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 ability to engage
in continued discussions with the FDA and the outcome of those discussions, 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, the potential to use TCD flow velocity in a confirmatory study, our plan to initiate a TCD confirmatory study, our
ability to generate and report data from our ongoing and potential future studies of voxelotor (including from patients enrolled in our Phase 3
Hope Study and our Phase 2a HOPE-KIDS 1 Study), 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, the potential commercial opportunity for voxelotor, the expected size of the potential
sales force for voxelotor, our plans for potential commercial launch, our manufacturing plans, our focus on expanding our pipeline, our plan to
initiate a pivotal study for inclacumab, regulatory review and actions relating to voxelotor, 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 drugrelated 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 March 31, 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.
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GBT IS POSITIONED FOR SUCCESS AND VALUE CREATION
Voxelotor:
First-in-Class,
Breakthrough
Therapy for
SCD

+ First SCD treatment to receive FDA
Breakthrough Therapy Designation
and EMA PRIME Designation
+ Disease-modifying therapy
+ Reached agreement with FDA on
Accelerated Approval Path and
post-approval confirmatory study
+ Wholly controlled product portfolio
with voxelotor patents beyond 2032

2019 & 2020
Key Goals

 Q1 ‘19 Pre-NDA Meeting
 Q2 ‘19 24-Week Results from All
Patients in the HOPE Study
 Q2 ‘19 HOPE Study published in
The New England Journal of
Medicine
+ H2 ‘19 NDA Acceptance
+ H2 ‘19 Initiate post-approval TCD
confirmatory study
+ H1 ‘20 Voxelotor Launch

Investment
Summary

+ Voxelotor is positioned to become a
new first-in-class treatment for SCD
+ Preparing for potential commercial
launch
+ Ongoing clinical programs to support
voxelotor dosing down to 9 months of
age
+ Focused on expanding pipeline to
build a sustainable company
+ Strong balance sheet
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GBT AND FDA HAVE AGREED UPON ACCELERATED
APPROVAL REGULATORY PATHWAY FOR VOXELOTOR
+ Voxelotor’s impact on anemia and hemolysis meets regulatory standard of reasonably likely to
predict clinical benefit
+ FDA has agreed to a rolling NDA submission
–

NDA submission to be completed in H2 ‘19

–

Primary endpoint of HOPE Study is proportion of patients who achieve >1 g/dL with voxelotor
compared to placebo at 24 weeks (n=~270)

+ Reached agreement with FDA on design of TCD post-approval confirmatory study
–

Evaluating voxelotor in patients ages 2-15 with conditional TCD velocity (170-199 cm/sec)
•

stroke risk reduction, as measured by reduction in TCD flow velocity

–

Plan to initiate TCD study in Q4 ‘19

–

Study is intended to support voxelotor’s full approval in adults and children
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ABOUT SCD & Voxelotor

AN ORPHAN INDICATION, SIGNIFICANT UNMET NEED
Disease Burden

Patient Impact

Societal Costs

~100,000

Severe Morbidity with High Rates
of Brain Injury, Renal Dysfunction,
and Cardiopulmonary Disease

Approximately $700,000 in
lost lifetime income for each
person born with SCD*

Patients in U.S.

~60,000

Patients in Europe

20 to 30

years of
reduced lifespan

U.S. average annual costs
per patient for care exceeds
~$200,000**

*ASH 2018: Societal Costs of Sickle Cell Disease in the United States
**Source: The cost of health care for patients with sickle cell disease, Ballas, Samir K., 2009, American Journal of Hematology http://www3.interscience.wiley.com/cgi-bin/jhome/35105
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A CHRONIC DISEASE
+ About SCD
﹢ A genetic mutation in the beta-chain of hemoglobin
﹢ Results in the formation of abnormal hemoglobin known as
sickle hemoglobin (HbS)
﹢ Polymerization causes the destruction of RBCs
﹢ Sickled RBCs, which do not flow properly in the bloodstream,
clog small blood vessels and reduce blood flow to the organs.

+ Devastating Morbidity and Mortality
﹢ Hemolytic anemia, inflammation/vascular injury, vaso-occlusion
﹢ Results in multi-organ damage and physiologic decompensation
﹢ 20 to 30 years reduction in life expectancy

+ Current treatments are limited
﹢ Non curative treatments
﹢ Hydroxyurea
﹢ L-glutamine

Priapism/dysmenorrhea

﹢ Blood transfusions
﹢ Allogeneic Transplant
﹢ Complex medical procedure
﹢ Morbidity/mortality risks
﹢ Loss of fertility and cancer risks
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HEMOGLOBIN POLYMERIZATION IS THE MOLECULAR
BASIS FOR SCD
HbS Polymerization

≥6 VOC (2%)
≥ 3 and <6 VOC
(6%)

Red Blood Cell
Damage
Hemolytic Anemia

Organ Damage
+ Stroke
+ Renal failure
+ Pulmonary
hypertension
+ Priapism
+ Leg ulcers
+ Mortality

≥1 and <3
VOC (21%)

Vaso-occlusion

Fatigue

Major and
growing
unmet need

Organ Damage
+ Osteonecrosis
+ Retinopathy

Pain / Vasoocclusive crisis
(VOC)

<1 VOC per year
(71%)

Adapted from Platt, OS, Thorington BD, et al. New England Journal
of Medicine 1991 Jul 4;325(1):11-6.

VOXELOTOR IS UNIQUELY SUITED TO
ADDRESS UNMET NEED
+ Once daily, oral therapy
+ Disease modifying
+ Demonstrated hemolytic anemia efficacy in pivotal HOPE Study
+ ~60% of patients on voxelotor 1500 mg (p<0.0001) achieved
a >1g/dL in Hb at 24 weeks (primary endpoint in HOPE Study,
per protocol analysis)
+ Hemoglobin improved rapidly and sustained through treatment
+ Improvements in hemoglobin, reticulocytes and bilirubin
(improvement in hemolysis)
+ Consistent with inhibition of Hb polymerization
+ Favorable safety and tolerability profile

voxelotor

Potential to modify morbidity and mortality by improving anemia and hemolysis
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INCREASE IN Hb IS LIKELY TO PREDICT
CLINICAL BENEFIT1,2
Lower Hb levels are 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.
1. Ataga KI, et al. Blood. 2018;132:12. 2. Ataga 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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PHASE 3 HOPE STUDY (031)

Hemoglobin Oxygen Affinity Modulation to Inhibit HBS PolymErization
A randomized, double-blind, placebo-controlled, multi-national, Phase 3 study

THE HOPE STUDY EVALUATED VOXELOTOR 1500 MG AND
900 MG DAILY VS PLACEBO IN ADULTS AND ADOLESCENTS
WITH SCD
Key Eligibility Criteria

+ Hb 5.5–10.5 g/dL

Stratification

+ 1–10 VOCs in prior 12 months

+ Hydroxyurea use
+ Age

+ Aged 12–65 years

+ Geographic
region

+ Concomitant hydroxyurea allowed
+ Confirmed SCD (eligible genotypes: HbSS,
HbSβ0, HBSβ+, and HbSC)

Primary Endpoint
+ Proportion of patients with >1.0 g/dL Hb increase
at 24 weeks
+ Safety

Key Secondary Endpoints
+ Hemolysis measures, change from baseline
to week 24
+ Hb, change from baseline to week 24
+ VOC, final analysis at 72 weeks
Hb, hemoglobin; HbSC, heterozygous for SCD; HbSS, sickle cell anemia; HbSβ,
sickle cell beta thalassemia; SCD, sickle cell disease; VOC, vaso-occlusive crisis.

1:1:1
Randomization

Voxelotor
1500 mg
N=90

Voxelotor
900 mg
N=92

Placebo
N=92

Intention to Treat
N=274

All randomized participants

Safety Population
N=271

Patients who received
≥1 dose of study treatment

Per Protocol
n=229

Patients who completed
24 weeks of study treatment
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BASELINE CHARACTERISTICS WERE GENERALLY
WELL BALANCED
Voxelotor 1500 mg
N=90

Voxelotor 900 mg
N=92

Placebo
N=92

24 (12–59)

24 (12–59)

28 (12–64)

12 to <18 years, n (%)

14 (15.6)

15 (16.3)

17 (18.5)

18 to 65 years, n (%)

76 (84.4)

77 (83.7)

75 (81.5)

58 (64.4)

51 (55.4)

50 (54.3)

North America

34 (37.8)

36 (39.1)

35 (38.0)

Europe

19 (21.1)

19 (20.7)

18 (19.6)

Othera

37 (41.1)

37 (40.2)

39 (42.4)

HbSS

61 (67.8)

71 (77.2)

74 (80.4)

HbSβ0 thalassemia

18 (20.0)

13 (14.1)

11 (12.0)

HbSC

3 (3.3)

2 (2.2)

2 (2.2)

Otherb

8 (8.9)

6 (6.5)

5 (5.5)

58 (64.4)

63 (68.5)

58 (63.0)

8.7 (5.9–10.8)

8.3 (5.9–10.8)

8.6 (6.1–10.5)

1

35 (38.9)

41 (44.6)

39 (42.4)

2–10

55 (61.1)

51 (55.4)

53 (57.6)

42.3 (0.1–73.3)

38.1 (4.0–72.4)

37.2 (8.1–72.9)

Treatment
Median age, years (range)

Female, n (%)
Region, n (%)

Genotype, n (%)

Patients on baseline hydroxyurea, n (%)
Median baseline hemoglobin, g/dL (range)
VOC episodes in previous 12 months,c n (%)

Median follow-up, weeks (range)
aOther

regions: regions outside of North America or Europe. bOther genotypes include: HbSβ+ thalassemia, other SCD variants.
VOC defined as documented episode of ACS or acute painful crisis that required prescription or healthcare professional–instructed use of analgesics for moderate to severe pain.
ACS, acute chest syndrome; Hb, hemoglobin; HbSC, heterozygous for SCD; HbSS, sickle cell anemia; HbSβ thalassemia, sickle cell beta thalassemia; SCD, sickle cell disease; VOC, vaso-occlusive crisis.
cBaseline
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59.5% OF PATIENTS ACHIEVED AN INCREASE >1 g/dL Hb*
Over 80% of Patients Receiving Voxelotor 1500 mg Had an Increase in Hb

59.5% Hb response
p<0.001

38.0% Hb response
p<0.001

9.2% Hb response

ITT Analysis
51.1% Hb response

32.6% Hb response

Baseline = average of screening and day 1; 24 weeks = average of weeks 20 and 24.
*Hb 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.

6.5% Hb response
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VOXELOTOR DEMONSTRATES A RAPID, ROBUST,
AND SUSTAINED IMPROVEMENT IN ANEMIA
ITT Analysis
1.1 g/dL Hb

p<0.001

0.6 g/dL Hb
-0.1 g/dL Hb

The mean change in Hb (±95% CI) from baseline to week 24 in the per-protocol analysis of observed data is presented. Total n represents the number of participants with any
post-baseline observations; the sample sizes vary over time. Laboratory values obtained after hydroxyurea was initiated post-randomization were excluded for participants who were not using hydroxyurea at baseline (n=4 [n=1 for 1500 mg; n=3
for placebo]). Laboratory values after last dose were excluded.
CI, confidence interval; Hb, hemoglobin.
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VOXELOTOR 1500 MG DECREASED MARKERS
OF HEMOLYSIS COMPARED WITH PLACEBO
Voxelotor 1500 mg
Occupancy 26.5%

Voxelotor 900 mg
Occupancy 17.1%

Placebo

% change in indirect bilirubin
(95% CI)

−29.1
(−35.9, −22.2)

−20.3
(−27.1, −13.6)

−3.2
(−10.1, 3.8)

% change in reticulocytes %
(95% CI)

−19.9
(−29.0, −10.9)

−1.3
(−10.3, 7.7)

4.5
(−4.5, 13.6)

% change in absolute reticulocytes
(95% CI)

−8.0
(−18.1, 2.1)

5.1
(−4.9, 15.2)

3.1
(−7.0, 13.2)

% change in LDH
(95% CI)

−4.5
(−11.9, 2.8)

1.4
(−5.9, 8.7)

3.4
(−4.0, 10.9)

Least squares mean change from baseline to week 24, where baseline is defined as the average of screening and day 1. All n values shown represent the number of participants who contributed any observations to the regression model for
repeated measures. Bolded values represent significant differences from placebo; testing of voxelotor 900-mg group vs placebo is exploratory in nature.
CI, confidence interval; LDH, lactate dehydrogenase.
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FEWER VOCs WITH SUBSTANTIAL INCREASE IN Hb

Voxelotor
1500 mg
N=88

Voxelotor
900 mg
N=92

Placebo
N=91

179
(59)

183
(61)

219
(63)

VOC incidence,
per person-year,
unadjusted
(95% CI)

2.76
(2.37, 3.20)

2.73
(2.35, 3.15)

3.42
(2.98, 3.90)

VOC incidence,
per person-year,
adjusteda
(95% CI)

2.77
(2.15, 3.57)

2.76
(2.15, 3.53)

3.19
(2.50, 4.07)

Number of VOCs
(participants with ≥1
VOC)

aAdjusted

for baseline hydroxyurea use, age group, and geographic region.
VOC definition includes ACS with moderate to severe pain lasting ≥2 hours, no explanation other than VOC, requires medication prescribed/directed by a healthcare professional, and patient was seen in
medical facility or contacted site within 1 business day.
Final VOC analysis will be conducted at the end of study (72 weeks).
ACS, acute chest syndrome; CI, confidence interval; Hb, hemoglobin; VOC, vaso-occlusive crisis.
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RATES OF TEAEs, GRADE ≥3 TEAEs,
AND DISCONTINUATIONS WERE SIMILAR BETWEEN
PATIENTS RECEIVING VOXELOTOR AND PLACEBO
Voxelotor 1500 mg
N=88

Voxelotor 900 mg
N=92

Placebo
N=91

83 (94.3)

86 (93.5)

81 (89.0)

23 (26.1)

21 (22.8)

24 (26.4)

Patients with ≥1 treatment-related TEAEb

34 (38.6)

29 (31.5)

23 (25.3)

Patients with serious TEAEb (%)

17 (19.3)

16 (17.4)

15 (16.5)

3 (3.4)

3 (3.3)

1 (1.1)

Patients with TEAEb leading to treatment
discontinuationc (%)

8 (9.1)

5 (5.4)

4 (4.4)

Fatal serious TEAEd (%)

1 (1.1)

1 (1.1)

2 (2.2)

Non-SCD-Related TEAEa
Patients with ≥1 non-SCD-related TEAE (%)
Grade ≥3

Treatment-related serious TEAEb

aSCD-related

adverse events (not shown) include sickle cell anemia with crisis, ACS, pneumonia, priapism, and osteonecrosis. Most grade ≥3 SCD-related TEAEs were sickle cell anemia with crisis.
SCD-related TEAEs.
cReasons for non-SCD-related treatment discontinuation in patients receiving voxelotor: Abdominal pain (n=2 events), anemia, angina pectoris, nausea, diarrhea, chest pain, pyrexia, hepatitis, hepatocellular injury, hypersensitivity, pulmonary
sepsis, type 2 diabetes, and paresthesia (all n=1 event).
dIncludes both non-SCD-related and SCD-related serious TEAEs.
ACS, acute chest syndrome; SCD, sickle cell disease; TEAE, treatment-emergent adverse event.
bExcludes
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COMMON NON-SCD-RELATED TEAEs (OCCURRING IN ≥10%
OF PATIENTS)
Preferred Term, n (%)a
Patients with ≥1 event
Headache
Diarrhea
Nausea
Arthralgia
Upper respiratory tract infection
Abdominal pain
Fatigue
Rashb
Pyrexia
Pain in extremity
Back pain
Vomiting
Pain
Non-cardiac chest pain
Abdominal pain upper

Voxelotor 1500 mg
N=88

Voxelotor 900 mg
N=92

Placebo
N=91

83 (94.3)
23 (26.1)
18 (20.5)
15 (17.0)
13 (14.8)
12 (13.6)
12 (13.6)
12 (13.6)
12 (13.6)
11 (12.5)
10 (11.4)
10 (11.4)
10 (11.4)
8 (9.1)
7 (8.0)
6 (6.8)

86 (93.5)
14 (15.2)
16 (17.4)
15 (16.3)
11 (12.0)
17 (18.5)
13 (14.1)
12 (13.0)
10 (10.9)
10 (10.9)
18 (19.6)
13 (14.1)
12 (13.0)
10 (10.9)
12 (13.0)
11 (12.0)

81 (89.0)
20 (22.0)
9 (9.9)
9 (9.9)
11 (12.1)
10 (11.0)
7 (7.7)
9 (9.9)
9 (9.9)
6 (6.6)
16 (17.6)
10 (11.0)
11 (12.1)
6 (6.6)
8 (8.8)
6 (6.6)

aExcludes

SCD-related adverse events (sickle cell anemia with crisis, ACS, pneumonia, priapism, and osteonecrosis).
is a grouped term including the following preferred terms: rash, urticaria, rash generalized, rash maculopapular, rash pruritic, rash erythematous, rash vesicular,
rash macular, and rash papular.
ACS, acute chest syndrome; SCD, sickle cell disease; TEAE, treatment-emergent adverse event.
bRash
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Change From Baseline
in Erythropoietin Levels,a %

NO TREATMENT-RELATED INCREASE IN ERYTHROPOIETIN,
INDICATING PRESERVED TISSUE OXYGENATION

Voxelotor Hb Occupancy,b %
aChange

in erythropoietin from baseline at week 24 was calculated using the last observation carried forward.
Hb occupancy was calculated based on steady-state trough exposures.
Hb, hemoglobin.
bVoxelotor
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CONCLUSIONS
+ Treatment with voxelotor achieved rapid, robust, and sustained improvement in Hb and hemolysis
+ Voxelotor 1500 mg dose demonstrated:
– Hb increase of >1 g/dL in 59.5% of patients
– Anemia improvement irrespective of baseline anemia severity or hydroxyurea use
+ Voxelotor was safe and well tolerated
+ Fewer VOCs were observed, with a substantial increase in Hb
+ Preserved tissue oxygenation as indicated by reduction in reticulocyte counts and stable erythropoietin
levels

Voxelotor has the potential to modify the morbidity of chronic organ damage associated with SCD by
improving anemia and hemolysis

Hb, hemoglobin; SCD, sickle cell disease; VOC, vaso-occlusive crisis.
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HOPE-KIDS 2 STUDY (032)
Post-approval transcranial Doppler (TCD)
confirmatory study
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PRIMARY STROKE PREVENTION IN SCD: TCD-BASED
CLINICAL APPLICATION
NHLBI Evidence-Based Expert Panel Report (2014)

Stroke risk according to transcranial Doppler
measurements in children with sickle cell disease
1.0

2%
Probability of remaining stroke-free

0.9

7%

+ In children with conditional (170-199 cm/sec) or elevated
(>200 cm/sec) TCD, refer to a specialist with expertise in
chronic transfusion therapy aimed at preventing stroke

Practice Recommendations for TCD Flow Velocity
+ <170 cm/sec: normal; repeat annually

0.8

+ 170 cm/sec to 184 cm/sec:
low conditional; repeat at 3 month intervals
+ 185 cm/sec to 199 cm/sec:
high conditional; repeat after 1 month initially

0.7

+ Persistently ≥200 cm/sec:
initiate primary prophylaxis with chronic transfusion

0.6

40%
0.5
0

5

10

15

20

25

30

35

40

Time (months)
Less than 170 cm/s

170 to 199 cm/s

At least 200 cm/s

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.
NHLBI, National Heart, Lung, and Blood Institute
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CHANGES IN HEMOGLOBIN ARE ASSOCIATED WITH
CHANGES IN TCD VALUES
TCD Velocity Changes with Changes in Hemoglobin
+ Clinical stroke is ~250 times more common in SCD children
than in the general pediatric population
+ Anemia is the single most important predictor of stroke in
multivariate analysis in SCD patients without prior history
of stroke/transient ischemic attack
+ A 1 g/dL increase in hemoglobin associated
with a 11.6 cm/sec decrease in TCD flow velocity
(95% CI: 9.4 to 13.8 cm/sec)
– Effect highly statistically significant (p<0.0001)
– Effect remained significant after adjusting for gender,
baseline age, baseline hemoglobin, baseline TCD flow velocity,
and time since baseline

Change in TCD Flow Velocity (cm/sec)

100

50

0

-50

-100
-4
Randomized_Group

-2
0
Change in Hemoglobin (g/dL)
Continue Transfusion

2

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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CASE STUDY: A PATIENT WITH CONDITIONAL
TCD VELOCITY
16

16.5

Hemoglobin (g/dL) Reticulocytes (%)

176
175

177

14

14.5

12

7.3

8.1

9.0

165
160

156

6

+ One patient had conditional TCD despite HU at MTD

170
10.4

10
8

+ Data from HOPE-KIDS 1 Study (GBT440-007)

180

155

TCD (cm/sec)

18

+ TCD normalized at week 24 of voxelotor
treatment with concordant improvements in Hb
and reticulocytes

4
150

2
0
Baseline
Hb (g/dL)

Week 12
Reticulocytes (%)

Week 24

145

TCD (cm/sec)

Data as of October 9, 2018.
Brown, RC, et al. Presented at the 60th ASH Annual Meeting & Exposition; December 1–4, 2018; San Diego, CA.
TCD, transcranial doppler; HU, hydroxyurea use; MTD, maximum tolerated dose; Hb, hemoglobin.
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HOPE-KIDS 2 (CONFIRMATORY STUDY) DESIGN
Study Population
+ Age: 2-15

Screening &
1:1 Randomization

+ Conditional TCD Velocity (170-199)
+ HU allowed

Primary Endpoint
+ Mean change in TCD at 24 weeks
(group level, placebo corrected)

Secondary Endpoints
+ Cumulative incidence of conversion
to normal or abnormal TCD at 96
weeks
+ Change in Hb over time
and clinical measures of hemolysis

Stratification
+
+
+
+

Voxelotor
1500 mg
N=112
Primary
analysis
treatment
period

N=224
Background HU
Age
TCD value

Ongoing
treatment period

End of
treatment
visit*

Placebo
N=112

Once-daily oral dosing
24 weeks
96 weeks

*Subjects completing the study may enroll in open-label extension study
TCD, transcranial doppler; HU, hydroxyurea use; Hb, hemoglobin.
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STUDY EXECUTION
Approximately 50 sites including U.S., EU and Africa
+ Leverage GBT HOPE study experience with high-quality, ex-US sites

Rigorous TCD imaging quality control
+ Image analysis and QC from core imaging lab
+ Training plan and protocol developed with leading international experts
+ Equipment purchased by GBT and donated to sites
+ TCD assessments will be conducted bilaterally and in duplicates to minimize variability
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2019: PREPARING FOR
COMMERCIAL LAUNCH

OUR APPROACH FOR COMMERCIAL READINESS
+ Educate on the critical
unaddressed issues in
SCD (particularly anemia
and hemolysis)

+ Continue education on role
of hemolytic anemia, organ
damage and mortality.

Physicians and
Nurse
Practitioners

+ Build a strong economic
and clinical case for payer
coverage of SCD treatment
of anemia and hemolysis

Patients &
Advocacy
Organizations

Payor
Engagement

+

Medical science liaisons in the field

+

Unbranded disease awareness

+

Robust publication plan

+

Independent medical education

+

Patient marketing team hired

+

+

HCP marketing team hired

+

Partner with advocacy groups

Developing pharmacoeconomics
data and additional clinical studies

+

Education on significant unmet
need

+

Initiatives to hire payor team
underway

U.S. COMMERCIAL LAUNCH AT-A-GLANCE
+ Efficient commercial footprint
– ~85% of patients located in 17 states
– Less than 75 person sales force
+ Universal newborn screening
+ Building experienced commercial team
– Chief Commercial Officer hired mid-2018
– VP Sales hired February 2019

SCD
Prevalence

– Key hires in place to lead team build out

Low

+ High-touch specialty distribution model

High

+ Estimated payor mix:
MEDICAID
50%

MEDICARE
15%
CASH
5%

COMMERCIAL
30%
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SUPPORTING THE PATIENT EXPERIENCE
+ High-touch Specialty Distribution Model
+ Patient enrollment

Payors

+ Insurance Case management (benefits investigation)
+ Commercial insurance copay assistance
+ Free drug for uninsured
+ On-going support:

Patient

Distribution

+ Treatment support
+ Adherence support

Hub

+ Disease and wellness education
Specialty
Pharmacy

Physician

VOXELOTOR MANUFACTURING
Manufacturing Process:
+ Small molecule with a reproducible synthetic route utilizing readily
available starting materials
+ Robust manufacturing process established
+ Current scale sufficient for commercialization
+ Producing lots for potential commercial launch
Outsourced Manufacturing:
+ Contract Manufacturer Organization (CMO) network with deep
commercial experience
−

Active Pharmaceutical Ingredient

−

Drug product

−

Fill and Finish

+ Successful CMO track record with health authorities
+ Anticipate launching with three 500 mg tablets
+ Developed dispersible tablet for pediatric studies
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LOOKING AHEAD
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INCLACUMAB EXPANDS GBT’s SICKLE CELL PORTFOLIO
Inclacumab Complements Voxelotor as Potential
SCD Backbone Therapy
+ P-selectin inhibition is clinically validated to reduce VOCs
+ Exclusive worldwide licensing agreement with Roche
– A novel fully human monoclonal antibody
– Established PK, safety, and tolerability in more than
500 patients
+ Manufacturing underway
+ Initiation of pivotal study anticipated in 2021

a F. Hoffmann-LaRoche Ltd. And Hoffmann-LaRoche Inc.
b Roche retained its license for inclacumab for diagnostic use

Providing Hope to the Underserved
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STRATEGY TO EXPAND OUR PIPELINE
Internal Research
Priorities
Asset Criteria
Benign hematology

+
Orphan
disease
Small
molecule
+ Significant unmet
medical need
+ Clear differentiation
from standard of care

Internal Research Focus
+ Benign hematology
+ Small molecule

Business Development Focus
+ Well-validated targets
+ Small or large molecule
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FINANCIAL AND VOXELOTOR IP SUMMARY
Strong balance sheet at 3/31/2019
+ $575.1M in cash, cash equivalents and marketable securities
+ 56.3M shares outstanding
Voxelotor Exclusivity
+ Wholly controlled product portfolio with voxelotor patents beyond 2032
+ Does not include Hatch-Waxman extension

+ Orphan drug designation in U.S. (7 years) and EU (10 years)
+ Life Cycle Management
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GBT IS POSITIONED FOR SUCCESS AND VALUE CREATION
Voxelotor:
First-in-Class,
Breakthrough
Therapy for
SCD

+ First SCD treatment to receive FDA
Breakthrough Therapy Designation
and EMA PRIME Designation
+ Disease-modifying therapy
+ Reached agreement with FDA on
Accelerated Approval Path and
post-approval confirmatory study
+ Wholly controlled product portfolio
with voxelotor patents beyond 2032

2019 & 2020
Key Goals

 Q1 ‘19 Pre-NDA Meeting
 Q2 ‘19 24-Week Results from All
Patients in the HOPE Study
 Q2 ‘19 HOPE Study published in
The New England Journal of
Medicine
+ H2 ‘19 NDA Acceptance
+ H2 ‘19 Initiate post-approval TCD
confirmatory study
+ H1 ‘20 Voxelotor Launch

Investment
Summary

+ Voxelotor is positioned to become a
new first-in-class treatment for SCD
+ Preparing for potential commercial
launch
+ Ongoing clinical programs to support
voxelotor dosing down to 9 months of
age
+ Focused on expanding pipeline to
build a sustainable company
+ Strong balance sheet

37

Thank You

