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Item 7.01 Regulation FD Disclosure.

On June 15, 2015, bluebird bio, Inc. (“bluebird”) issued a press release announcing Dr. Philip Gregory’s appointment as bluebird’s Chief Scientific
Officer.  A copy of this press release is furnished as Exhibit 99.2 to this report on Form 8-K.

On June 15, 2015, bluebird conducted an investor webcast summarizing clinical data from its HGB-205 clinical trial that was presented at an oral
presentation at the 20th European Hematology Association Congress in Vienna, Austria on June 13, 2015.  A copy of the presentation is being furnished as
Exhibit 99.3 to this Report on Form 8-K.

The information in Item 7.01 of this Report on Form 8-K and Exhibits 99.2 and 99.3 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 (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 or the Exchange Act, except as expressly set forth by specific
reference in such filing

Item 8.01 Other Events.

On June 13, 2015, bluebird issued a press release announcing clinical data from its HGB-205 clinical trial at an oral presentation at the 20th European
Hematology Association Congress in Vienna, Austria on June 13, 2015.  The full text of bluebird’s press release regarding the announcement is filed as
Exhibit 99.1 to this Current Report on Form 8-K and is incorporated herein by reference.

Item 9.01 Financial Statements and Exhibits.

(d) Exhibits
 
Exhibit No. Description
99.1 Press release issued by bluebird bio, Inc. on June 13, 2015.
99.2 Press release issued by bluebird bio, Inc. on June 15, 2015.
99.3 Investor presentation provided by bluebird bio, Inc. on June 15, 2015.
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Exhibit 99.1

 
bluebird bio Reports New Beta-thalassemia Major and Severe Sickle Cell Disease Data from HGB-205 Study at EHA

 
· Patient with Severe Sickle Cell Disease Producing 45% Anti-sickling Hemoglobin at Six Months and Has Been Free of

Transfusions for More Than Three Months
· Patients with Beta-thalassemia Major Remain Transfusion-Independent at 16 and 14 Months, Respectively
· First Patient with Severe Sickle Cell Disease Infused in HGB-206 Study
· Investor Conference Call Scheduled for June 15, 2015 at 8:00 a.m. ET

 
VIENNA, Austria and CAMBRIDGE, Mass., June 13, 2015 – bluebird bio, Inc. (Nasdaq: BLUE), a clinical-stage company
committed to developing potentially transformative gene therapies for severe genetic and rare diseases and T cell-based
immunotherapies, today announced long-term follow up of two patients with beta-thalassemia major and early safety and
efficacy data in the first patient with severe sickle cell disease (SCD) treated with LentiGlobin BB305 product candidate in
the HGB-205 study. These data were presented today at the 20th Congress of the European Hematology Association (EHA)
in Vienna, Austria by Marina Cavazzana, M.D., Ph.D., lead investigator of the HGB-205 study and professor of hematology
at Paris Descartes University, head of the department of Biotherapy Hospital, the clinical research INSERM center of
Biotherapy at Necker Enfants Malades, (Assistance Publique-Hôpitaux de Paris) and the Lymphohematopoiesis
Laboratory, Institute of Genetic Diseases, Imagine, Paris, France.
 
Key findings:

· Beta-thalassemia:
o As of May 2015, Subjects 1201 and 1202 with beta-thalassemia major remained transfusion-independent for 16

and 14 months, respectively, with persistent stable expression of HbAT87Q. Neither has experienced a
LentiGlobin-related adverse event.

· Sickle Cell Disease:
o The proportion of anti-sickling hemoglobin being produced by the first-ever patient with severe SCD treated

with gene therapy (Subject 1204) is rising steadily and accounted for 45% of all hemoglobin production
(40% HbAT87Q + 5% HbF) at the patient’s six-month visit post-drug product infusion; this is above the
30% threshold expected to potentially achieve a disease-modifying clinical effect.

o As of May 2015, Subject 1204 had been free of transfusions for more than three months without
complications or hospitalizations for SCD-related events post-transplant, and with improvement in
hemolysis markers



 
 
“These data are promising for patients living with beta-thalassemia major and severe sickle cell disease, two devastating, genetically-
based hematologic diseases that have a profound impact on both quality of life and life expectancy,” said Professor Cavazzana. “The
steady rise and high-level of HbAT87Q production in our patient with severe sickle cell disease is cause for optimism as we
expect levels of anti-sickling hemoglobin of 30 percent or more could significantly improve and potentially eliminate the
serious and life-threatening complications associated with sickle cell disease.”
 
bluebird bio also announced that the first patient with severe SCD has been infused in the HGB-206 U.S.-based clinical
study at the National Institutes of Health Clinical Center in Bethesda, Maryland. HGB-206 is a Phase 1, U.S.-based clinical
trial evaluating the safety and efficacy of bluebird bio’s LentiGlobin BB305 product candidate in subjects with severe SCD.
 
“Today’s data further demonstrate the potentially transformative effects of gene therapy for the treatment of beta-
hemoglobinopathies and support our global regulatory strategy for LentiGlobin in beta-thalassemia major, with the goal of
potentially accelerated approvals in the EU and U.S.,” said David Davidson, M.D., chief medical officer, bluebird bio. “We are
excited that the promising early results for LentiGlobin in beta-thalassemia major are now extending to the first treated
patient with severe sickle cell disease. With the treatment of the first patient with severe sickle cell disease in the HGB-206
study, we look forward to gaining increasing clarity on the potential clinical benefit of LentiGlobin for patients with severe
sickle cell disease.”
 
HGB-205 Study Data
HGB-205 is an ongoing, open-label, single-center Phase 1/2 study designed to evaluate the safety and efficacy of
LentiGlobin BB305 product candidate for the treatment of patients with beta-thalassemia major and severe SCD. As of May
2015, two patients with beta-thalassemia major and one patient with severe SCD have undergone infusion with LentiGlobin
BB305 product candidate in this study.
 
· Patients with beta-thalassemia major demonstrated continued transfusion independence: The data presented today are

an update on those initially presented at EHA in June 2014 and demonstrate a long-term stable and durable response.
As reported at ASH in December 2014, Subjects 1201 and 1202 achieved rapid transfusion independence with near-normal
hemoglobin levels. As of May 2015, Subjects 1201 and 1202 remained transfusion independent for 16 and 14 months,
respectively.
 

· Early efficacy data is promising in the first subject with severe SCD treated with gene therapy: The production of anti-
sickling hemoglobin is consistent with a level expected to potentially achieve a disease-modifying clinical effect in
Subject

 



 
1204. At the six-month visit post-drug product infusion, the proportion of anti-sickling hemoglobin (HbAT87Q + HbF)
accounted for 45% of all hemoglobin production (40% HbAT87Q + 5% HbF). The patient’s vector copy number in
peripheral blood leukocytes was 2.2.

o Subject 1204 had his last red blood cell (RBC) transfusion at day 88. Since his infusion with LentiGlobin, this
patient has had no hospitalizations, and has demonstrated improvements in markers of hemolysis, including
normalization of reticulocyte count (from 283.3 x 109/L to 131.7 x 109/L) and lactate dehydrogenase (LDH)
(from 626 U/L to 254 U/L).
 

 
Beta Thalassemia Major

Severe Sickle
Cell Disease

Patient 1201 1202 1204
Enrollment age/Sex 18/F 16/M 13/M
Country of Origin Syria France France
Genotype B0/BE B0/BE BS/BS
Transfusion requirements (mls/kg/year) 139 188 170
CD34+ VCN in drug substance 1.5 2.1 1.2/1.0*
CD34+ cell count (x106/kg) in drug substance 8.9 13.6 5.6
Days to neutrophil engraftment Day +13 Day +15 Day +37
HbAT87Q/total Hb (g/dL) at last visit 7.3/10.5 9.7/12.8 4.3/10.6
Last study follow up (months)** 15 15 6

 
*If more than one drug substance was manufactured for a subject, the VCN of each drug substance lot is quantified and the cell count
is combined.
** Last scheduled study visit for which results were available as of May 2015
 
In the HGB-205 study, treatment with our LentiGlobin BB305 product candidate has been well-tolerated to-date, with no LentiGlobin-
related adverse events observed. All of the adverse events observed are consistent with myeloablative conditioning.

All three subjects successfully engrafted and insertional site analyses (ISAs) demonstrate highly polyclonal reconstitution
without clonal dominance.
 
Investor Conference Call and Webcast Information
bluebird bio will host a conference call and webcast on Monday, June 15 at 8:00 a.m. ET to review the data presented at EHA. The
event will be webcast live and can be accessed under "Calendar of Events" in the Investors and Media section of the company's
website at www.bluebirdbio.com. Alternatively, investors may listen to

 



 
the call by dialing (844) 825-4408 from locations in the United States and (315) 625-3227 from outside the United States.
 
About Beta-thalassemia
Beta-thalassemia is an inherited blood disease that can cause severe anemia. Patients with beta-thalassemia cannot make enough of the
beta-globin part of hemoglobin, the protein used by red blood cells to carry oxygen throughout the body. Approximately 60,000
children are born with a serious form of the disease every year, making it one of the most common genetic diseases in the world. In its
most severe form, beta-thalassemia is fatal if not treated.
 
Treating beta-thalassemia includes frequent and lifelong blood transfusions, which deliver red blood cells to the body to correct the
anemia. However, blood transfusions also cause excess iron to build up in the body, which can damage organs and cause additional
issues, such as abdominal pain, weakness, fatigue, joint pain, endocrine dysfunction, liver cirrhosis and heart failure. Patients who
receive ongoing blood transfusions must also receive treatment to remove the excess iron. The only currently available curative
treatment option for beta-thalassemia is allogeneic hematopoietic stem cell transplant. However, these transplants are typically offered
to pediatric patients with matched related donors (occurring in less than 25 percent of all cases), due to the significant risk of transplant-
related morbidity and mortality.
 
About Sickle Cell Disease
Sickle cell disease (SCD) is a hereditary blood disorder resulting from a mutation in the beta-globin gene that causes polymerization of
hemoglobin proteins and abnormal red blood cell function. The symptoms of SCD include anemia, vaso-occlusive crises (a painful
complication caused by obstruction of the blood vessels), infections, stroke, and progressive end-organ damage leading to overall poor
quality of life and early death in a large subset of patients. The global incidence of SCD is estimated to be 300,000 births annually, and
the global prevalence of the disease is estimated to be about 25 million.
 
Patients with severe SCD typically receive chronic blood transfusion regimens or hydroxyurea. Chronic transfusions for SCD
introduce the risk of iron overload, which over time contributes to mortality through iron-associated heart and liver toxicity, and
patients must adhere to daily iron chelation regimens. While hydroxyurea has been shown to significantly reduce the burden of vaso-
occlusive crisis and related complications, it does not eliminate them. The only potentially curative therapy is allogeneic hematopoietic
stem cell transplant (HSCT). Because of the significant morbidity and mortality risks associated with transplants, they are usually
offered only to patients who have sibling matched donors and only 10 percent of SCD patients of African descent are able to find such
donors.
 

 



 
About the HGB-205 Study
HGB-205 is an ongoing, open-label Phase 1/2 study designed to evaluate the safety and efficacy of bluebird bio’s
LentiGlobin BB305 product candidate in the treatment of subjects with beta-thalassemia major and severe sickle cell
disease (SCD). The study is designed to enroll up to seven subjects who will be followed to evaluate safety and transfusion
requirements post-transplant. Among patients with SCD only, efficacy will also be measured based on the number of vaso-
occlusive crises or acute chest syndrome events. For more information on the HGB-205 study, please visit clinicaltrials.gov
using identifier NCT02151526.
 
About the HGB-206 Study
HGB-206 is an ongoing, open-label Phase 1 study designed to evaluate the safety and efficacy of LentiGlobin BB305
product candidate in the treatment of subjects with severe sickle cell disease (SCD). The study is designed to enroll up to
eight subjects to evaluate safety and efficacy as measured by changes in red cell function tests and hemolysis markers, as
well as clinical events secondary to SCD, including vaso-occlusive crises or acute chest syndrome events. For information
on the HGB-206 study, please visit clinicaltrials.gov using the identifier NCT02140554.
 
About bluebird bio, Inc.
With its lentiviral-based gene therapy and gene editing capabilities, bluebird bio has built an integrated product platform
with broad potential application to severe genetic diseases and T cell-based immunotherapy. bluebird bio’s clinical
programs include Lenti-D™, currently in a Phase 2/3 study, called the Starbeam Study, for the treatment of childhood
cerebral adrenoleukodystrophy, and LentiGlobin®, currently in three clinical studies: a global Phase 1/2 study, called the
Northstar Study, for the treatment of beta-thalassemia major; a single-center Phase 1/2 study in France (HGB-205) for the
treatment of beta-thalassemia major or severe sickle cell disease; and a separate U.S. Phase 1 study for the treatment of
sickle cell disease (HGB-206). bluebird bio also has ongoing preclinical CAR T immuno-oncology programs, as well as
discovery research programs utilizing megaTALs/homing endonuclease gene editing technologies.
 
bluebird bio has operations in Cambridge, Massachusetts, Seattle, Washington, and Paris, France. For more information,
please visit www.bluebirdbio.com.
 
About the Institute of Genetic Diseases -- Imagine
Imagine is a research and innovative healthcare institute of a new type, bringing together researchers, doctors and
patients, with a common goal: to cure genetic diseases. This new Institute is housed in a 19,000 m2 building located on the
campus of the Necker Enfants Malades Hospital, and brings together over 850 researchers, doctors and healthcare
personnel, with an innovative vision: gathering all those concerned in the treatment of genetic diseases to create synergy
that encourages transfer of knowledge, to speed up the discovery of new treatments and diagnoses to meet the
expectations of the patients and their families.
 

 



 
About the AP-HP
AP-HP, Greater Paris University Hospital, is a care provider known worldwide with its 38 hospitals and the largest
university medical center in France and in Europe. Each year, AP-HP welcomes 7 million patients, takes care of more than 1.1
million emergencies and makes more than 5 million outpatient visits. AP-HP is the largest employer in Paris Region with 95,000
people -- doctors, researchers, paramedical, administrative staff and workers.
 
Forward-Looking Statements
This release contains “forward-looking statements” within the meaning of the Private Securities Litigation Reform Act of
1995, including statements regarding the potential efficacy and safety of the Company’s LentiGlobin product candidate, in
subjects with beta thalassemia major and severe sickle cell disease, including statements concerning the reduced or
eliminated need for transfusion support for the study subjects and the potential reduction in symptoms of severe sickle
cell disease, statements concerning the Company’s future plans with respect to LentiGlobin and its other product
candidates and statements concerning the HGB-206 clinical trial in severe sickle cell disease.  It should be noted that the
data for LentiGlobin announced from the HGB-205 study at the EHA Congress are preliminary in nature and the Northstar,
HGB-205 and HGB-206 studies LentiGlobin are not completed.  There is limited data concerning long-term safety and
efficacy following treatment with LentiGlobin drug product. These data may not continue for these subjects or be repeated
or observed in ongoing or future studies involving our LentiGlobin product candidate, including the HGB-205 Study, the
Northstar Study or the HGB-206 study in severe sickle cell disease.  It is possible that subjects for whom transfusion
support has been reduced or eliminated may receive transfusion support in the future and that the subject with severe
sickle cell disease may experience serious symptoms of the disease.  Any forward-looking statements are based on
management’s current expectations of future events and are subject to a number of risks and uncertainties that could
cause actual results to differ materially and adversely from those set forth in or implied by such forward-looking
statements. These risks and uncertainties include, but are not limited to, the risk that the preliminary results from our
clinical trials will not continue or be repeated in our ongoing clinical trials, the risk that previously conducted studies
involving similar product candidates will not be repeated or observed in ongoing or future studies involving current
product candidates, the risk of cessation or delay of any of the ongoing or planned clinical studies and/or our
development of our product candidates, the risk of a delay in the enrollment of patients in the Company’s clinical studies,
the risk that our collaboration with Celgene will not continue or will not be successful, and the risk that any one or more of
our product candidates will not be successfully developed and commercialized. For a discussion of other risks and
uncertainties, and other important factors, any of which could cause our actual results to differ from those contained in the
forward-looking statements, see the section entitled “Risk Factors” in our most recent quarterly report on Form 10-Q, as
well as discussions of potential risks, uncertainties, and other important factors in our subsequent filings with the
Securities and Exchange Commission. All

 



 
information in this press release is as of the date of the release, and bluebird bio undertakes no duty to update this
information unless required by law.
 
Investor Relations:
Manisha Pai
bluebird bio, Inc.
(617) 245-2107
mpai@bluebirdbio.com

Media:
Dan Budwick
Pure Communications, Inc.
(973) 271-6085
 

 



 
Exhibit 99.2

 
Philip Gregory, D. Phil., Joins bluebird bio as Chief Scientific Officer

 
CAMBRIDGE, Mass., June 15, 2015 – bluebird bio, Inc. (Nasdaq: BLUE), a clinical-stage company committed to developing
potentially transformative gene therapies for severe genetic and rare diseases and T cell-based immunotherapies, today announced that
Philip Gregory, D. Phil., is joining the company as its Chief Scientific Officer and a member of the leadership team.
 
Dr. Gregory comes to bluebird bio from Sangamo BioSciences Inc., where he most recently served as Chief Scientific Officer and
Senior Vice President, Research. At Sangamo, Dr. Gregory was responsible for setting the scientific direction of the company,
prosecuting the development of the company’s genome editing platform and overseeing the early discovery and development of IND
candidates.
 
“Philip brings a wealth of pioneering leadership and expertise in the field of genome editing and gene therapy to bluebird bio during an
exciting point in our company’s growth,” said Nick Leschly, chief bluebird. “Philip shares our unwavering commitment to deliver
therapies that have the potential to transform the lives of patients. The breadth and depth of his knowledge and experience will be
crucial as we build a leading gene therapy products company.”
 
“bluebird bio is uniquely positioned with deep expertise and a broad platform across lentiviral vectors and genome editing, with
numerous promising therapeutic applications,” said Dr. Gregory. “I am excited to be part of the team that is building and expanding
upon this foundational work to bring potentially transformative therapies to patients.”
 
Dr. Gregory holds a D.Phil. in Biochemistry from Oxford University, and B.Sc. in Microbiology from Sheffield University.
 
About bluebird bio, Inc.
With its lentiviral-based gene therapy and gene editing capabilities, bluebird bio has built an integrated product platform with broad
potential application to severe genetic diseases and T cell-based immunotherapy. bluebird bio’s clinical programs include Lenti-D™,
currently in a Phase 2/3 study, called the Starbeam Study, for the treatment of childhood cerebral adrenoleukodystrophy, and
LentiGlobin®, currently in three clinical studies: a global Phase 1/2 study, called the Northstar Study, for the treatment of beta-
thalassemia major; a single-center Phase 1/2 study in France (HGB-205) for the treatment of beta-thalassemia major or severe sickle
cell disease; and a separate U.S. Phase 1 study for the treatment of sickle cell disease (HGB-206). bluebird bio also has ongoing
preclinical CAR T immuno-oncology programs, as well as discovery research programs utilizing megaTALs/homing endonuclease
gene editing technologies.
 
bluebird bio has operations in Cambridge, Massachusetts, Seattle, Washington, and Paris, France. For more information, please
visit www.bluebirdbio.com.



 
Forward-Looking Statements
This release contains “forward-looking statements” within the meaning of the Private Securities Litigation Reform Act of 1995,
including statements regarding the research, development and advancement of bluebird bio's product candidates and research
programs. Any forward-looking statements are based on management’s current expectations of future events and are subject to a
number of risks and uncertainties that could cause actual results to differ materially and adversely from those set forth in or implied by
such forward-looking statements. These risks and uncertainties include, but are not limited to, the risk that bluebird bio's  research
programs will be unsuccessful and not identify any viable product candidates or will not be safe or effective in clinical trials, the risk of
cessation or delay of any of the planned clinical studies and/or our development of our product candidates, the risk of a delay in the
enrollment of patients in the Company’s clinical studies, the risk that our collaboration with Celgene around anti-BCMA product
candidates will not continue or will not be successful, and the risk that any one or more of our product candidates will not be
successfully developed and commercialized. For a discussion of other risks and uncertainties, and other important factors, any of which
could cause our actual results to differ from those contained in the forward-looking statements, see the section entitled “Risk Factors”
in our most recent annual report on Form 10-Q, as well as discussions of potential risks, uncertainties, and other important factors in
our subsequent filings with the Securities and Exchange Commission. All information in this press release is as of the date of the
release, and bluebird bio undertakes no duty to update this information unless required by law.
 
Availability of other information about bluebird bio
Investors and others should note that we communicate with our investors and the public using our company website
(www.bluebirdbio.com), our investor relations website (http://www.bluebirdbio.com/investor-splash.html), including but not limited to
investor presentations and FAQs, Securities and Exchange Commission filings, press releases, public conference calls and webcasts.
You can also connect with us on Twitter @bluebirdbio, LinkedIn or our YouTube channel. The information that we post on these
channels and websites could be deemed to be material information. As a result, we encourage investors, the media, and others
interested in bluebird bio to review the information that we post on these channels, including our investor relations website, on a
regular basis. This list of channels may be updated from time to time on our investor relations website and may include other social
media channels than the ones described above. The contents of our website or these channels, or any other website that may be
accessed from our website or these channels, shall not be deemed incorporated by reference in any filing under the Securities Act of
1933.
 
Investor Relations:
Manisha Pai
bluebird bio, Inc.
(617) 245-2107
mpai@bluebirdbio.com
 
Media:
Dan Budwick
Pure Communications
(973) 271-6085
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F o rw ard  L o o k in g  S tatem en t T h ese slid es an d  th e acco m p an y in g  o ral p resen tatio n  co n tain  fo rw ard -lo o k in g  statem en ts an d  in fo rm atio n .  T h e u se o f w o rd s su ch  as “m ay ,” “m ig h t,” “w ill,” “sh o u ld ,” “ex p ect,” “p lan ,” “an ticip ate,” “b eliev e,” “estim ate,” “p ro ject,” “in ten d ,” “fu tu re,” “p o ten tial,” o r “co n tin u e,” an d  o th er sim ilar ex p ressio n s are in ten d ed  to  id en tify  fo rw ard  lo o k in g  statem en ts.  F o r ex am p le, all statem en ts w e m ak e reg ard in g  th e in itiatio n , tim in g , p ro g ress an d  resu lts o f o u r p reclin ical an d  clin ical stu d ies an d  o u r research  an d  d ev elo p m en t p ro g ram s, o u r ab ility  to  ad v an ce p ro d u ct can d id ates in to , an d  su ccessfu lly  co m p lete, clin ical stu d ies, an d  th e tim in g  o r lik elih o o d  o f reg u lato ry  filin g s an d  ap p ro v als are fo rw ard  lo o k in g . A ll fo rw ard -lo o k in g  statem en ts are b ased  o n  estim ates an d  assu m p tio n s b y  o u r m an ag em en t th at, alth o u g h  w e b eliev e to  b e reaso n ab le, are in h eren tly  u n certain .  A ll fo rw ard -lo o k in g  statem en ts are su b ject to  risk s an d  u n certain ties th at m ay  cau se actu al resu lts to  d iffer m aterially  fro m  th o se th at w e ex p ected . T h ese statem en ts are also  su b ject to  a n u m b er o f m aterial risk s an d  u n certain ties th at are d escrib ed  in  o u r m o st recen t q u arterly  rep o rt o n  F o rm  1 0 -Q , as w ell as o u r su b seq u en t filin g s w ith  th e S ecu rities an d  E x ch an g e C o m m issio n .  A n y  fo rw ard -lo o k in g  statem en t sp eak s o n ly  as o f th e d ate o n  w h ich  it w as m ad e.  We u n d ertak e n o  o b lig atio n  to  p u b licly  u p d ate o r rev ise an y  fo rw ard -lo o k in g  statem en t, w h eth er as a resu lt o f n ew  in fo rm atio n , fu tu re ev en ts o r o th erw ise, ex cep t as req u ired  b y  law . N asd aq : B L U E
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R ecen t E v en ts an d  Milesto n es A ccelerated  reg u lato ry  p ath w ay  fo r L en tiG lo b in  in  β -th alassem ia d efin ed  fo r U .S . an d  E U  A ch iev ed  en ro llm en t targ ets in  S tarb eam  S tu d y  (C C A L D ) an d  N o rth star S tu d y  (β -th alassem ia m ajo r) D efin ed  o n co lo g y  strateg y  –  B C MA  1 st C A R  T  P ro g ram ; F iv e P rim e targ et; b lu eb ird  in d ep en d en t p ath w ay  P resen ted  first S C D  d ata at E H A  (A b stract 5 /1 8 ; E H A  p resen tatio n  6 /1 3 ); in fu sed  1 st p atien t in  H G B -2 0 6  A p p o in ted  P h ilip  G reg o ry , D .P h il., as C h ief S cien tific O fficer ✓ ✓ ✓ ✓ ✓ 5



N ew  C S O  A p p o in ted  1 5  y ears o f ex p erien ce in  b io p h arm aceu tical in d u stry  E x ten siv e g en e th erap y  an d  g en o m e ed itin g  ex p erien ce F o rm erly  C h ief S cien tific O fficer an d  S en io r V ice P resid en t o f R esearch  at S an g am o  B io S cien ces D .P h il. in  B io ch em istry  fro m  O x fo rd  U n iv ersity ; B .S c. in  Micro b io lo g y  fro m  S h effield  U n iv ersity  P h ilip  G reg o ry , D . P h il. C h ief S cien tific O fficer 6



E H A  D ata U p d ate



D ata D em o n strate C o n tin u ed  P ro m ise o f G en e T h erap y  in  B eta-th alassem ia Majo r; F irst P atien t w ith  S ev ere S ick le C ell D isease T reated  w ith  G en e T h erap y  E H A  2 0 1 5 : U p d ated  d ata fro m  th ree p atien ts in  H G B -2 0 5  B eta-th alassem ia: A s o f May  2 0 1 5 , b eta-th alassem ia m ajo r S u b jects 1 2 0 1  an d  1 2 0 2  rem ain ed  tran sfu sio n  in d ep en d en t fo r 1 6  an d  1 4  m o n th s, resp ectiv ely  S ick le C ell D isease: F irst-ev er p atien t w ith  sev ere sick le cell d isease treated  w ith  g en e th erap y  S ix -m o n th  v isit p o st-d ru g  p ro d u ct in fu sio n : p ro p o rtio n  o f an ti-sick lin g  h em o g lo b in  (H b A T 8 7 Q  +  H b F ) acco u n ted  fo r 4 5 %  o f all h em o g lo b in  p ro d u ctio n  (4 0 %  H b A T 8 7 Q  +  5 %  H b F ) N o  h o sp italizatio n s fo r sick le cell co m p licatio n s p o st-tran sp lan t, d esp ite w ean in g  o ff tran sfu sio n s



H G B -2 0 5  S tu d y  D esig n  β -th alassem ia m ajo r S ev ere sick le cell d isease A g es 5 -3 5  A g es 5 -3 5  E lig ib le to  u n d erg o  H S C T , n o  m atch ed  related  d o n o r E lig ib le to  u n d erg o  H S C T , n o  m atch ed  related  d o n o r ≥  1 0 0  m L  p R B C s/k g /y ear tran sfu sio n  req u irem en t P o o r p ro g n o stic risk  facto rs (e.g ., m u ltip le p ain  crises, acu te ch est sy n d ro m e, stro k e, jo in t o steo n ecro sis, allo im m u n izatio n ) H y d ro x y u rea treatm en t failed  H S C  m o b ilizatio n  an d  ap h eresis (β -th al); o r b o n e m arro w  h arv est (S C D ) C D 3 4 +  cells selectio n  L en tiv iral v ecto r tran sd u ctio n  C ry o p reserv e My elo ab latio n  w ith  IV  b u su lfan  In fu sio n  F o llo w -u p



R atio n ale fo r th e T reatm en t o f S C D  w ith  B B 3 0 5  G en e T h erap y  P atien ts w ith  S C D  an d  h ered itary  p ersisten ce o f fetal h em o g lo b in  w ith  H b F  o f 3 0 %  are ty p ically  asy m p to m atic d esp ite H b S  o f 7 0 %  P atien ts w ith  S C D  are asy m p to m atic after allo -H S C T  ev en  w ith  m ix ed  d o n o r ch im erism  o f 1 5 -2 0 %  Wh ile h y d ro x y u rea is n o t cu rativ e, its u se can  sig n ifican tly  d ecrease th e acu te sy m p to m s o f S C D  w h en  p atien ts are ab le to  ach iev e an d  su stain  an  in crease in  H b F  to  > 1 5 -2 0 %  H b A T 8 7 Q  in co rp o rates an ti-sick lin g  am in o  acid  fo u n d  in  fetal h em o g lo b in  (T ak ek o sh i &  L eb o u lch , P N A S  1 9 9 5 ) H b A T 8 7 Q  an d  H b F  are m o re p o ten t in h ib ito rs o f H b S  p o ly m erizatio n  co m p ared  to  H b A  P ro o f o f p rin cip le in  S C D  m o u se m o d els b y  L eb o u lch  lab  (P aw liu k , S cien ce 2 0 0 1 ) p o ly m erizatio n  d estab ilizatio n  V  F  L  T  b s b s V  F  L  Q  b s b -8 7  T reatm en t o f S C D  b y  B B 3 0 5  g en e th erap y  D ata rep resen tin g  h u rd le fo r su ccess T h ese d ata su g g est th at a m in im u m  o f 3 0 %  an ti-sick lin g  h em o g lo b in  (H b A T 8 7 Q  +  H b F ) co u ld  p ro v id e d isease-m o d ify in g  clin ical b en efit



D em o g rap h ics an d  B aselin e C h aracteristics fo r T reated  P atien ts w ith  β -th alassem ia Majo r an d  S ev ere S C D  T R IA L  H G B -2 0 5  D isease B eta-th alassem ia Majo r S ev ere S C D  P atien t 1 2 0 1  1 2 0 2  1 2 0 4  A g e/S ex  1 8 /F  1 6 /M 1 3 /M C o u n try  o f b irth  S y ria F ran ce F ran ce G en o ty p e β 0 /β E  β 0 /β E  β S /β S  p R B C  T ran sfu sio n  req u irem en t (m ls/k g /y ear)a in  d ru g  su b stan ce 1 3 9  1 8 8  1 7 0  C D 3 4 +  V C N  (p re-in fu sio n )b  in  d ru g  su b stan ce 1 .5  2 .1  1 .2 /1 .0 c C D 3 4 +  cell co u n t (x 1 0 6 /k g ) 8 .9  1 3 .6  5 .6  H b A T 8 7 Q /to tal H b  (g /d L ) at last v isit 7 .3 /1 0 .5  9 .7 /1 2 .8  4 .3 /1 0 .6  F o llo w -u p  (m o n th s)d  1 5  1 5  6  a m ean  p R B C  req u irem en t p er y ear, o v er th e p ast 2  y ears p rio r to  co n sen t b  V C N =  n u m b er o f v ecto r co p ies p er d ip lo id  g en o m e c If m o re th an  o n e d ru g  su b stan ce w as m an u factu red  fo r a su b ject, th e V C N  o f each  d ru g  su b stan ce lo t is q u an tified  an d  th e cell co u n t is co m b in ed  d  L ast sch ed u led  stu d y  v isit fo r w h ich  resu lts w ere av ailab le as o f May  2 0 1 5



C lin ical S afety  fo r In fu sed  S u b jects D isease B eta-th alassem ia Majo r S ev ere S C D  P atien t 1 2 0 1  1 2 0 2  1 2 0 4  N eu tro p h il en g raftm en t D ay  +  1 3  D ay  +  1 5  D ay  +  3 7  P latelet en g raftm en t D ay  +  1 7  D ay  +  2 4  D ay  +  9 1  N o n -lab o rato ry  ≥ G rad e 3  A E s Mu co sitis P rem atu re m en o p au se H erp etic g in g iv o sto m atitis Mu co sitis N o n e S A E s p o st-in fu sio n  G rad e 3  w isd o m  to o th  in fectio n  N o n e N o n e A s o f May  1 8 , 2 0 1 5  A ll A E s co n sisten t w ith  m y elo ab lativ e co n d itio n in g  N o  A E s related  to  d ru g  p ro d u ct N o  ≥ G rad e 3  A E s after d ay  9 0  ex cep t w isd o m  to o th  in fectio n  N o  rep licatio n  co m p eten t len tiv iru s (R C L ) d etected  to  d ate P latelet en g raftm en t d efin ed  as u n su p p o rted  p latelet co u n t ab o v e 5 0 ,0 0 0  fo r su b jects w ith  S C D ; 2 0 ,0 0 0  fo r su b jects w ith  b eta th alassem ia



H ig h  an d  P ersisten t L ev els o f In teg rated  V iru s in  P erip h eral B lo o d  L eu k o cy tes V C N  (v ecto r co p ies/d ip lo id  g en o m e) Mo n th s p o st-d ru g  p ro d u ct in fu sio n  * S u b ject 1 2 0 2  n in e m o n th  d ata n o t rep o rted  d u e to  a sam p le-sp ecific assay  p erfo rm an ce issu e D ru g  su b stan ce V C N  P B L  V C N  S u b ject 1 2 0 2 *  S u b ject 1 2 0 1  S u b ject 1 2 0 4



S u stain ed  H ig h  P ro d u ctio n  o f H b A T 8 7 Q  in  B o th  S u b jects w ith  β -th alassem ia Majo r H b  g /d L  Mo n th s p o st-d ru g  p ro d u ct in fu sio n  P atien t 1 2 0 1  1 2 0 2  S u b ject 1 2 0 1  (fem ale) p ro d u cin g  7 .3  g /d L  H b A T 8 7 Q  at 1 5  m o n th s S u b ject 1 2 0 2  (m ale) p ro d u cin g  9 .7  g /d L  H b A T 8 7 Q  at 1 5  m o n th s H b A T 8 7 Q  H b  A  (tran sfu sed  b lo o d ) H b  A 2  H b  F  H b  E



T ran sfu sio n  In d ep en d en ce S u stain ed  fo r Mo re th an  O n e Y ear D ay s T ran sfu sio n -F ree Mo n th s P o st-d ru g  In fu sio n  B o th  1 2 0 1  an d  1 2 0 2  sh o w  stab ility  o r im p ro v em en ts in  m ark ers o f d y sery th ro p o iesis - L D H , reticu lo cy te co u n t an d  ery th ro b last co u n ts 1 2 0 1  1 2 0 2  0  1  2  3  4  5  6  7  8  9  1 0  1 6  1 1  1 2  1 3  1 4  1 5  1 4  m o n th s 1 6  m o n th s B o th  1 2 0 1  an d  1 2 0 2  sh o w  im p ro v em en ts in  seru m  ferritin . O n ly  1 2 0 1  h as fo llo w  u p  liv er MR I av ailab le an d  d em o n strates im p ro v em en t in  liv er iro n  co n ten t (2 5 0  μ M/g  to  2 0 0  μ M/g  fro m  b aselin e to  Mo n th  1 2 ) A s o f May  1 8 , 2 0 1 5



A n ti-sick lin g  H em o g lo b in  (H b A T 8 7 Q  +  H b F ) A cco u n ts fo r 4 5 %  o f T o tal H em o g lo b in  at S ix  Mo n th s H b  g /d L  Mo n th s p o st-d ru g  p ro d u ct in fu sio n  H b A T 8 7 Q  H b  S  H b  A 2  H b  F  H b  A  S u b ject 1 2 0 4  (β S /β S ) p ro d u cin g  4 .3  g /d L  H b A T 8 7 Q  (4 0 % ), 0 .4 9  g /d L  o f H b F  (5 % ) an d  4 .9  g /d L  H b S  (4 7 % ) at 6  m o n th s H b A T 8 7 Q  +  H b F  =  4 5 %  4 7 %  4 5 %  4 7 %  H b A T 8 7 Q  =  4 0 %  H b F  =  5 %



C lin ical O u tco m es o f S u b ject w ith  S ev ere S C D  T ran sfu sio n  H isto ry  H o sp italizatio n  H isto ry  R eticu lo cy te co u n t L D H  (n o rm al 1 2 5 -2 4 3  U /L ) Wean ed  o ff tran sfu sio n s; last tran sfu sio n  o n  D ay  +  8 8  (>  3  m o n th s ag o ) 1 3 1 .7  x  1 0 9 /L  N o  h o sp italizatio n s o r acu te S C D -related  ev en ts sin ce L en tiG lo b in  B B 3 0 5  D ru g  P ro d u ct in fu sio n  2 5 4  U /L  P re-T ran sp lan t (S creen in g ) P o st-T ran sp lan t 6 M v isit O n  ch ro n ic tran sfu sio n s to  m ain tain  H b S  < 3 0 %  Mu ltip le h o sp italizatio n s fo r V O C  p rio r to  b eg in n in g  tran sfu sio n  reg im en  2 3 8 .3  x  1 0 9 /L  6 2 6  U /L  N o  h o sp italizatio n  fo r sick le cell co m p licatio n s p o st-tran sp lan t, d esp ite w ean in g  o f tran sfu sio n s Im p ro v em en ts in  m ark ers o f h em o ly sis 1 7



H b A T 8 7 Q  In crease in  S u b jects w ith  S ev ere S C D  an d  β ‑th alassem ia Majo r * S u b ject 1 2 0 4  en g rafted  3  w eek s later th an  su b jects 1 2 0 1  an d  1 2 0 2  S u b ject 1 2 0 1  S u b ject 1 2 0 2  S u b ject 1 2 0 4 *



A d d itio n al U p d ate: F irst S ick le C ell D isease P atien t In fu sed  in  H G B -2 0 6  S tatu s P rim ary  &  S eco n d ary  E n d p o in ts O p en  fo r en ro llm en t In itial d ata ex p ected  in  2 0 1 5  H G B -2 0 6  S tu d y  N = 8  P atien ts w ith  sev ere sick le cell d isease O p en  lab el, m u lti-cen ter, U .S .-b ased  stu d y  S afety  an d  efficacy  am o n g  p atien ts w ith  sev ere S C D , as m easu red  b y  ch an g es in  red  cell fu n ctio n  tests an d  h em o ly sis m ark ers C lin ical ev en ts seco n d ary  to  S C D , in clu d in g  v aso -o cclu siv e crises o r acu te ch est sy n d ro m e ev en ts



O n g o in g  S tu d ies U sin g  L en tiG lo b in  B B 3 0 5  D ru g  P ro d u ct Wo rld w id e S tu d y  C en ters In d icatio n  P lan n ed  su b jects C u rren t S tatu s H G B -2 0 5  (trial rep o rted  to d ay ) 1  in  F ran ce β -th alassem ia m ajo r an d  sev ere sick le cell d isease 7  7  su b jects en ro lled  3  su b jects treated  H G B -2 0 4  “N o rth star S tu d y ” 4  in  U S  1  in  A u stralia 1  in  T h ailan d  β -th alassem ia m ajo r 1 8  2 2  su b jects en ro lled  1 0  su b jects treated  H G B -2 0 6  3 -6  p lan n ed , all in  U S  S ev ere sick le cell d isease 8  5  su b jects en ro lled  1  su b ject treated  A s o f Ju n e 9 , 2 0 1 5  2 0



R ecen t E v en ts an d  Milesto n es A ccelerated  reg u lato ry  p ath w ay  fo r L en tiG lo b in  in  β -th alassem ia d efin ed  fo r U .S . an d  E U  A ch iev ed  en ro llm en t targ ets in  S tarb eam  S tu d y  (C C A L D ) an d  N o rth star S tu d y  (β -th alassem ia m ajo r) D efin ed  o n co lo g y  strateg y  –  B C MA  1 st C A R  T  P ro g ram ; F iv e P rim e targ et; b lu eb ird  in d ep en d en t p ath w ay  P resen ted  first S C D  d ata at E H A  (A b stract 5 /1 8 ; E H A  p resen tatio n  6 /1 3 ); in fu sed  1 st p atien t in  H G B -2 0 6  A p p o in ted  P h ilip  G reg o ry , D .P h il., as C h ief S cien tific O fficer ✓ ✓ ✓ ✓ ✓ 2 1



T ran sfo rm in g  th e L iv es o f P atien ts w ith  S ev ere G en etic an d  R are D iseases Mak in g  H o p e a R eality
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