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tomography volumetery performed on 14Dec2018,extended right hepatic
lobectomy was necessary.Cancel the operation after discussed with subject and
his family.We dicided to arranged the transcatheter arterial chemoembolization
and embolization of right portal vein branch again at next admission.Continue to
raise the left part of increase the volume of left lateral segment of liver and
reconsider to do right hepatectomy as soon as possible. Therefore,subject
discharged on 18Dec2018.
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7 % F B ¥ | Narrative :

A report has been received from a Study Investigator concerning a 69 years 27
weeks 2 days old Asian, Male patient, enrolled in study D1693C00001;
"Dapagliflozin Effect on Cardiovascular Events A Multicenter, Randomized,
Double-Blind, Placebo-Controlled Trial to Evaluate the Effect of Dapagliflozin 10
mg Once Daily on the

Incidence of Cardiovascular Death, Myocardial Infarction or Ischemic Stroke in
Patients with Type 2 Diabetes. The patient's medical history included vascular
disease, percutaneous coronary intervention, low density lipoprotein, congestive
heart failure, constipation and cardiovascular disease. His concurrent diseases
included hypertension, angina, mixed hyperlipidemia, anxiety, intervertebral disc
herniation, paroxysmal supraventricular tachycardia, coronary artery disease, peptic
ulcer, mild mitral regurgitation, mild tricuspid regurgitation, polyneuropathy in
diabetes, hypersomnia, hypertension cardiovascular disease and sleep apnea.
Concomitant medications included Gemfibrozil for hyperlipidemia, Lercanidipine,
Magnesium Oxide, Sennoside A+B Calcium, Calcium, Clonazepam, Diltiazem
Hydrochloride, Clopidogrel Sulfate and Acetylsalicylic Acid. The patient was under
run-in phase form 01-Nov-2013 to 01-Dec-2013. Study therapy started on 02-
Dec-2013 for type 11 diabetes mellitus. The patient had been receiving Metformin
HCI 2000mg orally twice daily, Acarbose 100 mg orally twice daily. On 21-May-
2014 therapy with Glimepiride 4 mg orally twice daily started. On 19-May-2014, the
patient was presented to emergency room with grade 3 severe hypoglycemia
(preferred term: hypoglycaemia). On 20-May-2014, the event of hypoglycemia
became serious and he was hospitalized. After being admitted he was treated with
glucose-containing material to prevent further hypoglycemia episode. It was
reported that, the baseline blood sugar was around 60 mg/dl recently and down to 50
mg/dl on the morning. He was found unconsciousness at 5 pm, while blood sugar
was down to 57 mg/dl on finger sting. After supplement of blood sugar, return to
baseline consciousness level with no chest pain, respiratory distress was noted. The
treatment was changed to Amaryl 1 and 1/2 twice daily, Metformin HCI 2 dosage
forms twice daily and Acarbose 1 dosage form twice daily. Hypoglycermia
Symptoms included consciousness loss at home and cold sweating. He was without
hypoglycemia in the past. The cause of this event included may be due to missed
meals and over working hours as he moved his house recently. After this event,
chronic therapy had not been changed. It was reported that the patient did not
experience any symptoms of severe impairment in consciousness or behavior. The




action taken with the study therapy was interrupted due to the event. While, no
action was taken with the suspect drugs of Metformin HCI and Acarbose following
the

event. The patient recovered from the event of hypoglycemia on 21-May-2014 and
he was discharged on the same day. The study investigator assessed the event of
hypoglycemia to be serious due to involved Hospitalization. The study investigator
considered the event of hypoglycemia to be causally related to study therapy and not
related to non-study suspect drugs of Metformin HCI, Acarbose and Glimepiride.
The case has previously been handled as per case handling conventions of
Bristol-Myers-Squibb (with BMS MFR number: TW-Bristol-Myers Squibb
Company-20801213) who was the Marketing Authorization Holder of the suspect
product. Summary of follow-up information received by AstraZeneca/MedIimmune
on 14-Jan-2016: Removed company causality. Added patient details, date became
serious and updated narrative. Follow-up insignificant information received by
AstraZeneca/MedImmune on 21-Jun-2016: Updated study drug dosage regiemen,
updated concomitant diseases, updated lab data and narrative updated. Follow-up of
insignificant information received by AstraZeneca/MedImmune on 29-Aug-2016:
Updated narrative. Follow-up of insignificant information received by
AstraZeneca/MedImmune on 15-Jun-2017: Updated narrative. Follow-up of
insignificant information received by AstraZeneca/MedImmune on 18-Oct-2017:
Updated dosing details of suspect drug Acarbose

and updated narrative. Follow-up of insignificant follow-up information received by
AstraZeneca/MedImmune on 29-Jan-2018: Dosing details of Metformin and
Glimepiride updated, narrative updated. Corrected report: Action taken for
Glimepiride corrected from none to unknown.
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Narrative : A report has been received from a study investigator, regarding a
subject enrolled in study D1693C00001, "Dapagliflozin Effect on Cardiovascular
Events A Multicenter, Randomized, Double-Blind, Placebo-Controlled Trial to
Evaluate the Effect of Dapagliflozin 10 mg Once Daily on the Incidence of
Cardiovascular Death, Myocardial Infarction or Ischemic Stroke in Patients with
Type 2 Diabetes". The report concerns a male patient of Asian ethnic origin (age
69 years 27 weeks 2 days old).

The patient's past and current medical history included paroxysmal
supraventricular tachycardia (since 09-Nov-2000, ongoing), mixed
hyperlipidemia (since 12- Feb-2001, ongoing), peptic ulcer (since 26-Feb-2003,
ongoing), coronary artery disease (since 20-Jun-2006, ongoing), angina (since
20-Jun-2007, ongoing), mild mitral regurgitation (since 02-Jul-2007, ongoing),
mild tricuspid regurgitation (since 02-Jul-2008, ongoing), hypersomnia (since
02-Jul-2008, ongoing), sleep apnea (since 02-Jul-2008, ongoing), cardiovascular
disease (started 02-Jul-2008), percutaneous coronary intervention (started
03-Jul-2008), hypertension (since 29- Dec-2008, ongoing), polyneuropathy in
diabetes (since 02-Mar-2011, ongoing), intervertebral disc herniation (since
05-Nov-2012, ongoing), vascular disease (dates not reported), low density
lipoprotein (dates not reported), congestive heart failure (dates not reported),
constipation (dates not reported) and hypertension cardiovascular disease
(ongoing).

Concomitant medication included Clopidogrel Sulfate (from 30-Apr-2014 to
12-Aug-2015), Clopidogrel (from 30-Apr-2014 to 12-Aug-2015), Gemfibrozil
for Hyperlipidemia, Lercanidipine, Magnesium Oxide, Sennoside A+B Calcium
(until 26-Jul-2017), Calcium, Clonazepam, Diltiazem Hydrochloride (Until
29-Apr-2014) and Acetylsalicylic Acid (Until 30-Apr-2014).

The patient was under run-in phase form 01-Nov-2013 to 01-Dec-2013. Study
therapy started on 02-Dec-2013 for type Il diabetes mellitus. The patient had
been receiving Metformin HCI 2000mg orally twice daily, Acarbose 100 mg
orally twice daily. On 21-May-2014 therapy with Glimepiride 4 mg orally twice
daily started.

On 19-May-2014, the patient was presented to emergency room with grade 3
severe hypoglycemia (preferred term: hypoglycaemia). On 20-May-2014, the
event of hypoglycemia became serious and he was hospitalized. After being
admitted he was treated with glucose-containing material to prevent further




hypoglycemia episode.

It was reported that, the baseline blood sugar was around 60 mg/dl recently and
down to 50 mg/dl on the morning. He was found unconsciousness at 5 pm, while
blood sugar was down to 57 mg/dl on finger sting. After supplement of blood
sugar, return to baseline consciousness level with no chest pain, respiratory
distress was noted. After hospitalisation the patient was treated with
glucose-containing material to prevent further hypogycemia episode. The
treatment was changed to Amaryl 1 and 1/2 twice daily, Metformin HCI 2 dosage
forms twice daily and Acarbose 1 dosage form twice daily. Hypoglycermia
Symptoms included consciousness loss at home and cold sweating. He was
without hypoglycemia in the past. The cause of this event included may be due to
missed meals and over working hours as he moved his house recently. After this
event, chronic therapy had not been changed. It was reported that the patient did
not experience any symptoms of severe impairment in consciousness or
behaviour.

The action taken with the study drug therapy was interrupted due to the event.
While, no action was taken with the suspect drugs of Metformin HCI and
Acarbose following the event. Action taken with glimepiride was not reported.
The patient recovered from the event of hypoglycemia after 3 days on
21-May-2014 and he was discharged from the hospital on same day. The patient
last dose prior to onset on 05-Jun-2018.

The study investigator assessed the event of hypoglycemia to be serious due to
involved hospitalization.

The study investigator considered the event of hypoglycemia to be causally
related to study therapy and not related to non-study suspect drugs of Metformin
HCI, Acarbose and Glimepiride.

The case has previously been handled as per case handling conventions of
Bristol-Myers-Squibb (with BMS MFR number: TW-Bristol-Myers Squibb
Company- 20801213) who was the Marketing Authorization Holder of the
suspect product.

Summary of follow-up information received by AstraZeneca/MedImmune on
14-Jan-2016: Removed company causality. Added patient details, date became
serious

and updated narrative.

Follow-up insignificant information received by AstraZeneca/Medimmune on
21-Jun-2016: Updated study drug dosage regimen, updated concomitant diseases,
updated lab data and narrative updated.

Follow-up of insignificant information received by AstraZeneca/Medimmune on
29-Aug-2016: Updated narrative.

Follow-up of insignificant information received by AstraZeneca/MedImmune on
15-Jun-2017: Updated narrative.




Follow-up of insignificant information received by AstraZeneca/MedImmune on
18-Oct-2017: Updated dosing details of suspect drug Acarbose and updated
narrative.

Follow-up of insignificant follow-up information received by
AstraZeneca/MedImmune on 29-Jan-2018: Dosing details of Metformin and
Glimepiride updated, narrative updated. Corrected report: Action taken for
Glimepiride corrected from none to unknown.

Follow-up of insignificant information received by AstraZeneca/MedImmune on
18-Apr-2018: Updated narrative.

Summary of insignificant follow-up information received by
AstraZeneca/MedImmune 27-Jun-2018: Updated dosing regimen and narrative.
Corrected Report 03- Jul-2018: Added key ingredient for metformin.
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