Providing Hope to
the Underserved

SAFE HARBOR STATEMENT
Statements we make in this presentation may include statements that are not historical facts and are considered forward-looking within
the meaning of Section 27A of the Securities Act of 1933, as amended and Section 21E of the Securities Exchange Act of 1934, as amended.
We intend these forward-looking statements, including statements regarding the therapeutic potential and safety profile of voxelotor, including
the potential for voxelotor to be a disease-modifying and first-in-class treatment for SCD and the potential impact of voxelotor on TCD, stroke
risk, brain injury and chronic organ damage, our ability to implement and complete our clinical development plans for voxelotor, our plan to
submit a rolling NDA for voxelotor under an accelerated regulatory approval pathway and for acceptance of our NDA, the availability of, and the
sufficiency of our data to support, accelerated regulatory approval, our plan to initiate a TCD confirmatory study, our ability to generate and
report data from our ongoing and potential future studies of voxelotor, whether ongoing or potential future studies of voxelotor will generate data
that alters the safety or efficacy profile of voxelotor, the potential for an increase in hemoglobin of 1 g/dL or greater to reduce the risk of stroke,
mortality and other clinical outcomes in patients with SCD, regulatory review and actions relating to voxelotor, the potential commercial
opportunity for voxelotor, the expected size of the potential sales force for voxelotor, our plans for potential commercial launch, the potential for
reimbursement and for physician and patient acceptance of voxelotor, our manufacturing plans, our focus on expanding our pipeline, our plan to
initiate a pivotal study for inclacumab, our ability to adequately obtain and protect our intellectual property rights, and the timing of these events,
to be covered by the safe harbor provisions for forward-looking statements contained in Section 27A of the Securities Act and Section 21E of the
Securities Exchange Act and are making this statement for purposes of complying with those safe harbor provisions. These forward-looking
statements reflect our current views about our plans, intentions, expectations, strategies and prospects, which are based on the information
currently available to us and on assumptions we have made. We can give no assurance that the plans, intentions, expectations or strategies will
be attained or achieved, and furthermore, actual results may differ materially from those described in the forward-looking statements and will be
affected by a variety of risks and factors that are beyond our control including, without limitation, the risks that our clinical and preclinical
development activities may be delayed or terminated for a variety of reasons, that results of clinical trials may be subject to differing
interpretations, that regulatory authorities may disagree with our clinical development plans, including the sufficiency of our clinical data and of
our primary and other key endpoints in our Phase 3 HOPE Study of voxelotor to support approval, or require additional studies or data to
support further clinical investigation of our product candidates, that drug-related adverse events may be observed in clinical development, and
that data and results may not meet regulatory requirements or otherwise be sufficient for further development, regulatory review or approval,
along with those risks set forth in our Annual Report on Form 10-K for the fiscal year ended December 31, 2018, and in our Quarterly Report on
Form 10-Q for the quarter ended June 30, 2019, as well as discussions of potential risks, uncertainties and other important factors in our
subsequent filings with the U.S. Securities and Exchange Commission. Except as required by law, we assume no obligation to update publicly
any forward-looking statements, whether as a result of new information, future events or otherwise.
2

GBT IS POSITIONED FOR SUCCESS AND VALUE CREATION

Voxelotor:
First-in-Class,
DiseaseModifying
Therapy

Poised to
Deliver for
Patients

+ Targets the fundamental mechanism of
disease
+ First sickle cell disease (SCD) therapy to
receive FDA Breakthrough Therapy & EMA
PRIME designations
+ Wholly controlled, IP beyond 2032
+ February 2020 PDUFA target action date
+ Concentrated market; disease education
campaigns underway
+ Comprehensive launch strategy
+ Focused on complementary pipeline
expansion
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VOXELOTOR POTENTIALLY AVAILABLE TO PATIENTS IN 2020
We believe impact on anemia and hemolysis meets regulatory standard
of reasonably likely to predict clinical benefit
NDA submission via
FDA accelerated approval pathway

Transcranial Doppler (TCD) post-approval
confirmatory study design confirmed with FDA

+ Priority Review designation = 6-month review

+ Ages 2-15 with TCD velocity 170-199 cm/sec

+ PDUFA target action date = February 26, 2020

+ Plan to initiate study in Q4 2019

+ Met Phase 3 primary endpoint

+ Converts voxelotor to full approval (adults and
children)

− Nearly 60% of patients achieved >1 g/dL
increase in hemoglobin (Hb) vs placebo
(p<0.001)

Hb, hemoglobin; TCD, transcranial doppler.
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SCD OVERVIEW

SCD: AN URGENT NEED TO ADDRESS AN OVERLOOKED
ORPHAN CONDITION
~100,000 patients in the United States / ~60,000 patients in Europe

Lifelong inherited blood disorder
+ Hb polymerization causes deformation and
destruction of red blood cells 
morbidity/mortality

Hb, hemoglobin.

No innovative therapies in 20+ years
+ Non-curative treatments don’t address
underlying Hb polymerization
+ Allogeneic transplants limited to donor
availability and procedural risks
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SCD PLACES MAJOR BURDENS ON PATIENTS AND SOCIETY

Up to $286,000
annually in cost of
medical care for
patients with
complications1

End-organ damage
drives major
healthcare
utilization, with
average patient
receiving services
30-54 days/year2

Internal Data.
Internal Data.
3ASH 2018: Societal Costs of Sickle Cell Disease in the United States.

~$700,000 in lost
lifetime income per
patient3

Providing at-home
care impacts
caregiver
productivity and
often creates major
financial burden

1GBT
2GBT
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SCD RESULTS IN MORBIDITY & MORTALITY VIA
DISTINCT PATHWAYS
HbS polymerization, which causes red
blood cell damage, is root cause of SCD

Hemolytic Anemia

Organ Damage
+
+
+
+
+
+

Stroke
Renal failure
Pulmonary hypertension
Priapism
Leg ulcers
Mortality

Eaton W, Bunn F. Targeting HbS Polymerization. Blood. 2017.

Vaso-occlusion

Fatigue

Major and growing
unmet need

Organ Damage

Pain / Vaso-occlusive crisis
(VOC)

+ Osteonecrosis
+ Retinopathy
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THE MAJORITY OF SCD PATIENTS DO NOT EXPERIENCE
VOCS
SCD Patient VOCs per year
0

52%

1

15%

2-9

24%
9%
Shah, N. et al. Sickle Cell Disease Complications: Prevalence and Resource Utilization. Plos One. 2019.

VOC-targeted
therapies

10+
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DEVASTATING MORBIDITY AND MORTALITY IN SCD
Multi-Organ Morbidity1
+
+
+
+

Stroke
Renal failure
Pulmonary hypertension
Liver failure

+
+
+
+

Priapism
Leg ulcers
Avascular necrosis
Retinopathy

Mortality
+ ~30 years reduction in life expectancy2
-- Deej, age 13

1Akinsheye,
2Piel,

I. et al. Fetal hemoglobin in sickle cell anemia. Blood. 2011. 118:19-27.
FB. et al. Sickle Cell Disease. N Engl J Med. 2017. 376(16):1561-1573
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VOXELOTOR HAS POTENTIAL TO MODIFY OUTCOMES BY
PREVENTING POLYMERIZATION
The Phase 3 HOPE Study shows:
+ Rapid, robust, and sustained improvement in
Hb and hemolysis, with 1500 mg dose
demonstrating:
– Hb increase of >1 g/dL in ~60% of patients
– Anemia improvement irrespective of baseline
anemia severity or hydroxyurea use

+ Safe and well tolerated
+ Fewer VOCs observed, with substantial
increase in Hb
+ Preserved tissue oxygenation as indicated by
reduction in reticulocyte counts and stable
erythropoietin levels
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59.5% OF PATIENTS ACHIEVED AN INCREASE >1 g/dL Hb1
Over 80% of Patients Receiving Voxelotor 1500 mg had an Increase in Hb

(n=88)
59.5% Hb response1
p<0.001

(n=92)
9.2% Hb response1

ITT Analysis
1500 mg: 51.1% Hb response
Placebo: 6.5% Hb response

Baseline = average of screening and day 1; 24 weeks = average of weeks 20 and 24.
1Hb response is defined as a >1 g/dL increase in Hb. Per-protocol analysis. The primary reason for the difference in response rates between analyses is that
participants who did not complete the primary endpoint visit of 24 weeks are considered non-responses in the Hb response analysis.
Hb, hemoglobin; ITT, intention-to-treat.
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59.5% OF PATIENTS ACHIEVED AN INCREASE >1 g/dL Hb1
3x Fewer Patients Receiving Voxelotor 1500 mg had a Drop in Hb

(n=88)
59.5% Hb response1
p<0.001

(n=92)
9.2% Hb response1

ITT Analysis
1500 mg: 51.1% Hb response
Placebo: 6.5% Hb response

Baseline = average of screening and day 1; 24 weeks = average of weeks 20 and 24.
1Hb response is defined as a >1 g/dL increase in Hb. Per-protocol analysis. The primary reason for the difference in response rates between analyses is that
participants who did not complete the primary endpoint visit of 24 weeks are considered non-responses in the Hb response analysis.
Hb, hemoglobin; ITT, intention-to-treat.
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INCREASE IN HEMOGLOBIN LIKELY TO PREDICT
CLINICAL BENEFIT1,2
Lower Hb levels associated
with negative clinical outcomes
Albuminuria

Death

Abnormal
TCD Velocity

Stroke/SCI
History

-0.2

-0.4

-0.4
-0.5

-0.6

-0.6

-0.8

-1.0

-0.9

-0.6

Risk Reduction for Clinical Outcomes

Mean Difference in
Hb, g/dL

0.0

Elevated
ePASP

Improvement in Hb of ≥1 g/dL can potentially
reduce clinical complications and mortality

0%

Stroke/SCI

Albuminuria

Elevated ePASP

Mortality

-10%
-20%
-30%
-40%

-41%
-50%
-60%
-70%

ePASP, estimated pulmonary arterial systolic pressure; Hb, hemoglobin; SCD, sickle cell disease; SCI, silent cerebral infarct; TCD, transcranial Doppler.
1Ataga KI, et al. Blood. 2018;132:12.
2Ataga KI, et al. Presented at the 2019 American Society of Pediatric Hematology/Oncology (ASPHO) Conference; May 1–4, 2019; New Orleans, LA. Poster 718.

-53%

-57%
-64%
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POISED TO DELIVER
FOR PATIENTS

VOXELOTOR HAS POTENTIAL TO ADDRESS TOP TWO
HCP1 AND ADVOCACY2 PRIORITIES
Voxelotor (once-daily, oral therapy)

1

Long-term
organ damage

2

Risk of stroke
and silent infarct

+ Sustained improvements in anemia and hemolysis
+ Potential to reduce morbidity (including long-term organ
damage and stroke) and mortality

1GBT
2GBT

Market Research (n=248)
Market Research (n=7)

Existing Therapies

3
VOCs
+ HOPE Study was not
designed to evaluate
VOC rate

16

ONGOING DISEASE EDUCATION

Healthcare
Professionals

Patients &
Advocacy
Organizations

Payer
Engagement

Drive understanding of the impact of hemolytic anemia on longterm organ damage and mortality, to support eventual adoption
and payer coverage
Established Team Driving Key Stakeholder Engagement
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PLANNING FOR TARGETED AND EFFICIENT U.S. LAUNCH

+

17 states represent roughly
85% of SCD patients in
the United States

+

Symphony Health Claims Data, 2012-2018.

Efficient field team of ~75
reps
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LAUNCH TEAM IN PLACE
+ Chief Commercial
Officer hired Q1 2018
+ Regional business
directors on board;
field team recruitment
underway

+ HCP and patient
marketing teams
in place
+ Relationships with
advocates and
community-based
organizations

+ 12 MSLs engaging
with HCPs about
unmet need in SCD
+ Comprehensive
medical education
programs

+ Senior payer team in
place
+ Planning for
dedicated patient
navigator team
to ensure patient
access
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HCPs

ACTIVELY ENGAGING KEY STAKEHOLDERS ON SCD AND
UNMET NEED
+ Medical science liaison team in field educating
about role of hemolytic anemia and innovative science
+ SCD: Silent Damage campaign aimed at increasing
attention to hemoglobin polymerization as driver of
SCD complications
+ www.SCDsilentdamage.com

Patients

+ Sickle Cell Speaks campaign aimed at breaking
down stigmas associated with SCD
+ Campaign partnered with leading SCD communitybased organizations
+ Driving robust engagement with patient community
through digital and social media
+ www.SickleCellSpeaks.com
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PRE-LAUNCH PAYER ENGAGEMENT FOCUSED
ON HIGH-PREVALENCE AREAS
SCD U.S. Payer Landscape1

Ongoing pre-launch priorities include
+ Robust health economics and publication
plan to support the needs in SCD
+ Education on significant needs
via Managed Care Liaison support
+ Ongoing efforts to educate payers about
sickle cell burden of illness and cost

1Shared

Health Alliance Rx Claims for Hydroxyurea and Endari, November 2015-October 2018.

Others,
3%

Medicare,
15%

Medicaid,
50%
Commercial,
32%
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ROBUST PATIENT SUPPORT SERVICES

Reimbursement
Assistance

Disease
Education

Patient Support Services

Financial
Support

+ Individualized case management from
prescription to refills, supporting patient
communication and delivery preferences
+ Minimize barriers to access
+ Regional case management team
+ Support for uninsured/underinsured patients

Adherence
Support

Product &
Services
Education

22

HOPE-KIDS 2 STUDY (032)
Post-approval transcranial Doppler (TCD)
confirmatory study

HOPE-KIDS 2 (POST-APPROVAL STUDY) DESIGN
STUDY POPULATION

Voxelotor
1500 mg1

1x1 randomization
+ N=224
+ Age (2-15)
+ Background HU allowed
+ Conditional TCD Velocity (170-199 cm/s)

N=112

Placebo
N=112

Primary
analysis
treatment
period

Ongoing
treatment period

End of
treatment visit2

Once-daily oral dosing
24 weeks
96 weeks

Trial Endpoints
Primary
+ Mean change in TCD at 24 weeks

Secondary
+ Conversion to normal or abnormal TCD at
96 weeks
+ Change in Hb over time and clinical measures
of hemolysis
weight-based equivalent
completing the study may enroll in the open-label extension study
TCD, transcranial doppler; HU, hydroxyurea use; Hb, hemoglobin.

Study Execution
+ ~50 sites including U.S., EU and Africa
+ Rigorous TCD imaging quality control
–
–
–
–

Core imaging lab
Training plan and protocol developed with leading international experts
Equipment donated by GBT to sites
TCD assessments conducted bilaterally and in duplicates to minimize variability

1Or

2Subjects
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VOXELOTOR EXPECTED TO REDUCE STROKE RISK BY
INCREASING HEMOGLOBIN
Annual Stroke Risk as Defined by TCD

+ 170-199 cm/s (conditional TCD) = 7%
+ 200+ cm/s (abnormal TCD) = 40% ( chronic transfusion)

Increased Hb Associated with Decreased TCD
+ 1 g/dL increase in Hb associated with 11.6 cm/sec
decrease in TCD flow velocity (95% CI: 9.4 to 13.8 cm/sec)

Change in TCD Flow Velocity (cm/sec)

+ < 170 cm/s (normal TCD) = 2%

TCD Velocity Changes with Changes in Hb
100

50

0

-50

-100
-4

0

2

Change in Hb (g/dL)
Randomized_Group

Adams et al., Long-term stroke risk in children with sickle cell disease screened with transcranial Doppler. Ann Neurol 1997.
Zetola, Role of TCD in sickle cell disease: A review. Perspectives in Medicine 2012.

-2

Continue Transfusion

Discontinue Transfusion

Note: N=47 unique patients. For patients with more than one post-baseline assessment, multiple pairs of
change-from-baseline observations are plotted.
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LOOKING AHEAD

COMMITTED TO GROWING PIPELINE WITH
COMPLEMENTARY OPPORTUNITIES
Inclacumab
Complements
Voxelotor
as Potential SCD
Backbone Therapy

New Opportunity
Criteria
+ Orphan disease
+ Significant need
+ Clear differentiation

+ P-selectin is a clinically-validated VOC target
+ Initiation of pivotal study anticipated in 2021

+ Exclusive worldwide licensing agreement with Roche
– Novel fully human monoclonal antibody
– Established PK, safety and tolerability in > 500 patients

Internal Research Focus
+ Benign hematology
+ Small molecule

Business Development Focus
+ Well-validated targets
+ Small or large molecule

a F. Hoffmann-LaRoche Ltd. And Hoffmann-LaRoche Inc.
b Roche retained its license for inclacumab for diagnostic use
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VOXELOTOR POTENTIALLY AVAILABLE TO PATIENTS IN 2020

Q1 2019

Q2 2019

Q2 2019

Pre-NDA
meeting

24-week results
from all patients
in the HOPE
Study

HOPE Study
publication

Reached agreement with FDA on design of
post-approval
confirmatory
study 2020
February
Q4 2019
Q3TCD
2019
NDA
acceptance

Initiate postapproval TCD
confirmatory
study

Voxelotor NDA
PDUFA date

Accelerated Approval Pathway
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Thank You

