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Press Release

Daiichi Sankyo and Syneos Health® Form Strategic Coalition for
Development of Daiichi Sankyo’s ADC Oncology Pipeline

e Coalition Ignites Strategic Insights Sooner to Accelerate Patient Access

Basking Ridge, NJ and Morrisville, NC — (May 28, 2020) — Daiichi Sankyo, Inc. (hereafter, Daiichi
Sankyo) announced that it has entered into a strategic agreement with Syneos Health® (Nasdaq:SYNH).
The companies are coming together to form a coalition to accomplish their shared goal of bringing
promising cancer therapies to patients as safely, effectively and efficiently as possible.

Under the agreement, Syneos Health will provide both strategic and operational solutions for three lead
Daiichi Sankyo DXd antibody drug conjugates (ADC): DS-1062, U3-1402 and DS-8201 (known as
ENHERTU®). The coalition expands a strong, pre-existing relationship between the two companies,
further leveraging Syneos Health’s insights-driven Syneos One product development model to de-risk and
accelerate development.

The coalition will enable early strategic engagement of Syneos Health teams to inform critical drug
development decision making from the start. Cross-functional teams from both companies will share
therapeutic expertise and product development insights to shape optimal study designs and create a
consistent quality clinical delivery process across a portfolio of studies. Adding to the world-class
scientific and technological expertise at Daiichi Sankyo, Syneos Health brings strong clinical site-level
relationships and field experts located across the globe who can engage more closely and effectively with
investigator teams.

“We quickly recognized that our three flagship ADCs have transformative potential that our in-house
structure and current CRO engagements could not deliver as fast as we feel obligated to for patients,” said
Marielle Cohard Radice, Global Head of Development Operations, Daiichi Sankyo. “The ‘one-team and
patient-first’ philosophy we have built with Syneos Health will enable evaluation of our development
candidates in more therapeutic settings, more swiftly and more effectively.”

The combined end-to-end knowledge from the Daiichi Sankyo and Syneos Health teams will provide a
robust understanding of how patients are cared for, which workflows exist, and how cutting-edge clinical
investigation can best be embedded in the clinic setting. Shared insights will also enable optimized site
selection and engagement to best address patient needs. By leveraging this coalition approach, Daiichi
Sankyo expects deeper synergies, particularly at the clinical site level, across projects with common
indications and patient populations.


http://www.syneoshealth.com/
https://www.globenewswire.com/News/Listing?symbol=SYNH&exchange=2

“High unmet patient need and rapid scientific discovery in the oncology space are driving the need for a
faster and more predictable approach to clinical development,” said Paul Colvin, President, Syneos Health
Clinical Solutions. “We’re pleased to collaborate with an innovative company like Daiichi Sankyo, using
our unique outsourced product development model to improve clinical trial performance for their
advanced oncology portfolio.”

About Daiichi Sankyo

Daiichi Sankyo Group is dedicated to the creation and supply of innovative pharmaceutical therapies to
improve standards of care and address diversified, unmet medical needs of people globally by leveraging
our world-class science and technology. With more than 100 years of scientific expertise and a presence
in more than 20 countries, Daiichi Sankyo and its 15,000 employees around the world draw upon a rich
legacy of innovation and a robust pipeline of promising new medicines to help people. In addition to a
strong portfolio of medicines for cardiovascular diseases, under the Group’s 2025 Vision to become a
“Global Pharma Innovator with Competitive Advantage in Oncology,” Daiichi Sankyo is primarily
focused on providing novel therapies in oncology, as well as other research areas centered around rare
diseases and immune disorders. For more information, please visit: www.daiichisankyo.com. Daiichi
Sankyo, Inc., headquartered in Basking Ridge, New Jersey, is a member of the Daiichi Sankyo Group.
For more information on Daiichi Sankyo, Inc., please visit: www.dsi.com.

About Syneos Health

Syneos Health® (Nasdaq:SYNH) is the only fully integrated biopharmaceutical solutions organization.
The Company, including a Contract Research Organization (CRO) and Contract Commercial
Organization (CCO), is purpose-built to accelerate customer performance to address modern market
realities. We bring together approximately 24,000 clinical and commercial minds with the ability to
support customers in more than 110 countries. Together we share insights, use the latest technologies and
apply advanced business practices to speed our customers’ delivery of important therapies to patients. To
learn more about how we are shortening the distance from lab to life®, visit

syneoshealth.com or subscribe to our podcast.

U.S. FDA-Approved Indication for ENHERTU

ENHERTU is a HER2-directed antibody and topoisomerase inhibitor conjugate indicated for the
treatment of adult patients with unresectable or metastatic HER2-positive breast cancer who have
received two or more prior anti-HER2-based regimens in the metastatic setting.

This indication is approved under accelerated approval based on tumor response rate and duration of
response. Continued approval for this indication may be contingent upon verification and description of
clinical benefit in a confirmatory trial.

WARNING: INTERSTITIAL LUNG DISEASE and EMBRYO-FETAL TOXICITY

¢ Interstitial lung disease (ILD) and pneumonitis, including fatal cases, have been reported with
ENHERTU. Monitor for and promptly investigate signs and symptoms including cough,
dyspnea, fever, and other new or worsening respiratory symptoms. Permanently discontinue
ENHERTU in all patients with Grade 2 or higher ILD/pneumonitis. Advise patients of the risk
and to immediately report symptoms.

e Exposure to ENHERTU during pregnancy can cause embryo-fetal harm. Advise patients of
these risks and the need for effective contraception.

Contraindications
None.
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WARNINGS AND PRECAUTIONS

Interstitial Lung Disease / Pneumonitis

Severe, life-threatening, or fatal interstitial lung disease (ILD), including pneumonitis, can occur in
patients treated with ENHERTU. In clinical studies, of the 234 patients with unresectable or metastatic
HER2-positive breast cancer treated with ENHERTU, ILD occurred in 9% of patients. Fatal outcomes
due to ILD and/or pneumonitis occurred in 2.6% of patients treated with ENHERTU. Median time to first
onset was 4.1 months (range: 1.2 to 8.3).

Advise patients to immediately report cough, dyspnea, fever, and/or any new or worsening respiratory
symptoms. Monitor patients for signs and symptoms of ILD. Promptly investigate evidence of ILD.
Evaluate patients with suspected ILD by radiographic imaging. Consider consultation with a
pulmonologist. For asymptomatic ILD/pneumonitis (Grade 1), interrupt ENHERTU until resolved to
Grade 0, then if resolved in <28 days from date of onset, maintain dose. If resolved in >28 days from date
of onset, reduce dose one level. Consider corticosteroid treatment as soon as ILD/pneumonitis is
suspected (e.g., >0.5 mg/kg prednisolone or equivalent). For symptomatic ILD/pneumonitis (Grade 2 or
greater), permanently discontinue ENHERTU. Promptly initiate corticosteroid treatment as soon as
ILD/pneumonitis is suspected (e.g., >1 mg/kg prednisolone or equivalent). Upon improvement, follow by
gradual taper (e.g., 4 weeks).

Neutropenia

Severe neutropenia, including febrile neutropenia, can occur in patients treated with ENHERTU. Of the
234 patients with unresectable or metastatic HER2-positive breast cancer who received ENHERTU, a
decrease in neutrophil count was reported in 30% of patients and 16% had Grade 3 or 4 events. Median
time to first onset was 1.4 months (range: 0.3 to 18.2). Febrile neutropenia was reported in 1.7% of
patients.

Monitor complete blood counts prior to initiation of ENHERTU and prior to each dose, and as clinically
indicated. Based on the severity of neutropenia, ENHERTU may require dose interruption or reduction.
For Grade 3 neutropenia (Absolute Neutrophil Count [ANC] <1.0 to 0.5 x 10%/L) interrupt ENHERTU
until resolved to Grade 2 or less, then maintain dose. For Grade 4 neutropenia (ANC <0.5 x 10°/L)
interrupt ENHERTU until resolved to Grade 2 or less. Reduce dose by one level. For febrile neutropenia
(ANC <1.0 x 10°/L and temperature >38.3°C or a sustained temperature of >38°C for more than 1 hour),
interrupt ENHERTU until resolved. Reduce dose by one level.

Left Ventricular Dysfunction

Patients treated with ENHERTU may be at increased risk of developing left ventricular dysfunction. Left
ventricular ejection fraction (LVEF) decrease has been observed with anti-HER2 therapies, including
ENHERTU. In the 234 patients with unresectable or metastatic HER2-positive breast cancer who
received ENHERTU, two cases (0.9%) of asymptomatic LVEF decrease were reported. Treatment with
ENHERTU has not been studied in patients with a history of clinically significant cardiac disease or
LVEF <50% prior to initiation of treatment.

Assess LVEF prior to initiation of ENHERTU and at regular intervals during treatment as clinically
indicated. Manage LVEF decrease through treatment interruption. Permanently discontinue ENHERTU if
LVEF of <40% or absolute decrease from baseline of >20% is confirmed. When LVEF is >45% and
absolute decrease from baseline is 10-20%, continue treatment with ENHERTU. When LVEEF is 40-45%
and absolute decrease from baseline is <10%, continue treatment with ENHERTU and repeat LVEF
assessment within 3 weeks. When LVEF is 40-45% and absolute decrease from baseline is 10-20%,
interrupt ENHERTU and repeat LVEF assessment within 3 weeks. If LVEF has not recovered to within
10% from baseline, permanently discontinue ENHERTU. If LVEF recovers to within 10% from baseline,



resume treatment with ENHERTU at the same dose. When LVEF is <40% or absolute decrease from
baseline is >20%, interrupt ENHERTU and repeat LVEF assessment within 3 weeks. If LVEF of <40%
or absolute decrease from baseline of >20% is confirmed, permanently discontinue ENHERTU.
Permanently discontinue ENHERTU in patients with symptomatic congestive heart failure.

Embryo-Fetal Toxicity

ENHERTU can cause fetal harm when administered to a pregnant woman. Advise patients of the
potential risks to a fetus. Verify the pregnancy status of females of reproductive potential prior to the
initiation of ENHERTU. Advise females of reproductive potential to use effective contraception during
treatment and for at least 7 months following the last dose of ENHERTU. Advise male patients with
female partners of reproductive potential to use effective contraception during treatment with ENHERTU
and for at least 4 months after the last dose of ENHERTU.

Adverse Reactions

The safety of ENHERTU was evaluated in a pooled analysis of 234 patients with unresectable or
metastatic HER2-positive breast cancer who received at least one dose of ENHERTU 5.4 mg/kg in
DESTINY-BreastO1 and Study DS8201-A-J101. ENHERTU was administered by intravenous infusion
once every three weeks. The median duration of treatment was 7 months (range: 0.7 to 31).

Serious adverse reactions occurred in 20% of patients receiving ENHERTU. Serious adverse reactions in
>1% of patients who received ENHERTU were interstitial lung disease, pneumonia, vomiting, nausea,
cellulitis, hypokalemia, and intestinal obstruction. Fatalities due to adverse reactions occurred in 4.3% of
patients including interstitial lung disease (2.6%), and the following events occurred in one patient each
(0.4%): acute hepatic failure/acute kidney injury, general physical health deterioration, pneumonia, and
hemorrhagic shock.

ENHERTU was permanently discontinued in 9% of patients, of which ILD accounted for 6%. Dose
interruptions due to adverse reactions occurred in 33% of patients treated with ENHERTU. The most
frequent adverse reactions (>2%) associated with dose interruption were neutropenia, anemia,
thrombocytopenia, leukopenia, upper respiratory tract infection, fatigue, nausea, and ILD. Dose
reductions occurred in 18% of patients treated with ENHERTU. The most frequent adverse reactions
(>2%) associated with dose reduction were fatigue, nausea, and neutropenia.

The most common adverse reactions (frequency >20%) were nausea (79%), fatigue (59%), vomiting
(47%), alopecia (46%), constipation (35%), decreased appetite (32%), anemia (31%), neutropenia (29%),
diarrhea (29%), leukopenia (22%), cough (20%), and thrombocytopenia (20%).

Use in Specific Populations

e Pregnancy: ENHERTU can cause fetal harm when administered to a pregnant woman. Advise
patients of the potential risks to a fetus. There are clinical considerations if ENHERTU is used in
pregnant women, or if a patient becomes pregnant within 7 months following the last dose of
ENHERTU.

e Lactation: There are no data regarding the presence of ENHERTU in human milk, the effects on
the breastfed child, or the effects on milk production. Because of the potential for serious adverse
reactions in a breastfed child, advise women not to breastfeed during treatment with ENHERTU
and for 7 months after the last dose.

¢ Females and Males of Reproductive Potential: Pregnancy testing: Verify pregnancy status of
females of reproductive potential prior to initiation of ENHERTU. Contraception: Females:
ENHERTU can cause fetal harm when administered to a pregnant woman. Advise females of
reproductive potential to use effective contraception during treatment with ENHERTU and for at
least 7 months following the last dose. Males: Advise male patients with female partners of
reproductive potential to use effective contraception during treatment with ENHERTU and for at




least 4 months following the last dose. Infertility: ENHERTU may impair male reproductive
function and fertility.

e Pediatric Use: Safety and effectiveness of ENHERTU have not been established in pediatric
patients.

e Geriatric Use: Of the 234 patients with HER2-positive breast cancer treated with ENHERTU 5.4
mg/kg, 26% were >65 years and 5% were >75 years. No overall differences in efficacy were
observed between patients >65 years of age compared to younger patients. There was a higher
incidence of Grade 3-4 adverse reactions observed in patients aged >65 years (53%) as compared
to younger patients (42%).

e Hepatic Impairment: In patients with moderate hepatic impairment, due to potentially increased
exposure, closely monitor for increased toxicities related to the topoisomerase inhibitor.

To report SUSPECTED ADVERSE REACTIONS, contact Daiichi Sankyo, Inc. at 1-877-437-7763
or FDA at 1-800-FDA-1088 or fda.gov/medwatch.

Please see accompanying full Prescribing Information, including Boxed WARNING, and
Medication Guide.
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