rate in patients on etavopivat was below the historical VOC rate The clinical significance of these findings are being investigated in the on-going Phase 2/3 Hibiscus study Collectively, these results support the potential for etavopivat as a disease modifying therapy in sickle cell disease. Summary

David Cook, Ph.D. SVP, Chief Scientific Officer

The Health of Red Blood Cells is Greatly Improved in Patients with Sickle Cell Disease Click to add text Improving RBC health may lead to a reduction in VOCs, anemia, hemolysis and organ damage and as a result, transform patient quality of life Cellular Energy Hb-oxygen Binding Capacity Deformability Hydration Reticulocytosis Membrane Repair Hemolysis

PKR Activation Holds Broad Promise Beyond SCD Sickle Cell Disease Thalassemia Sickle Cell Disease Thalassemia Myelodysplastic Syndrome w/refractory anemia Idiopathic Pulmonary Fibrosis PKR Activation 2,3-DPG ATP Hb O2 Binding Oxidative Stress Improved Diseased RBC Health & Lifespan Improved Transfused RBC Health & Lifespan More Effective Erythropoiesis Improved 02 Uptake & Delivery PULMONARY DISEASES WITH HYPOXEMIA ANEMIAS OF PRODUCTION TRANSFUSION MEDICINE HEMOLYTIC ANEMIAS DISEASE AREAS CLINICAL BENEFIT

Mark T. Gladwin, M.D. Jack D. Myers Distinguished Professor and Chairman of the Department of Medicine Associate Dean for Physician-Scientist Mentoring Associate Vice Chancellor for Science Strategy, Health Sciences UPMC and the University of Pittsburgh School of Medicine

Sunnd, Gladwin, Novelli. Annual Reviews of Pathology. 2019

Sunnd, Gladwin, Novelli. Annual Reviews of Pathology. 2019 Decreased DPG, P50, intracellular polymerization and decreased HbS concentration (activation of Gardos) Increased ATP Reduction in hemolytic anemia Increasing Hb levels Increased ATP Improved RBC deformability Reduced PS exposure Reduced inflammation – decreased TNF alpha

Complications of Hemolytic Anemia ↓ Hemoglobin ↑ Reticulocyte count ↑ Lactate dehydrogenase (LDH) ↑ Aspartate amino transferase ↑ Indirect and direct bilirubin Kato Gladwin, Novelli. Chapter 4. Hemolysis and Endothelial Dysfunction. Sickle cell disease. McGraw-Hill Education / Medical; 1st edition (April 23, 2021)

Does the severity of hemolytic anemia determine disease severity?

Hemolysis Rate and Vascular Complications 100 200 300 400 500 600 700 800 900 1000 1100 1200 0.0 0.1 0.2 0.3 n=214 LDH (IU/L) Fraction of Patients 121 - 189 190 - 511 512 - 1171 0.0 0.1 0.2 0.3 0.4 p<0.001 LDH Range (IU/L) History of Leg Ulcer (Fraction) Leg Ulcers 121 - 189 190 - 511 512 - 1171 0.0 0.1 0.2 0.3 0.4 0.5 0.6 0.7 p<0.001 LDH Range (IU/L) Pulmonary Hypertension (Fraction) Pulm HTN 121 - 189 190 - 511 512 - 1171 0.0 0.1 0.2 0.3 0.4 0.5 0.6 p=0.02 LDH Range (IU/L) History of Priapism (Fraction of Males) Priapism Kato et al. BLOOD 2007

Impact of Etavopivat on measures of hemolysis LDH Indirect Bilirubin *P<0.05, **P<0.001, or ***P<0.0001 vs BL Absolute Reticulocytes @ 12 weeks % change vs baseline: -32% (p < 0.05) @ 12 weeks %change vs baseline: -32% (p < 0.0001) @ 12 weeks %change vs baseline: -15% (p < 0.05)

Gladwin Lancet 2016

Pulmonary hypertension and Early Mortality Mehari et al., JAMA 2012; 307:1254-6.

Ultrasound of the heart used to diagnose pulmonary hypertension Tricuspid regurgitant jet velocity (TRV) measurement used to estimate of pulmonary pressures: Sensitivity 79-100 % Specificity 60-98 % McGoon, M. et al. Chest 2004 Gladwin et all NEJM 2004

656 patient study TRV associated with measures of hemolytic anemia (retic, LDH, Hb) and predicted mortality in multivariate analysis (HR 6.81) Best TRV cut-off by ROC analysis was 2.5 m/sec (AUC 0.7;P=0.0001)

Hemolysis drives inflammation and sets up vaso-occlusion Kato, Steinberg, Gladwin JCI 2017

Sunnd, Gladwin, Novelli. Annual Reviews of Pathology. 2019 Decreased DPG, P50, intracellular polymerization and decreased HbS concentration (activation of Gardos) Increased ATP Reduction in hemolytic anemia Increasing Hb levels Increased ATP Improved RBC deformability Reduced PS exposure Reduced inflammation – decreased TNF alpha

Q&A Frank Lee President, Chief Executive Officer, and Director Patrick Kelly, M.D. SVP, Chief Medical Officer David Cook, Ph.D. SVP, Chief Scientific Officer Ifeyinwa (Ify) Osunkwo, M.D., M.P.H. Director, Sickle Cell Disease Enterprise and Professor of Medicine Levine Cancer Institute Professor of Medicine and Pediatrics, Atrium Health Mark T. Gladwin, M.D. Jack D. Myers Distinguished Professor and Chair Chairman of the Department of Medicine, UPMC and the University of Pittsburgh School of Medicine

Frank Lee President, Chief Executive Officer, and Director Meeting Summary and Close

Forma - Key Takeaways Increased Hb levels and reduced hemolysis; encouraging trend in VOCs First comprehensive data set demonstrating global improvements in SCD RBC health Favorable tolerability and safety profile consistent with underlying disease FT-7051 Phase 1 mCRPC Olutasidenib, NDA ready SCD pediatric/ SCD TD, Thalassemia NTD / TD >$500MM, cash runway through third quarter 2024 R&D Day first half 2022 Phase 2 low- risk MDS study start in ‘22 Etavopivat Phase 1 12 week results Forma Vision What’s next Transforming the lives of patients with rare hematologic diseases and cancers Potential as a foundational therapy to address both anemia and VOCs Expanding etavopivat development and early-stage pipeline

Thank you to our patients, caregivers, and investigators

