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FDA warns about rare occurrences of a serious infection of the genital
area with SGLT2 inhibitors for diabetes

Safety Announcement

[8-29-2018] The U.S. Food and Drug Administration (FDA) is warning that cases of a
rare but serious infection of the genitals and area around the genitals have been reported
with the class of type 2 diabetes medicines called sodium-glucose cotransporter-2
(SGLT2) inhibitors. This serious rare infection, called necrotizing fasciitis of the
perineum, is also referred to as Fournier’s gangrene. We are requiring a new warning
about this risk to be added to the prescribing information of all SGLT2 inhibitors and to
the patient Medication Guide.

SGLT2 inhibitors are FDA-approved for use with diet and exercise to lower blood sugar
in adults with type 2 diabetes. SGLT2 inhibitors lower blood sugar by causing the
kidneys to remove sugar from the body through the urine. First approved in 2013,
medicines in the SGLT2 inhibitor class include canagliflozin, dapagliflozin,
empagliflozin, and ertugliflozin (see FDA-Approved SGLT2 Inhibitors). In addition,
empagliflozin is approved to lower the risk of death from heart attack and stroke in adults
with type 2 diabetes and heart disease. Untreated, type 2 diabetes can lead to serious
problems, including blindness, nerve and kidney damage, and heart disease.

Patients should seek medical attention immediately if you experience any symptoms of
tenderness, redness, or swelling of the genitals or the area from the genitals back to the
rectum, and have a fever above 100.4 F or a general feeling of being unwell. These
symptoms can worsen quickly, so it is important to seek treatment right away.

Health care professionals should assess patients for Fournier’s gangrene if they present
with the symptoms described above. If suspected, start treatment immediately with
broad-spectrum antibiotics and surgical debridement if necessary. Discontinue the
SGLT2 inhibitor, closely monitor blood glucose levels, and provide appropriate
alternative therapy for glycemic control.

Fournier’s gangrene is an extremely rare but life-threatening bacterial infection of the
tissue under the skin that surrounds muscles, nerves, fat, and blood vessels of the
perineum. The bacteria usually get into the body through a cut or break in the skin,
where they quickly spread and destroy the tissue they infect. Having diabetes is a risk
factor for developing Fournier’s gangrene; however, this condition is still rare among
diabetic patients. Overall published literature about the occurrence of Fournier’s


https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=medguide.page&utm_campaign=FDA%20Launches%20New%20Medication%20Guide%20Database&utm_medium=email&utm_source=Eloqua

gangrene for men and women is very limited. Publications report that Fournier’s
gangrene occurs in 1.6 out of 100,000 males annually in the U.S., and most frequently
occurs in males 50-79 years (3.3 out of 100,000).1 In our case series, however, we
observed events in both women and men.

In the five years from March 2013 to May 2018, we identified 12 cases of Fournier’s
gangrene in patients taking an SGLT2 inhibitor. This number includes only reports
submitted to FDA" and found in the medical literature,*® so there may be additional cases
about which we are unaware. In 2017, an estimated 1.7 million patients received a
dispensed prescription for an SGLT2 inhibitor from U.S. outpatient retail pharmacies.’
Although most cases of Fournier’s gangrene have previously been reported in men, our
12 cases included 7 men and 5 women. Fournier’s gangrene developed within several
months of the patients starting an SGLT2 inhibitor and the drug was stopped in most
cases. All 12 patients were hospitalized and required surgery. Some patients required
multiple disfiguring surgeries, some developed complications, and one patient died. In
comparison, only six cases of Fournier’s gangrene (all in men) were identified in review
of other antidiabetic drug classes over a period of more than 30 years.

To help FDA track safety issues with medicines, we urge patients and health care
professionals to report side effects involving SGLT2 inhibitors or other medicines to the
FDA MedWatch program, using the information in the “Contact FDA” box at the bottom
of the page.

“The cases were reported to the FDA Adverse Event Reporting System (FAERS).

FDA-Approved SGLT2 Inhibitors

Brand Name Active Ingredient(s)

Invokana canagliflozin

Invokamet canagliflozin and metformin

Invokamet XR canagliflozin and metformin extended-release
Farxiga dapagliflozin

Xigduo XR dapagliflozin and metformin extended-release
Qtern dapagliflozin and saxagliptin

Jardiance empagliflozin

Glyxambi empagliflozin and linagliptin

Synjardy empagliflozin and metformin

Synjardy XR empagliflozin and metformin extended-release
Steglatro ertugliflozin

Segluromet ertugliflozin and metformin

Steglujan ertugliflozin and sitagliptin

Facts about SGLT2 Inhibitors

e SGLT?2 inhibitors are a class of prescription medicines approved for use with diet
and exercise to lower blood sugar in adults with type 2 diabetes.


https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Surveillance/AdverseDrugEffects/ucm2007060.htm

Medicines in the SGLT2 inhibitor class include canagliflozin, dapagliflozin,
empagliflozin, and ertugliflozin. They are available as single-ingredient products
and also in combination with other diabetes medicines such as metformin (see
FDA-approved SGLT2 Inhibitors).

SGLT2 inhibitors lower blood sugar by causing the kidneys to remove sugar from
the body through the urine.

Common side effects of SGLT2 inhibitors include yeast infections, urinary tract
infections, and low blood sugar when combined with other prescription diabetes
medicines.

In 2017, an estimated 1.7 million patients received a dispensed prescription for an
SGLT?2 inhibitor from U.S. outpatient retail pharmacies.’

Additional Information for Patients

Cases of a rare but serious infection of the genitals and areas around them have
been reported with the class of type 2 diabetes medicines called sodium-glucose
cotransporter-2 (SGLT2) inhibitors. This serious condition, called necrotizing
fasciitis of the perineum or Fournier’s gangrene, can progress quickly and must be
treated immediately because it can cause severe damage to the tissues around the
genital area.

Seek medical attention immediately if you experience any symptoms of
tenderness, redness, or swelling of the genitals or the area from the genitals back
to the rectum, and have a fever above 100.4 F or a general feeling of being
unwell. These symptoms can worsen quickly.

SGLT2 inhibitors can also cause local genital fungal infections, also known as
yeast infections. Yeast infections are different from necrotizing fasciitis of the
perineum (Fournier’s gangrene) because they cause limited local symptoms like
vaginal or penile discharge, itching, or redness, and are not associated with fever
or generally feeling unwell.

Read the patient Medication Guide every time you receive a prescription for an
SGLT2 inhibitor because there may be new or important additional information
about your drug. The Medication Guide explains the benefits and risks associated
with the medicine.

To help FDA track safety issues with medicines, report side effects from SGLT2
inhibitors or other medicines to the FDA MedWatch program, using the
information in the "Contact FDA" box at the bottom of this page.

Additional Information for Health Care Professionals

Cases of necrotizing fasciitis of the perineum, also known as Fournier’s gangrene,
have been reported in patients with type 2 diabetes receiving SGLT2 inhibitors.
This adverse event is a life-threatening infection requiring urgent antibiotics and
surgical intervention.

Cases in patients receiving SGLT2 inhibitors have occurred in both females and
males in almost equal frequency.

Serious outcomes have included hospitalization, multiple surgeries, and death.


https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=medguide.page&utm_campaign=FDA%20Launches%20New%20Medication%20Guide%20Database&utm_medium=email&utm_source=Eloqua

o Assess patients for Fournier’s gangrene if they present with tenderness, erythema,
swelling in the genital or perineal area, fever, malaise, and have pain out of
proportion to the physical exam.

« If Fournier’s gangrene is suspected, institute prompt treatment with antibiotics
and surgical debridement, if appropriate. Discontinue the SGLT2 inhibitor,
closely monitor blood glucose levels, and provide appropriate alternative therapy
for glycemic control.

o Counsel patients to promptly seek medical attention if they experience any
symptoms of tenderness, erythema, or swelling in the genital or perineal area,
fever, or malaise.

« Encourage patients to read the Medication Guide they receive with their SGLT2
inhibitor prescriptions.

o To help FDA track safety issues with medicines, report adverse events involving
SGLT2 inhibitors or other medicines to the FDA MedWatch program, using the
information in the "Contact Us" box at the bottom of this page.

Data Summary

Overall published literature about the incidence of Fournier’s gangrene in men and
women is very limited. Publications using the U.S. State Inpatient Database (SID) from
593 civilian hospitals of 13 states in 2001 and 21 states in 2004 reported that Fournier’s
gangrene occurs in 1.6 out of 100,000 males annually in the U.S., with the highest
incidence occurring in males 50-79 years (3.3 out of 100,000). Although the publications
reported 39 female Fournier’s gangrene cases, the investigators restricted analysis for
females descriptively without incidence inference because the identification and
ascertainment of Fournier’s gangrene in females and males were different (i.e., there is no
Fournier’s gangrene code for females but a specific code for males) and low yield
number of female Fournier’s gangrene cases preclude any meaningful incidence
analysis.!3

A search of the FDA Adverse Event Reporting System (FAERS) database from March
2013, when the first SGLT2 inhibitor was approved, to February 2018 and the medical
literature through May 2018 identified 12 cases of Fournier’s gangrene in patients taking
an SGLT2 inhibitor.*® The patients ranged in age from 38-78 years. Seven cases were
reported in men and five in women. The average time to onset was 9.2 months (range 7
days to 25 months). All drugs in the SGLT2 inhibitor class except ertugliflozin had
associated Fournier’s gangrene. As the most recently approved SGLT2 inhibitor, there is
insufficient patient use to assess the risk of Fournier’s gangrene with ertugliflozin.
However, it would be expected to have the same risk for this rare and serious infection as
other SGLT?2 inhibitors.

Among the 12 cases, all patients were hospitalized and one patient died. All 12 required
surgical debridement, five of which required more than one surgery and one required skin
grafting. The clinical course for four patients was complicated by diabetic ketoacidosis,
acute kidney injury, and septic shock, prolonging their hospitalizations or leading to
death. Two patients were transferred to a rehabilitation hospital. The SGLT2 inhibitor


https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=medguide.page&utm_campaign=FDA%20Launches%20New%20Medication%20Guide%20Database&utm_medium=email&utm_source=Eloqua

was discontinued in eight cases; one patient died; and information on drug continuation
or discontinuation was not included in three cases.

Because diabetes is a known risk factor for Fournier’s gangrene, we also searched
FAERS for cases with several other classes of antidiabetic agents (insulins, biguanides,
sulfonylureas, and dipeptidyl peptidase-4 inhibitors) to help assess whether the cases of
Fournier’s gangrene with the SGLT2 inhibitors are more likely to be associated with the
underlying condition of diabetes as opposed to the drug. In the 34 years between 1984
and 2018, we identified only six additional cases of Fournier’s gangrene in FAERS). All
six patients were males and their median age was 57 years (range 42-71). Five of these
patients were hospitalized and one died. This contrasts with the findings for Fournier’s
gangrene with the SGLT2 inhibitors where more cases were reported over a shorter
timeframe, and cases involved both males and females. FAERS data have limitations.
Many factors can influence whether or not an event will be reported.
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Abstract: Sodium glucose co-transport 2 inhibitors (SGLT2-i) are the new class of anti-diabetic
medications which are recently approved (2013) by the Food and Drug Administration (FDA) for the
treatment of diabetes. These inhibitors block the SGLT2 protein which involved glucose reabsorption
from proximal renal tubule resulting in increased glucose excretion and lower blood glucose levels.
These inhibitors exert favourable effects beyond glucose control such as consistent body weight, blood
pressure and serum uric acid reductions. Canagliflozin, Dapagliflozin and empagliflozin belong to the
class of SGLT2 inhibitors. All these drugs are giving promising results in the treatment of diabetes
mellitus, but emerging data from post-marketing studies indicate their adverse effects such as diabetic
ketoacidosis, genital and urinary tract infection, cancer, bone fracture and foot and leg amputation.
Thus, there is a need for better understanding the risk profile of SGLT2 inhibitors. In this review, we
have compiled the risk profile of SGLT2 inhibitors by collecting information from various sources
such as case reports, published literature and from various regulatory websites. Further, the proposed

mechanism of risks has also been discussed.

Keywords: Gliflozin, SGLT2 inhibitor, adverse drug reactions, diabetes mellitus.

1. INTRODUCTION

Diabetes mellitus is defined as the chronic disorder
characterized by the elevated blood sugar level of the body
which causes as a result of insulin deficiency, impaired
insulin action or insulin resistance [1]. It is generally classi-
fied into 3 major types: (i) Insulin-dependent Diabetes mel-
litus, (ii) Non- insulin dependent Diabetes Mellitus and (iii)
Gestational Diabetes mellitus [2]. It is the rapidly growing
disorder in all age groups all over the world which leads to
enormous social, economic and health-related conse-
quences.

In 2010, approximately 285 million people (6.4% of
adult population) were suffering from diabetes mellitus
which is estimated to be increased up to 642 million by 2040
[3]. About 50% of the putative diabetics were not diagnosed
until 10 years after the onset of disease. Some of the main
reasons for diabetes mellitus are aging and obesity among
the adult population. The prevalence of the diabetes mellitus
worldwide is very high which should be controlled with
proper care and treatment [4]. About 69.1 million adult cases
of diabetes mellitus were reported in India till 2015, but this
number will be expected to reach 109 million by 2035 [5].

There are various classes of drugs available in the market
for the treatment of Diabetes mellitus. These classes are
Non-sulfonylureas (Metformin), Thiazolidines (Rosiglita-
zone and pioglitazone), Sulfonylureas (Chlorpropamide,
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Glibenclamide, Glimepiride, Glipizide, Tolazamide and Tol-
butamide), Meglitinides (Nateglinide and Repaglinide)],
Alpha-glucosidase inhibitors (Acarbose and miglitol), In-
cretins mimetic (Exenatide, Liraglutide, Albiglutide and
Dulaglutide), DPP4 inhibitors (Linagliptin, Alogliptin, Si-
tagliptin and Saxagliptin)] and Amylin analogs (Pramlin-
tide) [6]. These classes of drugs are presented in Fig. (1).
However, various side effects are observed regarding the
use of these medications for e.g. Thiazolidinediones lead to
liver disease, fluid retention, weight gain, increased risk of
fractures and bladder cancer, DPP-4 inhibitors lead to hy-
poglycemia, headache, nasopharyngitis, urinary tract infec-
tion and facial swelling, Biguanides lead to stomach dis-
comfort, upset stomach and decreased appetite, Sulfony-
lureas lead to skin rash, liver disease, upset stomach and
drop in RBC count and Alpha-Glucosidase inhibitors lead
to gas, bloating, upset stomach and diarrhoea as presented
in Table 1 [7].

SGLT2 inhibitors are the recently approved therapy for
the treatment of diabetes mellitus. At present, Canagliflozin,
Dapagliflozin and Empagliflozin are the three drugs ap-
proved by FDA for the treatment of type 2 diabetes mellitus.
Serum Glucose Co- transporter inhibitors result in significant
lowering of blood plasma glucose level by increasing the
excretion of glucose in the urine which further results in
body weight loss and reducing blood pressure level of the
body [8]. However, emerging reports indicated the various
adverse drug reactions related to SGLT2 inhibitors. Thus, in
this article, we tried to summarize the risk associated with
SGLT?2 inhibitors.

© 2018 Bentham Science Publishers
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Fig. (1). Various classes of Anti-Diabetic drugs.

Table 1. Various adverse drug reactions (ADRs) of anti-diabetic medications.
Drug Class Drug Name Adverse Drug Reactions (ADRs)
Thiazolidinediones Pioglitazone Upper RTIs, bronchitis, sinusitis, bladder cancer, anaemia, hypersensitivity reactions.
Rosiglitazone Headache, cough, back pain, heart attack and back pain.
Dipeptidyl peptidase-4 (DPP-4) Sitagliptin Hypersensitivity reactions, headache, dizziness, hypoglycaemia, constipation, acute
pancreatitis, pruritus.
Linagliptin Nasopharyngitis, hypoglycaemia, pancreatitis, constipation, angioedema.
Biguanides Metformin Taste disturbances, nausea, vomiting, liver dysfunction, pruritus, urticarial.
Sulfonyl ureases Glimepiride Mild hypersensitivity reactions, fall in blood pressure, pancytopenia, hypoglycae-
mia, visual disturbances.
Glipizide Hypoglycaemia, tremor, dizziness, blurred vision, eczema, jaundice cholestatic.
Tolbutamide Ear and labyrinth disorders.
Alpha-Glucosidase Inhibitors Acarbose Flatulence, diarrhoea, dyspepsia.
Serum Glucose Co-Transporter Canagliflozin, Dapagli- Cancer, Bone fracture risk, Diabetic Ketoacidosis, Genital and Urinary tract infec-
inhibitors flozin, Empagliflozin tion and foot and toe amputation.

2. RISKS ASSOCIATED WITH SGLT2 INHIBITORS

Serum Glucose Co-transport inhibitors are recently ap-
proved FDA class of drugs for the treatment of diabetes mel-
litus. These inhibitors show enormous beneficial effects in
the Type-2 diabetes mellitus patients as compared to cur-
rently approved drugs but still, there are various risks associ-
ated with the use of these inhibitors in the treatment of Dia-
betes mellitus. However, emerging reports indicated various
risks associated with these inhibitors which are summarized
below.

2.1. Diabetic Ketoacidosis (DKA)

2.1.1. Literature

Diabetic ketoacidosis is the life-threatening medical con-
dition where the increased amount of ketone bodies (acid) is
detected as a result of the burning of fatty acids in the body
to fulfil the insulin requirements. In literature, emerging re-
ports are pointing out the risk of diabetic ketoacidosis with
the use of SGLT?2 inhibitors.
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Recently, Fadini ef al. (2017)’analyzed the Diabetic ke-
toacidosis reports from the FDA ADR event reporting sys-
tem regarding SGLT2 inhibitors association with diabetic
ketoacidosis. Based on these reports, they have concluded
that the SGLT2inhibitors are associated with DKA, and this
association is not limited to any particular demographic or
comorbid subpopulation and can occur at any duration of
SGLT2i use. Further, FDA adverse event monitoring has
also been analyzed by Blau ez al. (2017)"° and concluded the
incidence of diabetic ketoacidosis with the use of SGLT2
inhibitors. Further, in this study, the incidence of Diabetic
ketoacidosis in patients who are taking SGLT?2 inhibitors and
DPP4 inhibitors is compared and concluded that the risk of
diabetic ketoacidosis is more in SGLT2 inhibitors as com-
pared to DPP4 inhibitors. Monami ef al. (2017)"" conducted
a meta-analysis to evaluate the risk of diabetic ketoacidosis
with SGLT2 inhibitors and found that 09 patients were diag-
nosed with at least one event of diabetic ketoacidosis out of
72 trials and concluded that risk should be negligible if pre-
scribed properly. Turner et al. (2016)'? reported a case of
sudden onset of diabetic ketoacidosis regarding the use of
canagliflozin in an elder woman with positive dechallenge.

Diabetic ketoacidosis is considered as the serious adverse
effect when 20 patients with Type 2 Diabetes Mellitus were
hospitalized after the administration of SGLT2 inhibitors in a
period of fourteen months (Rosenstock er al. 2015)". Ha-
yami et al. (2015)14 reported an adult diabetic female patient
who develops diabetic ketoacidosis on the administration of
SGLT2 inhibitors and concluded that SGLT2 inhibitors
cause Diabetic ketoacidosis in diabetic patients when low
carbohydrate diet was taken with these inhibitors. Storgaard
et al. (2015)" reported an obese diabetic patient with poorly
controlled Type 2 diabetes mellitus which causes diabetic
ketoacidosis within 5 days after the administration of SGLT2
inhibitors. Redford ef al. (2015)'° reported an elder woman
diagnosed with Type 2 diabetes mellitus treated with Dapa-
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gliflozin which causes severe ketoacidosis after withdrawn
of insulin therapy.

Crespo et al. (2016)"" analyzed the various adverse event
reporting system database of Food and Drug Administration
(FDA) and recorded 73 cases of euglycemic ketoacidosis
caused by SGLT2 inhibitors in between the year 2013 and
2015. Bader et al. (2016)" reported a case of a female pa-
tient with Type 1 diabetes mellitus having euglycemic dia-
betic ketoacidosis after the administration of canagliflozin
with positive dechallenge. Taylor et al. (2015)" reviewed
various literature published in PubMed or Google to corre-
late the incidence of diabetic ketoacidosis with SGLT2 in-
hibitors and concluded that SGLT2 inhibitors decrease the
ketone excretion in urine and hence, lead to Ketoacidosis.
Peters ef al. (2015)*° analyzed various cases of diabetic ke-
toacidosis occurring incidentally in patients taking SGLT2
inhibitors and concluded that these inhibitors should be pre-
scribed with proper counselling and close monitoring in
Type 1 Diabetes mellitus. Erondu e al. (2015)*' analyzed
reports from the randomized studies from canagliflozin and
concluded that the events of diabetic ketoacidosis, ketosis
occurred at a low frequency in type 2 diabetes mellitus in
comparison to Type 1 diabetes mellitus. Tahir et al. (2015)%
analysed that off-label use of SGLT2 inhibitor is increased
for Type 1 diabetes mellitus as it was FDA approved for
Type 2 diabetes mellitus and concluded that diabetic ke-
toacidosis occurs more commonly in patients diagnosed with
type I diabetes mellitus and off-label use of SGLT 2 inhibi-
tors should be avoided. The various risks associated with
these inhibitors are summarized in Table 2.

2.1.2. Clinical Trials

Regarding safety concern of SGLT2 inhibitors, a total of
04 clinical trials are conducted, out of which 2 are completed
and remaining 2 are still not completed. The details regard-
ing clinical trial are summarized in Table 3.

Table 2. Various risks associated with SGLT2 inhibitors.
Sr. No. Drug Name Risk Type References
1. Canagliflozin, Dapagliflozin, Empagliflozin. Diabetic ketoacidosis FDA ADR event reporting system [9]
2. Canagliflozin, Dapagliflozin, Empagliflozin. Diabetic ketoacidosis FDA ADR event reporting system [10]
3. Canagliflozin, Dapagliflozin, Empagliflozin. Bone fracture Published literature [23]
4. Canagliflozin Bone fracture Clinical studies [25]
5. Dapagliflozin Urinary tract infection Case report [38]
6. Dapagliflozin Genital fungal infection Clinical studies [39]
7. Empagliflozin Bladder Cancer Randomized controlled trials [28]
8. Canagliflozin, Dapagliflozin, Empagliflozin. Diabetic ketoacidosis FDA ADR event reporting system [17]
9. Canagliflozin, Dapagliflozin, Empagliflozin. Bone fracture Published literature [26]
10. Canagliflozin Diabetic ketoacidosis Case report [18]
11. Canagliflozin Foot and toe amputation FDA Drug safety communication [42]
12. Canagliflozin, Dapagliflozin, Empagliflozin. Bone fracture Randomized controlled trials [27]
13. Canagliflozin Diabetic ketoacidosis Case report [12]

(Table 2) Contd...
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Sr. No. Drug Name Risk Type References
14. Canagliflozin, Dapagliflozin, Empagliflozin. Urinary tract infection and genital my- Clinical studies [36]
cotic infection
15. Dapagliflozin Diabetic ketoacidosis Case report [14]
16. Dapagliflozin Diabetic ketoacidosis Case report [16]
17. Canagliflozin, Dapagliflozin, Empagliflozin. Diabetic ketoacidosis Case report [15]
18. Canagliflozin, Dapagliflozin, Empagliflozin. Diabetic ketoacidosis Case reports [20]
19. Canagliflozin Diabetic ketoacidosis Randomized studies [21]
20. Canagliflozin, Dapagliflozin, Empagliflozin. Diabetic ketoacidosis Case reports [22]
21. Canagliflozin Urinary tract infection Randomized controlled trials [32]
22. Dapagliflozin Breast Cancer Preclinical studies [29]
23. Canagliflozin Leydig cell tumour Preclinical animal studies [30]
24. Canagliflozin, Dapagliflozin, Empagliflozin. Urinary tract infection Clinical studies [33]
25. Canagliflozin, Dapagliflozin, Empagliflozin. Urinary tract infection Clinical studies [34]
26. Dapagliflozin Urinary tract infection Multi trial safety data [4]
Table 3. Clinical trials investigated risks of diabetic Ketoacidosis and bone fracture with SGLT2 inhibitors.
Sr. Drug Name Phase of Clini- Study design No. of Volun- Status of Trial Duration Observed Results
No. cal Trial teers
1. Empagliflozin Phase 3 Cohort and retrospective 15000 (approx.) Still recruiting | 26 months | Not completed yet.
2. Dapagliflozin Phase 3 Randomized crossover inter- 2 Completed 9 months Not compiled
ventional clinical trial
3. Dapagliflozin Phase 3 Case series and retrospective 200 Still recruiting 6 months Not completed yet
4. SGLT?2 inhibi- Phase 3 Observational and Retrospec- 200000 Completed 21 months | Not compiled yet
tors tive
5. Canagliflozin Phase 1 Randomized interventional 175 (approx.) Still recruiting | 4 years and | Not completed yet.
crossover trial 7 months

2.1.3. Proposed Mechanism of Diabetic Ketoacidosis

Serum glucose co transporter (SGLT 2) inhibitors act di-
rectly on the proximal-distal tubule of the kidney and block
the tiny filters of the nephron which result in the inhibition
of reabsorption of glucose in blood plasma. Thus, the excess
of glucose has been excreted in urine. Further, it also de-
creases the reabsorption of sodium in blood plasma.

However, when SGLT?2 inhibitors are used for longer pe-
riod of time, the decreased amount of glucose in blood in-
creases lipolysis which further leads to the production of free
fatty acids in body to complete body's energy requirements.
B-oxidation then, leads to increased amount of ketones in the
body called as euglycemic diabetic ketoacidosis. In preg-
nancy, diabetic ketoacidosis may occur as a result of keto-
genic changes in metabolism during pregnancy. The pro-
posed mechanism of SGLT2 inhibitors induced Diabetic
ketoacidosis is shown in Fig. (2).

2.2. Bone Fracture Risk

2.2.1. Literature

Emerging reports have also indicated the bone fracture
risk regarding the use of SGLT2 inhibitors. Wolverton et al.

(2017)* reviewed various published literature regarding the
risk of bone fracture and concluded that SGLT2 inhibitor
may elevates the risk of bone fracture and decreases the total
hip bone mineral density. However, the meta-analysis con-
ducted by Ruanpeng e al. (2017)** evaluates the risk of bone
fracture risk with SGLT2 inhibitors and concluded that in-
creased bone fracture risk in type 2 diabetes mellitus patients
was not observed in comparison to the placebo patients. This
might be observed due to short duration of therapy. Further,
TC Blevins ef al. (2017)* analyzed various clinical studies
to predict the incidence of bone fracture risk in patients
treated with Canagliflozin and reported that Canagliflozin
leads to increase in serum collagen type 1 B- carboxy te-
lopeptide (B-CTX) which results in resorption of bone and
decrease bone mineral density (BMD). Egger et al. (2016)*
reviewed various published literature to check the incidence
of bone fracture risk with SGLT2 inhibitors and concluded
that SGLT2 inhibitors cause alteration in calcium and phos-
phate homeostasis and lead to decrease in bone mineral den-
sity. Tang et al. (2016)* analyzed various randomized con-
trolled trials (RCT) from various sources to analyze bone
fracture risk of SGLT2 inhibitors and concluded that these
RCT data did not support the bone fracture risk but future
monitoring for the same should be done.
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Administration of SGLT 2 Inhibitors (Canagliflozin, Dapagliflozin, Empagliflozin)

These acts on proximal renal tubule of the kidney.

!

Hence, it increases Glucosuria (Excretion of Glucose in urine) and decreased

Na' reabsorption.

Decreased amount of glucose in body increases lipolysis.

Leads to increased free fatty acid (FFA) production.

It leads to - Oxidation.

Leads to increased amount of plasma ketone bodies.

!

Diabetic Ketoacidosis occurrence.

Fig. (2). Proposed Mechanism of SGLT2 inhibitors induced Diabetic Ketoacidosis.

2.2.2. Clinical Trials

Regarding safety concern of SGLT2 inhibitors, only one
clinical trial is conducted which is still recruiting patients.
The detail about the clinical trial is summarized in Table 2.

2.2.3. Proposed Mechanism of Bone Fracture Risk During
SGLT2 Therapy

The mechanism by which SGLT?2 inhibitors can lead to
bone fracture risk is still unclear. However, various pathways
can play a major role. SGLT2 inhibitors can increase tubular
reabsorption of phosphate which results in increased level of
serum phosphate concentration in the blood. The increased
serum phosphate concentration can lead to sustained release
in parathyroid hormone which controls the calcium level in
the blood which further stimulates the bone resorption and
causes risk for the bone fractures. These SGLT2 inhibitors
are also related with increased fibroblast growth factor 23
concentration which leads to bone disease and it lowers the
1, 25-dihydroxyvitamin D which further causes the loss of
calcium absorption from gastrointestinal tract and impair
calcification of bones. The proposed mechanism by which
SGLT2 inhibitors could induce bone fracture is shown in

Fig. (3).
2.3. Cancer Risk
Serum glucose co transporter (SGLT2) inhibitors could
also induce the risk of cancer.
2.3.1. Literature

Tang et al. (2017)** analyzed various randomized con-
trolled trials of SGLT2 inhibitors associated with risk of
cancer and concluded that bladder cancer risk is associated
with the Empagliflozin. However, the results are not promis-

ing as these are short-term trials. Further, these trials have
also concluded that Canagliflozin are helpful in 9preventing
gastrointestinal cancer. HW Lin et al. (2014)2 analyzed
various published literature from various sources and con-
cluded that the increased risk of female breast cancer and
male bladder cancer was observed in preclinical studies with
SGLT2 inhibitor Dapagliflozin.

2.3.2. Preclinical study

Jonghe et al. (2014)30 reported the carcinogenic effect in
rats after the administration of Canagliflozin at 10, 30 and
100 mg/kg, and concluded that the use of Canagliflozin leads
to increase the chances of the renal tubular tumour and tes-
ticular Leydig cell tumour in rats due to glucose malabsorp-
tion in a body.

2.4. Genital and Urinary Tract Infection

2.4.1. Literature

Johnnsen e al. (2013)*' analysed the multi-trial safety
data related to Dapagliflozin and concluded that once daily
dose of Dapagliflozin was accompanied with the increased
risk of urinary tract infection. Nicolle ef al. (2015)** analysed
various persons in two set of pooled datasets and concluded
that Canagliflozin was associated with increased risk of inci-
dence of urinary tract infection in type 2 Diabetes mellitus
patients but there was no risk of serious or upper urinary
tract infection. Geerlings et al. (2014)* analysed various
patients of type 2 diabetes mellitus treated with SGLT2 in-
hibitors and concluded that glucosuria induced by SGLT2
inhibitors may lead to incidence of urinary tract infection to
a lesser extent. Schneeberger et al. (2014)** analyzed the
patients of type 2 diabetes mellitus treated with SGLT2 in-
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SGLT2 inhibitors cause excretion of glucose in the urine which

l

Leads to increased phosphate concentration in the blood serum.

Leads to sustained release
of parathyroid hormone which

increases fibroblast growth factor 23
which is associated with bone disease.

controls calcium level in blood.

Increases urinary phosphate & and lowers 1,25- dihydroxyvitamin D.

Increased bone fracture risk

Fig. (3). Proposed Mechanism of SGLT2 inhibitors induced increased bone fracture risk.

hibitor during pregnancy and concluded that SGLT2 inhibi-
tors are associated with the incidence of urinary tract infec-
tion to a lesser extent. Dandan Li ez al. (2016)*” conducted a
meta-analysis to evaluate the risk of genital and urinary tract
infection in type 2 diabetes mellitus patients treated with
SGLT2 inhibitors and concluded that these inhibitors
showed significantly higher incidence of genital and urinary
tract infection among the type 2 diabetes mellitus patients in
comparison to placebo and other active treatments. Arakaki
et al. (2016)**analysed various patients on SGLT2 inhibitor
therapy for type 2 diabetes mellitus and concluded that
SGLT2 inhibitors were linked with the increased incidence
of urinary tract infection and genital mycotic infections.
Rizzi et al. (2016)’ analyzed the various published literature
to check the prevalence and the incidence of UTI infections
during SGLT2 inhibitor therapy and concluded that the pa-
tients are at non-significant high risk of producing Urinary
tract infection because of the increased glucose excretion in
urine. Recently, Hall et al. (2017)*® analyzed a patient (ad-
mitted with Urinary Tract Infection) after the initiation of
dapagliflozin and concluded that the episodes of Urinary
tract infection were ceased after the cessation of dapagli-
flozin. Thong et al. (2017)39 analysed various patients of
type 2 diabetes mellitus treated with Dapagliflozin to check
the incidence of various genital fungal infection and con-
cluded that patients and women having previous occurrence
of genital mycotic infection are at higher risk of developing
urinary tract infection and genital mycotic infection.

2.4.2. Preclinical study

In literature, one preclinical study has been found which
indicated the risk of UTI with SGLT?2 inhibitors. Suzuki et

al. (2014)* analysed the relationship between glucosuria and
Urinary tract infection with SGLT2 inhibitors in mice and
concluded that the increased urine concentration of glucose
increases the susceptibility of urinary tract infection.

2.5. Foot and Toe Amputation

In literature, Zhong et al. (2017)*' conducted a retrospec-
tive cohort study to evaluate the risk of incidence of amputa-
tions among type 2 diabetes mellitus patients treated with
SGLT2 inhibitors and concluded that the risk of below knee
leg amputations was relatively low and there was no in-
creased risk for the new users of canagliflozin. However,
recently on 18th May, 2016, FDA in its drug safety commu-
nication indicates the increased risk of leg and foot amputa-
tion with the use of canagliflozin in type 2 Diabetes Mellitus
patients on the basis of two large clinical trials. These trials
showed that leg and foot amputations occurred about twice
as often in patients treated with canagliflozin compared to
patients treated with placebo, which is an inactive treatment.

Further, on 24 February 2017, European medicine agency
(EMA) has been given the same recommendation regarding
the use of SGLT?2 inhibitors.

CONCLUSION

In conclusion, the current evidence showed that SGLT2
inhibitors increase the risk of Diabetic ketoacidosis, bone
fracture, cancer and genital and urinary tract infection and
foot and toe amputation. However, the impact of SGLT2
inhibitors on these risks remains uncertain; the upcoming
major trials may provide important insights on these issues.
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1 EEE

SERIRBRA (RERRIATS (14)] »

1.1 {ERRH!

23 Forxiga FAIRE —EURRRIER AR DS 268K -
2 AERE

2.1 BBEE

Forxiga O] B2 ¥&{& FR TN O] B2 metformin ~ sulfonylurea ~ thiazolidinedione ~ DPP-4
HHIE (HEASAMH A metformin) ~ metformin JI—#& sulfonylurea « KRS RSH
£ » HARMIRERB RS ZES NV EEEY) - FELUNEE _ARBRRZNM
FEIEHIRR

ForxigaBIRZERBHER5mgB X1 R 2EEH » BENZTEIRBEY - T
% Forxiga 5mgBX 1 RNES » FE2BNMBEHE > HETIBE10mgEX
1R e

HENBERNEEE » BSERI ForxigaZBiBEEE BN (REEIEREE
(5.1) > TEHSRRIRBECDIER (8.5 8.6) » FIBEAHEEEER (17)] -

2.2 BIREARE{/E

F2EETERAYE Forxiga /B ERIFIO IR EHIEHE R INRE -

£ eGFR{EAR60mL/min/1.73m* BIBE » FFERSYS Forxiga °
EEEEBEEALES (eGFRA60mL/min/1.73m* B X ) FARLHE -

& eGFRIFBEIEI 60mL/min/1.73m’ » FES A Forxiga [ REBFEREE (5.3)
FOTEASFRIREEDEER (8.6)] ©

3 BIRUFDIRE
Forxiga 5mg it ZEENENBRBEKIE  —BEXIB 5" » I—BXE 1427”7 -
Forxiga 10mg fEEEHEMENESHIEKE » —BXBE 10" » S—BEAE “1428” -

42T

o HForxiga REBHRERE - (RTARRE (6.1)]
o BREBINEEARE - REIBR (ESRD) ~ SUEITEE [ RIEIFHRIREIDEA (8.6)] ©

5 BENEEEE

5.1 {RIM/E

Forxiga BEINEASHEUUE - BIE Forxigatd » TREREEREEME (RTER
fE(6.1)] » REESBWEERSHES (eGFR/VR60mL/min/1.73m?) ~ EEEBE
NFEBEBAIRE (loop diuretics) HIEBE °

HE-RBHE D LIRSS Forxigadl » BZEMOABEMBSMREE - £
166 B R BRI ESRAVER -

5.28BDE

IRA Forxiga 5 SGLT2 IIHIBINE—LNFE_DERHES - SLRERES (2
SRERIIRDS) 0 S AR - RMDRIFEFRI - Forxiga T3
RS ARRREEOR -

(B Forxiga BIEEVEE » BHRFSHERDBNEITVER - SIER - KO -
B - 257 - IR - AMEMIEEER 14mmol/ (250mg/d) - IEEM5S
EWRPB 2N - IRERSERDS - ESEEHIYRHDY Forxiga » 1t
BTEFEEERR -
FRARDSNET DERAER (FUNE—ZUERR - RELOFCARRT
i) SEEDIEMRAERAR - BORSEME - MBMABDNBIBR - 5
AT ISR RS KA DEER - BB SMER Foriga

5.3 BIEAS

Forxiga 8IIBAMEETILRLD eGFR - EEBENBYEFLBE VoL
BILE G - B35 Forxiga R I AR ERBIEENNFRRE (RFRRE
(6.1)] - BE3 Forxiga ATFIS BASRIMEEABSH (S 108 °

5.4 BRERNRERDWBESI R FFE R AEFEEMmE
BRHRERNBRERDINEER S EIEMIE - SRRERIRERDIUTER
HF > Forxiga B IBIMEMBRNE (B RRRE (6.1)] - ALY » SELLEEMR
Forxiga I - TJHEFZERREHENRERIESROIMTER - LUBIIME
MABRE -

5.5 IRIBNMEF B HE X

32 Forxiga FIEBH) SGLT2 MFIENES - BREZSERBEENRERE
BIERBNMAET S ZHBXHN EHERBEHRE - £/ SGLT2 IIHE/EZIB0
REBRBRENRE - WBFEE » FEBSHEUREREOEIHER - I BREF
5.6 LETEESEERRR

Forxiga B4 TERMERARNE - BEIERMERARPNT SR L8R
BERR(RTERE (6.1)) - BESMERILE -

5.7 BEBEEOEEE (LDL-C) AR

B Forxiga8%E LDL-CHBS [(RTRKRE (6.1)] - BB Forxigat® » A
LDL-C K IR EIZ A6 -

5.8 fEBE

B2 @iRRH BN HZEBIERAIEA Forxiga/ 6BNIBEPHE
10/6045%1 (0.17%) » TR RE / HIRGIOENZSPE 1/35124) (0.03%) °

R EEM R R ERTAREY R 1 FNESE > B4PI{ER Forxiga > BFE
BUFAZEE / HIRE - TERE - OBEACEENENERERTNIR (B3
EIEEEBTTIEE) T4 - WPIZAD » REBEEESLSHMHIRIBS M Forxiga
BE -

BB ENEIRIRIETE Forxiga S HERSENEMEREFE - RtEEE8E
ERENES » FREEM Forxiga - TEERBEMERREHES » BERIEMA Forxiga )
(MBI 1t BB (2 S SR KRR -

5.9 KIMMEREHER
BEERRIATRIEE A Forxiga ST T E AL MABZE YRR A M E R RO IER1E

6 FARRIE

THEBFRR BN TFIRBESMEMID

o [XMER ( REBFFREIE (5.1))

o fEAChES [ REBILEREBIE (5.2))

o BINEEARE (REBILIRSBA (5.3))

o RS RIBRERDIMTER QEHERAEPENEE [ REBITEESE (5.4)]
o RSN BREBN (REBIFRHIE (5.5)]

o DIERWRRE (REEBIFRSBIE (5.6))

o EREECIEEDE (LDL-C) A (RESBIFRSIE (5.7))

o FERtE [ REEEAERSIA (5.8))

6.1 BRIREERICHR

ARBERABSEESABDER TETH » BARABBEZINFIRREXRFLM
S—RBEMNERIRIEXEELR  MEBYERNSRIRERIEEPRZIN
1218 Forxiga 5 %010 mg ZEEI ¥ IRARN S H

F1NIBRE 121877812 F 24 BHLZRIEIE IRIAR © Forxiga 7t 4 BRI A
{EEB—;8% » 7£ 8 IBHAZRE Forxiga i MINIIR S S MAE/EBENER L metformin S
o | RERRIASR (14)] -

SELBRRL2338 2B ERENR ForxigafI THIRBIFRA 2138 - BSEZLH
| (N=1393) ~ Forxiga 5mg (N=1145) ~ {Forxiga 10mg (N=1193) @K1 °
BHEEI9TFERS5 5% 0 2% AIR755% : 50% 2B M : 81% ROBA » 14% R
B 3N RBATIEBZEA - TERE - R TIIRSERF6E - TIMITHE
Alc (HbA1c) 738.3% » 21% EBRERBEVN\IMEHFIE - 2% TZHNELREBIN
BEERETEIE » 8% BEDPEZIB (I eGFR 86mL/min/1.73m?) °

=1 BRER Forxiga ERHNARRIE - SELRRBREEERAGAT » £ Forxiga
LHERLZRBEER - MEREEED 2% (FF8 Forxiga 5mg 3 Forxiga 10mg’8
BNEE -

(R1) ELREHBARER Forxiga 8RB E PRE = 2% NARKRE

BE%

FEEE 12 BZRBHRARNSH

ZRIE| Forxiga 5mg Forxiga 10mg

N=1393 N=1145 N=1193
e R R 1.5 8.4 6.9
2Rk 6.2 6.6 6.3
RESREGRT 3.7 5.7 43
5% 3.2 3.1 42
HERIB* 1.7 2.9 3.8
SHEBRBERAS 0.3 2.8 2.7
Bl 2.4 2.8 25
TRk 2.3 2.7 2.3
MERE 1.5 2.1 25
2 1.5 2.2 1.9
BERAE 0.7 1.6 2.1
=R 1.4 2.0 1.7

G IBRFRRBRABIETIRRRIE @ IBBHRIERIBFRIIL > & - NEREHED
RRR - [2BRRE - NERETIRER - NERBEN - £IERME - HBRTIKE
R~ BEMEIERRER - K - EIBUWREBRE - NERE - MEEREY -
(N - Z273% =677 » Forxiga 5mg=>581 » Forxiga 10mg=598) °
RBRERABEUTARRE @ iIZBHREXRIEFIIL « REBRER « B - KT
BRBREE - EEURERR - BREBY - BH=/E% - [REX - BRER - 515
BRI ©

HBHRBEUTARRIE » IEBRIEXRIEFSE : RIE - DR -~ REIB0 -
TIERFRRBEBE TITERRE  IWBBRERIEFIIL > B : BIEXE - &
BHBERRE - SIKEUBBEX - FERTHKER - BUEBERBE - BER
2 - SEIEEMTYS - BRAUBBEERN - FIBR/R - BFK - (BUEN: Z2RH
=716 * Forxiga 5mg=564 * Forxiga 10mg=595) °

13I8 Forxiga 10 mg ZEEI I RIAFRNS H
A—EBRAL LB ERAFTISHD - thFHSE S Forxiga 10 mg ILZEEFIMI =2
% - EEEHIEE 13ELZBEYRAR - BIF3HE—CEMAT - 9BMINRES
[FMiEEREAT » F—I8EE metformin FIESHIATR - BEHISLE 13I8HAS » 2360
BEBEF/XKIRA 1 K Forxiga 10mg » FIIRERFE 2258 - BHEETIDFE 5955
4% KIR755%  B1EER)58% B : 84% RBBA » 9% RLE » F13% RBA
WIFBEBA - EEIRET - BHRRBERARTIIIOE » FIHHbA1cR8.2% * 30%
BEENNMERR - 88% ESERBIEERTNHREZIE 1% BSPERIE
(159 eGFR 82mL/min/1.73m?) °

MBERE

Forxiga SIEE2EMFIR - TTREERMNEANBIERIR - &2 121870 131 BLEH
HRARSHPEMBERBBENFERE (BIERK @ RIISE - ZHMEM
B > FURMEBHNRS) (REBFIFESE (5.1)] ¢

(R 2) ForxigaBRRMRPNBTERE NARRE

—

@

1218L2FHE 131 8L RE
HIRARISH HIRARNSH
= Forxiga | Forxiga = Forxiga
3t B
2R 5mg 10mg 2R 10mg
. N=1393 | N=1145 | N=1193 | N=2295 | N=2360
HRIREEN (%) 5(0.4%) | 7(0.6%) | 9(0.8%) [17(0.7%) |27 (1.1%)
BEFTEEN (%)
= n=55 n=40 n=31 n=267 n=236
ERENRABS 1(1.8%) 0 3(9.7%) | 4(1.5%) | 6(2.5%)
qé%i%gi?%gg‘%u n=107 | n=107 | n=89 | n=268 | n=265
fnin/1‘73m2< M- 2(1.9%) [1(0.9%) | 1(1.1%) | 4(1.5%) | 5(1.9%)
n=276 | n=216 | n=204 | n=711 | n=665
=05BBE 1(0.4%) |1(0.5%) | 3(1.5%) | 6(0.8%) |11(1.7%)
MSEFROERA - ENSE - BBIHENE - NEMFRS -
BINEERE

&8 Forxiga {#BEMBAELETE N0F] e GFRIBIE (RR 3) - EERISBIIREER
FEEREOETS » 124 B IEHERETH eGFROEEIRIE - BREBETRR

fE - BIEBRBIMPHNEEILSS » TEAForxiga 8BRTSEER (BR4) - &
FEESNBYEALTSHELTRRERRIK (BERY) - TDEBIEREZE
& (eGFR 30 B{&RR 60mL/min/1.73m?) DR 3 eGFRIFERIE

(R3) E12LZBHHRARNSHANPEBIEERZARD » 458 Forxiga BIMIE

ANBAETHD eGFREML
12 BLBEEHRARNEH
ZRIE |Forxiga 5mg|Forxiga 10mg
N=1393 | N=1145 N=1193
M;EANERET (mg/dL) 0.853 0.860 0.847
I8
RiEviE eGFR (mL/min/1.73m?) 86.0 85.3 86.7
e MEAERET (mg/dL) -0.003 0.029 0.041
1 S
R1ER(L eGFR (mL/min/1.73m?) 0.4 -2.9 -41
e e | B A LESET (mg/dL) -0.005 -0.001 0.001
Ho4BRIL eGFR (mL/min/1.73m?) 0.8 0.8 0.3
PEBEEARZHAR
ZRIF |Forxiga 5mg|Forxiga 10mg
N=84 N=83 N=85
MEANESET (mg/dL) 1.46 1.53 1.52
R 714 E
BEyE eGFR (mL/min/1.73m?) 45.6 44.2 43.9
s M;EANESET (mg/dL) 0.01 0.13 0.18
NEpEd
FERL eGFR (mL/min/1.73m?) 0.5 -3.8 -5.5
e | VB ANEBET (mg/dL) 0.02 0.08 0.16
5 o 4 48
ket eGFR (mL/min/1.73m?) 0.03 -4.0 -7.4
s o smgas L | (VB HVEBET (mg/dL) 0.10 0.06 0.15
B2 BRI eGFR (mL/min/1.73m?) -2.6 4.2 -7.3

(R4) BED—REPEREBHEARRENZSLEH

8.7 fFINEEAR=

HEEE - DE - ARBAVEASESSIHEBARBE RS - B2 TEREH
INEEAEZBMP » FEBRIZHMEE A dapaglifiozin BVER — R © AR EREL REE
EPYHAS dapaglifiozin 0Z £ HFIEN | BERREIRE (12.3)] -

10 EYBE

£ Forxiga ERPREISE ST BRI RSB REEERS -

BEEBE  MBREEDPSEHIPIL - HESFERENI 512 - BREHEE
RIRRERTE © RBATTEBIMALEN IR dapaglifiozin ©

6 IEZEHE 9IBLZRIE
HIRAROEH HIRARNSH
(EZE10458)" (EE1048)"
Hs 2RI Fgmga Forxiga 2RIE Forxiga
mg 10mg 10mg
brlicseEs n=785 | n=767 | n=859 | n=1956 | n=2026
BEDBH2ES (%) [13(1.7%) |14(1.8%) [16(1.9%) | 82(4.2%) [136(6.7%)
65 AL n=190 | n=162 | n=159 n=655 n=620
BEDBH2ESE (%) | 4(21%) | 5(3.1%) | 6(3.8%) | 52(7.9%) |87 (14.0%)
i%?:iﬁ:iiu/ - n=77 | n=88 | n=75 | n=249 | n=251
BT BHTEE (%) 5(6.5%) | 7(8.0%) [9(12.0%)[40(16.1%)|71(28.3% )
;S?gﬁiﬁ?&?i@;?o n=# | n=43 | n=35 | n=141 n=134
B B EE (%) 2(4.9%) | 3(7.0%) |4(11.4%)|27(19.1% ) |47 (35.1%)

*BEFERE 2 RERBIE B ZRBEHRARDSH -

' BETERS 13 EERBIE S ZREHRHARNSH -

E—IEPEBNEREEEMIAR (eGFR 30 E KR 60mL/min/1.73m?) it
ForxigaBZ 2 M [ REEARHAR (14)] - FEEBHARD  13BBSEEE 1043887
SO BT - ZRBEERBHE BT Forxiga 5mg#BHE5HI > Forxiga 10mg
#8586l - 5E13PIBIE 8 FISFETEELR eGFR 30 E45mL/min/1.73m* HIES °
SE13BIBITE 11 PITEE52:BPSEE - BIR BITHARSISM IS BREmME -
{K#E

FELARBNVEIFECIER [ RERIRIAZE (14)] © & Forxiga M NI IRER R R4A
(sulfonylurea) RSRT » EMIBME RS (RESEBIIESR (5.4)] -

(R5) EHBIBRARPEA" FEEH EMBERER

ZRIE /5EVEEIR| Forxiga 5mg | Forxiga 10mg

B8 (2438) N=75 N=64 N=70

EX(n(%)] 0 0 0
i (n (%)) 0 0 0
F#N0AR Metformin® (2438) N=137 N=137 N=135
EX(n (%)) 0 0 0

& n (%)) 0 2(1.5) 1(0.7)

SEIEEERMIN0AR Metformin

HBER Glipizide (5258) N=408 - N=406
EX(n (%)) 3(0.7) - 0
B (n (%)) 147 (36.0) - 7(1.7)

B 05 Glimepiride” (24 38) N=146 N=145 N=151
EX([n (%)) 0 0 0
B (n (%)) 3(2.1) 8(5.5) 9(6.0)

Hyh0AR Metformin E2—F&

Sulfonylurea (2438) N=109 - N=109
EK[(n(%)] 0 - 0
4 [n (%)) 4(3.7) - 14(12.8)

B N0AR Pioglitazone™ (2438) N=139 N=141 N=140
BX[n (%)) 0 0 0
8 n (%)) 0 3(2.1) 0

FEN0AR DPP4 NI (2458) N=226 - N=225
EX(n (%)) 0 - 1(0.4)
8 (n (%)) 3(1.3) - 4(1.8)

i N0ARARESR Insulin

SIUEELE OADS* (2458) N=197 N=212 N=196
EX[n (%)) 1(0.5) 1(0.5) 1(0.5)
4 (n (%)) 67 (34.0) 92(43.4) 79(40.3)

EMBHEKRFEREERBRMMENMEBMIBE < 54 mg/dLIRFN
ITREEZBERRE  BENAR (F=H) BE) > IEHBETERNAER
(glucagon) #&RRINIE -

EMIBEES M ERE S NI E K IMLBMABE < 63 mg/dL BUEEARIESSHE »
REDHESNREL » N—EEEAMMENMIZMIBE < 63 mg/dL » 58
RREARIES -

¥ OAD = DfR[BFIINE B8 °

B2 HERRR

{8 Forxiga RN IESRMERMARZRE - £ 12 BARLZEEHRABEH
B 0.9% ERLZREISREEIBRBERE » B Forxiga 5mgBER5.7% »
@M Forxiga 10mg&794.8% - BN TESRMLIRIEATMLLR » EERZ
RIEBESER 0% » E{EMA Forxiga 10mgi8EE#30.2% - LHLLBHBHEHR
2 (BR1) - IR ERNEBRADBATIURNEREMERE > BMHEBHE
¥ BEERYERARREN TSR TPNEES TSR E AR EEE
BERRE (BEAHZRH - Forxiga 5mg ~ FlForxiga 10mgBIEE 2 BIZ210.0%
23.1% ~ §025.0% ££0.8% ~ 5.9% - §15.0%) °

BHRE

B Forxiga /6B SR BIRIE (HINMEKIE - EMZ - BY) - BHMERRET
= BEEBHRENFRERETRREFMEKIESRR 0.2% FHYREEENE
E7500.3% {EH Forxigai6BHES - WRILEBERE @ {SLLHA Forxiga : 1218
IR OE BRI B RIS AEMHE -

BR=ER

MEEE1EN

13 ALZTEEBRARNSHD » £ Forxiga BB AT SBEREIFIEMLBER
£ 1 BEBRERIEN - WEBBIE 168  SRERIBERNS AT -
243885 - LB RERAFIOE LT L RIEHHE -0.33% * Forxiga 10mg 8
£2.30% ° 22438 BB > 55% B SELZRHEEEEE0.4% » Forxiga
10mg BEEE1.3% °

Jinb=¢::3= 373}

13 BELREHRARNSHD » 7124386 Forxiga 8 BIEBSRLRE SR
B/ELW  PIHOMBERREREELRIZN (9 BIFI918000.136-0.04 mg/dL) * £
243865 » {£F3 Forxiga MBS BPRESHEINAE (17-655% : = 5.6mg/dL 3= 665 *
>5.1mg/dL) ERERENT ARG (L7 0.9% L Forxiga 10mg 1.7%) ©
(BB EIEECIEEEEIZI0

13 BLZEEHRBRARNSHD - RET Forxiga) BB HESSRLUAIBBEES
thER » B9 E I BRIV - 71 24 BIFZREIFEF Forxiga 10 mg ARIARIEE
BRERNTI9E#ER20.0%12.5% » LDLIEEEEBREFNTIDE# (LI -1.0%
2.9% °

7 EMREIER

7.1 RERAERBIE S

SGLT2 B SR ERTRBRRI - MERRBRATNRER2EE - T&
FARA SGLT2 IR E0 R B AR MBS BRI AR BRI MBI BN S % - BfERE
7S TEDRIIMABIRHISH

7.2 FiB1,5-8/KEE4EE (1, 5-anhydroglucitol (1,5-AG) ) {858
SGLT2 HIHIBEIEFE1, 5-AGIRR 2B - NRZR A SGLT2 INHIE B REBRIU
1,5-AG IR EARESAIMAB TGN » EEBEMS NS AIMIBEHIIBH,

8 TEAFAIRBEDER

8.1 {#5:

IRSAESHEC

Forxiga T 2RIEEH I A E B EBRISYHRNMAR < RIBSWEIENZESIEH
7% » dapaglifiozin JRERZE BRNEBE TN - THFARRARD » ERIEREHE
2 (ILHENR10mgBIZIRRKEN1513) - BIRAEB/) EREROBEXT/NER
S2E R -

ELBERMBE DRI B HFEEYRE - MItEBHRE ABTIRE TS
—HA1ERE - EIRES EEENSROE  THETHIRE_HHNE=H - &2
HRERBEEEN BB ERABTRRE - 7 TEA Forxiga ©
E—IBFEMSHARD - DFABHE% (PND) 21 XBEIPND 90 XBE#%
#6% dapagliflozin 1~ 15 ~ 375 mg/kg/ XHEIE - SHEIEEHEBRHE SN0
B B EEERECRS - RIBAUC REAFHBAIENREEZIANRKEEN
1518 - TN FEBYHRINBEFE/ N EREREN 1 BRESNETESKE -
T BERMFEREBERRD » WHARETIRE XREMIAL 21 KEZ1 15
N75mg/kg/ KBS » MPBETSANEERMALABREBERERILE - TEZ
75mg/kg/ KB 2 BABRNBREF BRI BLRAB/ ) EREENEEXNBRER
E180 (FFEEF04D .80 dapagliflozin RFED B 2 EAE 26 ABREN 1415570
13718) °

EEE= 1mg/kg/X (= 19ZRREE) BXINFEE2RH S0HENEER
o fE1mg/kg/ K IMERABEN19E  TRIUBSEEHEIRTE -
EABHNRTABBRBERARD » REERABTRE=-EBENREHMRHA
#5F dapagliflozin - TR T @ HTASNBEBIETHEXRINEESN - TAR
dapagliflozin &SI £ E 75 mg/kg/ KR ARREE 10mg B 1441 {BEIET » &
SERMIRIAET - BB - KBRERSHIE = 150mg/kg 3N 10 mg ERREIE2
2344 {385 - BEFRBRME - B - B - WEMBHIEBER -

8.3 BIRK

RAE Forxiga BB DMWZEALEILTH - Dapagliflozin DIMEXRF I TP » RIEE
BEMBRER 0.4915 - NFEAFBIERED dapagliflozin BUBFERIE AN
BHBEEE AR (BZNE)EEER) - AR AEBREITSRMNERE2F
BN ERFHMIKRETHEETET PN AEBEERN - BRFTIEY
BOWEANEITDP » XA Forxiga TEEHIBRIPMNERERREFARRIE > SUE
ZEREVHEFENEBY - FRERILIBILNEH Forxiga °

8.4 REFMA
ERIERE Forxiga Tt 18 U T REZSHNLZEMERER -

8.5 EFXAEA

23 Forxiga B/BIRIEFEHUEEIE - 7£—18 2118 Forxiga NESHRERZ 2
FOBRERFNSH D » 5936 ZIFA Forxiga BBHBB PHF 1424 A (24% ) Fi
TE65 AL » 207 A (8.5% ) 275 L - BHIBINEE (eGFR) KF48 » HIFH
VIR 65 3% F0 65 A EBBEVERHEL - f£= 655E8VBE » {8 Forxiga BENER
SREPAZRECENSSHR - YEMBEFCBRIRRENBINEATHE
RIBALLAIES (REEBFEREE (5.1) IFRRAE (6.1)] »

8.6 BINRER=E

E—ESEDEBNEEREES (eGFR 30 &K 60mL/min/1.73m?) BVEAFR DR
& ForxigaMZ 2B - SFRLZTEEBENES SR - BHEBIEREMH
EEEFForxigaBE » MERTIZBNE (RIERAR (14.7)) » MEEE B
HETRRENE 2SS (REIEMNHGESE (2.2)  ZEBIWEREIR (5.3) IR
RRFE(6.1)] : Bt » ELLEEEORIERILE Forxiga

RIEEIEBESG - 85t Forxiga i BREBINAEARZE (eGFRIKK 30 mL/
min/1.73m?) AHERESSE (ESRD) B SEN (RET (4)] »

11 #@5t

Dapagliflozin {L £ E# @343 D-glucitol, 1, 5-anhydro-1-C-[4-chloro-3-[ (4-
ethoxyphenyl) methyl]phenyl]-, (1S) -, compounded with (2S) -1, 2-propanediol,
hydrate (1:1:1) © &8 TVA C,4H,5ClO0g » CyHg0, * H,O » D FE502.98 - FEBINA *

OCH,CH,

CH;

N

HO OH

OH

Forxiga73 OJIRIETREE » 2BAEEH 5mg dapaglifiozin f) dapagliflozin propanediol
HABEF 10mg dapagliflozin # dapagliflozin propanediol * A FEFHER D :
SRS « EKIAE - THBRHEER (crospovidone) ~ —RILHY - FITBAEEREE -
LA BRETIEBUMD « BOGEEE - —&ikil - BROTE - B - IEZBH
g -

12 [RIREEIR2

12.1 {EFRH&H]

DIRS/)EXRBNIN - DORAFESEED2 (SGLT2) » AR ANES ) ERE
RUTAER D HBIBHVEEHE - Dapaglifiozin 2 SGLT2 89#NHIE - Dapaglifiozin #&
IHI SGLT2 BB EBEERI » AREEEDREEE » RIS NEER
SEBREEET -

12.2 BHE

—&

HREZHENE _IUERREBSIBT dapaglifioziné » BRIAIRDPEBEIHEE
12 (RE1) - EE_EMBRRBEZ D » #6F dapagliflozin 8K 5mg310mg
12;@8EE 12 B SR RDEBIEEEHH) 70 %2 - 1 dapagliflozin &% 20 mg 8|
SRRVBISACEBIEIEH - 557& dapaglifiozin S| RBBHESET HERR
BN [BFRRE (6.1)] -
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CFB in 24-Hr Urinary Glucose (g

INEELE

A-ERRZHBIARD » S8EIESE dapaglifiozin 150mg (ZERAEIEH

1518) RFEFERR B2 E2N QTc LR - Ik - TRRZAEBD » 16FEHE

iZ dapaglifiozin 500mg (EZERAEIE6)50 5 ) RBRIE QTc BHIRR L ERE
NS48 o

S

12.3 EE)2

IR

OfR#6F dapagliflozinf® » TREAETEZ 2GRN EIESMEER
(Cmax) - TEEEHEIEEEM » Cmax ) AUC BREEISIZ N2 LEFIIEN - 165
10mgEIE%% » dapagliflozin 8018 DR = EETI 2R 78% ° Dapagliflozin BdS A8
EHR » BUEE Cmax3Z50% » JER Tmax )1 /)\6% » {BEAZRESHARELLER » AUC
T - TRDSLE L BIRRRE » dapaglifiozin JZRIEFEERA -

baxiil

Dapagliflozin 15 91% RESHES - BEUFVNEREHNES - EOHBSIE -
Rt

Dapagliflozin IV EBFEB UGT1A9 : CYPENRBEALEENEBREX -
Dapagliflozin &2 5 » EBELE dapagliflozin 3-O-glucuronide * RS
M3 - Dapagliflozin 3-O-glucuronide 16 50 mg [14C]-dapagliflozin Bl £#)
61% » B ASRMIBPTZHEYERIND °

HEBR

Dapagliflozin F18EH L E 2B BEIREHER - #6FEHE [14Cl-dapaglifiozin
50mg & > KRIETEIEE 75% F021% DRI BPERIRFEFE D - 7ERD - [REEE
YIMVBE iR 2% B8 - fEED - #115% BELRIEY L - BROR Forxiga
10mgBIE1% * dapaglifiozin FIMAERIBERH (t,) #012.9/)\6F -

YFRRIREE

BIEETE

TEIZTEAREE (dapaglifiozin 20mg @R 1R 7X) » BEE  DE - NHREBIWEE
AZ (HeGFRYUE) ME_HBRFRES > SMBIRLEENE_IRBRRES
tb# » HET 13 dapaglifiozin E5RFEE D BIBN0/ 1.4515 ~ 2.0415 - F03.03
1B - EBVREAEZNEINERFETS » Biabldapaglifiozin E 5 RZEENFEEN
HEERSN 24/ \FREBREY - TEEE - PE - REBIEATHE "R
RBRRES » BERE 24/ SREBEIH DRI BIEEESNE_RRBRRRE
BE42% ~ 80% ~ F190% - NERIMRBETE dapaglifiozin REEEMVFE - (R
SMMBEE (2.2) » BEBIEERSIE (5.3) » TEHRHRIKEEDEM (8.6) » FOBRIREA
®(147)] -

FTIEER=E

EERENPEFINEREHZHE (Child-Pugh D48 AFIBHR) #5 dapaglifiozin
10mg E8EI&7% » dapagliflozin 8115 Cmax 1 AUC D Bl LU B ERITEC Y IR = 505
BEE12%F36% - NERELENBRRLEE - TEEREFNEREES
(Child-Pugh 348 C#R) » dapagliflozin 89313 Cmax 1 AUC 73 Bl LU 2 R UL EC 2408
HREE40%F067% [ RTERIRIRBEDER (8.7)] -

FH - 115l - Bk - EEHEEBNTE

IRIEBHERZES) B DT - Tl - MBI - % - B2FE Y dapaglifiozin VEEENRZHERIR
FERENFE  REREREEE -

5E

ERTE R ENREFIAREEED R -

EMZTIER

Y OEFRRIEEN TS

EEENGAFRD » dapagliflozin F1 dapagliflozin 3-O-glucuronide &%l CYP
1A2 - 2C9~2C19 - 2D6 ~ S\ 3A4 » B RFFEECYP 1A2 ~ 2B6 ~ T{3A4 -
Dapagliflozin 2 P-#8& 8 (P-gp) FENEEEBRZZZE © M dapagliflozin 3-0O-
glucuronide ;& OAT3 X B)EEEBHIZE - Dapaglifiozin 8% dapagliflozin 3-0-
glucuronide R EBEZHINHIP-gp ~ OCT2 ~ OAT1 ~ K OATI EHEEED - 12
2 » dapaglifiozin NA T BEFZERIFFHEF =2 P-gp ~ OCT2 ~ OAT1 3K OAT3 2B ZEH)
BN -

H ¥t Dapaglifiozin HIEE

7% 6 BV R EEY)E dapagliflozin BB BRI FE - REHFHFAE dapaglifiozin B

g -
(R6) (HAEYE dapagliflozin EBRE SN A
HRZEY Dapagliflozin %’g‘dapa(gg}cézoi/: [ﬁgi;%(ﬂjﬁ]% e
€% (f8ZE%) Cmax | AUCT
MUTHR/ERERSE
DARFFMMAEEE
Metformin (1000mg) 20mg o o
Pioglitazone (45mg) 50mg © o
Sitagliptin (100mg) 20mg - o
Glimepiride (4mg) 20mg - -
Voglibose (0.2mg&X37R) 10mg - -
Hithgz
Hydrochlorothiazide (25mg) 50mg - o
. 10mg &K1 “ "
Bumetanide (1mg) Tt TE
112%
Valsartan (320mg) 20mg [13%, | 20%] o
Simvastatin (40mg) 20mg “ -
Rifampin 10m 7% 1 22%
(600mgB/K1RH6XK) 9 |11 22%, 111%]| [127%, | 17%]
FHEEN RN
Mefenamic Acid
113% 151%
(BTHIE500mg » 2% 10mg . . . )
56/ 250mg 14 ) [13%, 124%] | [144%, 158%]
* BHEIE  [RIFESERS -
T WRIGPERIB 2 EEYAUC=AUC (INF) » RIGFSHIB2EEYAUC=AUC
(TAU) -
o= (55 - HRMAOFIIHETT0.80 2 1.258EM) : | N 1 =EEFG
BEEBIFHE S dapaglifiozin LEER » 2805 SRS (AR : HIRBVRTF
IILHIEIEGR 0.80 X E131.25) °

Dapagliflozin ¥ fthZEH)ay =2
7= 7 8877 dapagliflozin ¥ EBH FZEYIRIRSE - Dapagliflozin ¥ &R ES) 2
REBRENTE -

(R 7) Dapagliflozin $it AEM = SR ESMNTE

; =
ARz Dapagliflozin ﬂ{#ﬁﬁ:ﬁm? E%%E I
(1EEE) " (eEH) (84t %[90% Cl1)
Cmax | Auct
UTHARELS
DA MAEEE
Metformin (1000mg) 20mg - -
Pioglitazone (45mg) 50mg L7% -
[l25%, 115%]
Sitagliptin (100mg) 20mg - -
0,
Glimepiride (4mg) 20mg - [O%T, 1$£%]
Hithggh)
Hydrochlorothiazid (25mg) 50mg ad Aad
. 10mg&X 113% 113%
Bumetanide (1mg) 1:9291735 [12%, 131%] | [\ 1%, 130%]
16% 15%
Valsartan (320mg) 20M9 11| 249, 116%] |[115%, 129%]
Simvastatin (40mg) 20mg - 119%
BTHE
Digoxin (0.25mg) ng"rfgyéf - -
1RETX
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HAEEY Dapagliflozin ﬂ{#ﬁﬁﬁmﬂ@ E%%E e
(eEE)" preaes (84t % [90% CI1])
Cmax AUCT
ETEE
) 20mg 2%
Warfarin (25mg) 10mg X tad iad
1RE7TX

* BHIE - [RIESHRA -

T WP E I8 2 EE) AUC = AUC (INF) » WRIGF I HE2EH) AUC=AUC
(TAU) -

o= L (5 - YIRMALQTIOLETE 0.80 2 1.258BMN) | X 1 =EHE
ZHABIFIG S dapaglifiozin LEER » 28D BIRERNES (55 : HIRHVATFE
ILEIESR 0.80 =53 1.25) °

13 FEERR SRR

13.1 BUEIE - BRI - £BREHZIE

ENRNARINIT 2 FBEIEIARD > dapagliflozin TEEQEIE 1A ES FFSERE -
NEHORBERMN : 5 15~ F140mg/kg/ X » 14 - 2 ~ 10 ~ F120mg/kg/
X+ ABOHORESMERAMEMD720.5 - 2 ~ F110mg/kg/ X - IRIBAUC RE »
T EHNRSHMEEIENREABEET K 10mg 2RESH 7215 (&%) 010515
(M) - IRIBAUCRE » TARNSSHENREREEZR10mg 2 REEN
13115 (H1E) F0186 13 (M) -

Dapagliflozin 7£ Ames BRZRE MR ENE - BNRECEBEBRFAMETIASEL
FBE = 100ug/mLIFR2B M - Dapagliflozin £ K B2 A ZMGHA%ZEK DNA IEEHTH
R TRBRELH > 2100 SERAEIEK  LOEEESRM -

TEEMDIRAR PRI E BRI R BIHEST - #8) dapaglifiozin W ASBERBTE
RSHERE

Dapagliflozin TR EEH D BIARBHFLZE ANBEXIEEHIS < 1708 551998 {5
BF » WM ST AR - £58) - NRBRIBRERB/TE -

14 BREREASR

14.1 Forxiga #1558 — BUHE R BER R IR TR LM

Forxiga B{EREB—8% > BB metformin * pioglitazone - BER X
(glimepiride) ~ sitagliptin (58{##& metformin) » metformin J1—& sulfonylurea
FRER (BUAERHMOREEECR) (R ETHRILE—BERRREED
(glipizide) tE8% » Forxigath BEBPEBINERNEHNE _LRRRBS PET
5% -

Forxiga FB{EEB8—35 & F0£2 metformin ~ glimepiride ~ pioglitazone - sitagliptin ~ 3¢
BRERHA - EHRBALE - 7124 B HbA1c IR BRI T8 EEHST C8aE
HNE - TERIENR - T8 - Bk - RiE - FIERBMIS TR EIHbA1CRIE -
14.2 B—B)

Rt 840 BFRCROBMIRHINMEE _RIBRBES SN 2 LB ERAR » Fih
Forxiga B8 —E6BMZ & MAEN -

E—IEE—EBEMRE » RHE558 B R EEBNEFIREE_HBBRREBSSN
24 BHEAT - £ 2 BB FEEN L WEIE AR » 485 B HbATc = 7% F< 10% Y
LBEWBED Z Forxiga 5mg I Forxiga 10mg@X1X » £22 (QAM » =B8%
#8) SUEE (QPM) iREE » NLHHE -

E5 2458 » BLRIFILLH » (B Forxiga 10mg QAMEEREZNE HoA1c FIFPG
(R%8) -

(R8) 5 2 RERMEBE P Forxiga B0 RLZ BB IRIARES 24 BHOER

(LOCF”) (EEZEHEAMEIE)
= Forxiga10mg | Forxiga5mg | Z&IHE
RSB N=70" N=64" N=75"
HbA1c (%)
BiR (H918) 8.0 7.8 7.8
NWERE L (RETIET) -0.9 -0.8 -0.2
BLREZER (RETIE?) -0.7°% -0.5
(95% ClI) (-1.0,-0.4) | (-0.8,-0.2)
SETHHbATC < 7% BIBEB AL o1 o1 o
RSB 50.8% 44.2% 31.6%
FPG (mg/dL)
EiR ((F918) 166.6 157.2 159.9
WEMRE L (RIETHET) -28.8 -24.1 -4.1
RLHEZER (REIE?) -24.7% -19.9
(95% ClI) (-85.7, -13.6)| (-31.3, -8.5)
*LOCF : SRR ERIB (HEMESSENMA) aitEE -
' FrERERARESTRNESHEE MG 1 BEsSEY -
PHERERENR)\ P HIE -
S N LRI Z plB < 0.0001 - BEEAMEFRLHHCBERNHEE
&-
THRBRESERBEBENBRATEM RS -

14.3 B2 metformin XR B & HHEE

Rt 1241 BREBBMIEH MEE _ENERHBES (HbA1c = 7.5% F=< 12%)
20021878 24 BAVE Y H IRAT » FEFEF Forxiga 5mg 3K 10 mg 2
metformin #EFEHEIEL (XR) GHIEERE

EE—IRARD > 638 BBT BB AHERKERKD ZE3E/EEME : Forxiga
10 mg J0 metformin XR (SZ&X2000mg) * Forxiga 10 mg NZEHE « K
metformin XR (23iE&X2000mg) NZE - Metformin XREISEMZIER T
A 500mg AN E®EE CFBE » PEE5EE 2000mg ©

Forxiga 10 mg )l metformin XRAGH EEE—TEE — BB LLH » HbA1cH
FPG 80 E#ist CREZ KNS « 8B metformin XRELER » Bifist CREZMEE
EFEE (RE9FIB 2)  Forxiga 10 mg 8—35R A& 16 metformin LLER » th
Bifst CREZEM FPGEFMet FRREZMEERET » ERHEHbA1cSEARAR

metformin XREB—B% -

(3R 9) Forxiga 8 metformin XR )6 8B EI RIATOIESS 24 BHVE

£ (LOCF*)
Forxiga 10mg
BR2H + Metformin |Forxiga 10mg |Metformin XR
XR
N=211" N=219" N=208"
HbA1c (%)
EiR (H918) 9.1 9.0 9.0
NEFE b (RETIET) 2.0 -15 1.4
EiForxiga =2 -0.5%
(MIETIET) (95% ClI) (-0.7,-0.3)
E2 metformin XR =2 -0.5° 0.0"
(RIEFIIET) (95% ClI) (-0.8,-0.3) | (-0.2,0.2)
EFIHbATC < 7% IBEB DL ot . .
SESIERE 46.6% 31.7% 35.2%
FPG (mg/dL)
Eif ((F91E) 189.6 197.5 189.9
REFE L (RETIET) —-60.4 -46.4 -34.8
£ Forxiga =& ({RIEFI51E") -13.9°
(95% ClI) (-20.9, -7.0)
EA metformin XR =R -25.5% -11.6"
(RIEFIIET) (95% ClI) (-32.6,-18.5)| (-18.6, —4.6)
BEE (kg)
EiR (F91E) 88.6 88.5 87.2
NMERE L (RETIET) -3.3 2.7 1.4
£ metformin XRZR -2.0° -1.45
(RRIETFIIET) (95% ClI) (-2.6,-1.3) | (-2.0,-0.7)
*LOCF : IRREBHRIE (HENETSEMAE) siHEE -
'TEREROREESTRNESHREVER 1 BIEsEY) -
PHERERENS)\EHIE -
$p{E < 0.0001 °
TRLH metformin XR °
" piB<0.05 -

(B2) T—I8 Forxiga 8 metformin XR#)I8 & H/8EMN 24 BB E Y EIIRTAR
0 > HbA1c (%) PERFREIMEEIREVIRIE D8 b
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Left side graph: Values for adjusted mean change from baseline based on a longitudinal repeated measures model,
including randomized subjects who completed the study with both baseline and Week 24 HbA1c values without rescue.
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Right side graph for Week 24 (LOCF): Values for adjusted mean change from baseline and 95% Cls based on an ANCOVA model,
including randomized subjects with a baseline and at least one post baseline HbA1c before rescue.

TE_IBWHRD > 603 2BBE 1 BEANHBWEH D ZE3B/EEME : Forxiga
5mg 0 metformin XR (BiE&X2000mg)  Forxiga 5mg NIZ&IE -~ 3 metformin
XR (SiE&FX2000mg) NIZEHE - Metformin XREIEEMZER T * 2A500mg
EIEE B0 CFHE - PRSI 2000mg ©

Forxiga 5mg ] metforminXR A& HHEERE—BE—EBEBELE » HbA1cH]
FPGE BT CRRZHNE  BREBEM metformin XREILE - BifsT CRAZHEE
2EE (R&10) -

(3R 10) Forxiga 82 metformin XR {6 S HH6BHYE TSV IRARESE 24 BHVE

&£ (LOCF*)
BRSH +':\:|’Z;(g)in5i?)%ﬁ Forxiga 5mg|Metformin XR
N=194" N=203" N=201"
HbA1c (%)
EiR ((F91E) 9.2 9.1 9.1
NEFE b (RETIET) 2.1 -1.2 1.4
B Forxiga =& (WIEIET) -0.9°
(95% ClI) (-1.1,-0.6)
£ metformin XRZER -0.7%
(RIEFIIET) (95% Cl) (-0.9, -0.5)
ﬁgéﬁ’é\%ﬁ THOBEEDLL| g, 4o 22.5% 34.6%
FPG (mg/dL)
BiR (H91E) 193.4 190.8 196.7
NEFE b (RETIET) -61.0 -42.0 -33.6
B Forxiga =& (WIEIIET) -19.1°
(95% ClI) (-26.7,-11.4)
B metformin XRER -27.5%
(RIEFIIET) (95% ClI) (-35.1, -19.8)
B2 (kg)
EiR (F1918) 84.2 86.2 85.8
WERE L (RETIIET) 2.7 2.6 -1.3
B metformin XRER -1.4%
(RIEFIIET) (95% ClI) (-2.0,-0.7)
“LOCF : FRERERIE (WENSSENE) BIEE -
'EREEOREESTRNESHREVER 1 BEsEY) -
PHERERENSR)\ P HIE -
$pfE< 0.0001 -
Tpi&<0.05 °

14.4 HIN0KS metformin

#8546 BIMIBIEHME (HbA1c = 7% F < 10% ) UE " ARBRFBSLN—E
24 B BB RIS » FME Forxiga B2 metformin SHHERA ° AR metformin £
B/XR1500mgEIENETS » TH2BBEELRBE AR » SBNBSR I A
500 metformin BIZ 25\ » #2FE# D 2 Forxiga 5mg ~ Forxiga 10mg ~ SZ&IH| °
YERMINRR metformin 85858 » Forxiga 10 mg ERLREILLER » 724 5885 » HbA1c
FFPGBifsT CREBNNEFMET CRENEERHEE (RR11/083) - BHRZ

I D0 metformin » {828 Forxiga 5mg#0 10 mg Il metformin Bt st - FBEZHVULIE
B ERTISE L - D84 -4.5mmHg #1-5.3mmHg (MEEIEE2p < 0.05) °

(R11) Forxiga lft 105 metformin SHERNLZ BB HIRARES 24 BHHER

(LOCF*)
Forxiga 10mg | Forxiga 5mg ZRE
BRSE +Metformin | +Metformin | + Metformin
N=135" N=137" N=137"
HbA1c (%)
Eig (F91E) 7.9 8.2 8.1
REREL (REFIIEY) -0.8 -0.7 -0.3
MLREZESR (REFIE?) -0.5° -0.4%
(95% ClI) (-0.7,-0.3) | (-0.6,-0.2)
ﬁggggg THOBEEDL ) 5o 37.5%' 25.9%
FPG (mg/dL)
EiR (F9E) 156.0 169.2 165.6
MLREZESR (RETIE?) -17.5% -15.5%
(95% ClI) (-25.0, -10.0) | (-22.9, -8.1)
7E55 1 B ERE L -16.5° -12.0° 1.2
(RIEPIE?) (N=115) (N=121) (N=126)
BEE (kg)
EiR (F9E) 86.3 84.7 87.7
WERE L (RETIET) 2.9 -3.0 -0.9
BRLRIEZESR (RETIE?) -2.0° —2.2%
(95% Cl) (-2.6,-1.3) | (-2.8,-1.5)
*LOCF : SR ERB (HENESSENA) iHE -
' TEREMARESTRNESHRNEVER 1 BEsEy) -
P WEIRERENS S HIE -
§ ABEHR LRI + metformin » pf8 < 0.0001 ©
T IR L RIE + metformin » pf& < 0.05 °

(& 3) £ Forxiga 2 metformin fFRY 24 BLEEFIRARD  HbA1c (%) FEERF
RIHEEIREVRIETTR L

o
o
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Left side graph: Values for adjusted mean change from baseline based on a longitudinal repested measures model,

including randomized subjects who completed Short-Term Period with both baseline and Week 24 HbA1c values without rescue.
Right sice graph for Week 24 (LOCF): Values for adjusted mean change from baseline and 85% Cls based on an ANCOYA model,
including randomized subjects with a baseline and at least one post baseline HbA1c before rescue.

14.5 BiN0AR metformin 5EIEMY Glipizide ¥R

F—IE/RE 52 88 glipizide HIRIFL AT D » #2816 SMIBRHIRED
F£_AERABS (HbA1c > 6.5% Fl < 10%) HBE# D18 » it ForxigalER
metformin BRI B  ARAE metformin 2 EX 1500 mg B 28BS T 25888
SLZBEIEARE - WD Z glipizide #83X dapagliflozin 8 (B2 B2 5 mg 3
2.5mg) * 18 BARSEELUEEIR(EINEIER (FPG < 110mg/dL * < 6.1 mmol/
L) HEBEMZHNRSEIE (BZE glipizide 20mg * Forxiga 10mg) » H#% » 7S
A =00 HRMBUN - BISRBEE -

BERTHERIT > 87% M Forxiga BBNESEAREZATREIE
(10mg) > E273% /8 glipizide /BENFZZ 8% (20mg) » 5552 88F (LOCF) »
Forxiga £ glipizide L8 » HbA1c {0 EHRAVFIIBUEBLL > RILBE IS WM
(B3R 12) - £52586F (LOCF) » Forxiga;8EEBMst LBENRERERT
9B » B2 T » glipizide BB E 7131810 - Forxiga Nl metformin 8% 5%
glipizide ) metformin » Bifist CEEEZ0 (p < 0.0001) BRI ERFIIEL - B
-5.0mmHg °

(5R12) —IBEMER Y BIAICLLE Forxiga ] Glipizide B0 metformin 7£55 52

8 (LOCF*) HIfER
\ Forxiga+ Metformin | Glipizide + Metformin
BRSH N=400" N=401"
HbA1c (%)
Hig (F19.) 7.7 7.7
REIREBE (RIEFIIEY) -0.5 -0.5
4 glipizide + metformin =8 0.0°%
(RIEFIIE*) (95% CI) (-0.1,0.1)
BES (kg)
Hig (FH918) 88.4 87.6
RERBE (REFIIEY) -3.2 1.4
£ glipizide + metformin =& -4.7"
(RIEFIIE?) (95% CI) (-5.1,-4.2)
*LOCF : SRR ER(E HENESENR) AiHE -
'FERRARESSTRRESHEEMER 1 BEsSEY -
P EUIRIBRIEMS/)VEHTIE -
$ LA glipizide + metformin
"pfE < 0.0001 °

14.6 EREAERREZIMNIS HEE

TSR R RABEYN NI S HEE

EE1E 24 BLREHRARD » Bt 597 BMBEH NMENE " RERKES
(HbA1c = 7% F0=< 10% ) #BE#EDHE » 75 Forxiga B2 glimepiride (— T ETEER R 3=
BEY)) SHHERA -

B8 glimepiride IR K EZBHEED —HEFRE—BE (4mg) B 8BEAKE
& 1 R glimepiride @R 4mg 29\ » #BE#D = Forxiga 5mg ~ Forxiga 10mg ~

NEZREE - BB RIKINMERRE glimepiride BIEZ 2mg 8l 0mg : REF&R
= glimepiride HIE -

B2 RIE N0 glimepiride ELER » Forxiga 10 mg £2 glimepiride S » 155 24
38 > HbA1c ~ FPGRI&E % 2 /)\65I4E [PPG 1 BT LBBZ00NE - FiRst L5
ZHEEFE (RF13) ° Forxiga 5mgF010mg 0 glimepiride 18 ¥ 53 & &% 00
glimepiride » BiftsT CRZENUEREER IR (MEMEE2p < 0.05) » B
B2 -2.8mmHg #] -3.8 mmHg °

B2 Metformin ) —1EIREEFR RIS HHEE

#8218 BMIBIRHITE (HbATc = 7% F =< 10.5%) HE _ABRBES SN —
1824 BLREEIRIATT - MG Forxiga £2 metformin ] —@TRER R RN S H{E
F3 - ULERRIAR AB metformin (TIENFEMNSUBIZEIZY ) = @K 1500 mg i&EHI EN0TEEE
RABEPZAMZEE (WEEDRSABEN—F) ZD8BANES > T8BZR
RIS\ B A PEH D 2 Forxiga 10 mg fBSKZBHEIE - 1% 24 B0 R R5Taa%
Forxiga S metformin BUEIE : fo5TaA IR RBEYNE S LITEPHRINGE » B
REFAD ° 1ER metformin Fl—TEIREE R RIBEYHIMINEEE » Forxiga 10mgiB
BT - 7£55 24 BIF HbA1c I FPG Bifist LIEZMNE - LIRSt L5
ZHIEEERET (R 13) ° Forxiga 10 mg 2 metformin F]—f&l@ER R R FEZEH) (+ FA48
HIRZRIE metformin A —EIEMRRRBENHA > 155 8 BIFEHst LRBESM (p
< 0.05) BB EELRFI9EHY, -3.8mmHg °

E3—#& Thiazolidinedione $ZEY M N S HHEE&

otk 420 SIMIBERFIREE (HbA1C = 7% F< 10.5%) ME " ABRHRZESN—
15 24 LRI $1HRIATS > #ME Forxiga 28838 pioglitazone (—#& Thiazolidinedione
%824 [TZD]) A - AR pioglitazone @K 45mg (HE/X30mg » WRREERZ
FX4smg) BEHSH12BMES - T2 BB AMBRERDE - BRI MAE
B89 pioglitazone &9} » N0 Forxiga 5 ~ 10 mg LB - AR HE
Forxiga 8% pioglitazone BV EI € -

Forxiga 10 mg £2 pioglitazone /8 EEHF » EAZZR 0 pioglitazone /BEAALLER »

£ 24;3BFFHbATC ~ 2/)\B§PPG * FPG ~ EZE|HbA1c < 7% BB SLLEIBHE £
RBENNSE » st CRENEEHET (B3R 13) - Forxiga 10mg £ pioglitazone
BT IR LRI ER pioglitazone HHFB » BifisT EREZEM (p < 0.05) WHBEBREER
SE1984E -4.5mmHg °

B3 DPP4 HIHIEIMI IS HHEE

R 452 2R B AEORE - NEMALTEEBADH A metformin 3 DPP4 HIFIEE
EOVMABRHIMENSE _BERRES (TR D5 HbA1c = 7.0% < 10.0%)
SN0—18 24 BLZEBE I IRIATT - ZHME Forxiga & sitagliptin (—& DPP4 HI#IE) B
T metformin SHHEA °

SRHNESREEES S metformin (28X 1500mg) DfE » EEEBAREED
Z Forxiga 10 mg I sitagliptin 100 mg &K 1R » L E N0 sitagliptin 100 mg
BX1R - HHREETHIRIA (sitagliptin TR BT metformin) B D E (EBEH
sitagliptin S\ A sitagliptin £2 metformin) A5 Forxiga 10 mg 188 Z R EIHD
BWIEIE - 37% BB RLAEBE  32% B1BIEA metformin » 13% B1BEH
DPP4 NHIE] » 18% f2F3 DPP4 HIHIEI N0 metformin - TAISHARREFFHZE Forxiga

sitagliptin ~ S{metformin (VEIE -

ERZH N0 sitagliptin (53X metformin) #BLLER » Forxiga 10 mg £ sitagliptin(8
I metformin) HHARE » 725 24 B HbA1c FIFPG BIfsT LRRBHINE » F1ik
StEREMNESEHE (BF&13) < SENSMAEEZ Forxiga 10 mg I sitagliptin
MEEERE (HbA1c ZRIBEIMIEFITE, -0.56% : n=110) » EAZLRIE N
sitagliptin FE8R (n=111) : A7E#ES Forxiga 10 mg Nl sitagliptin 0 metformin 835
BRE (HbA1c ZREIM IEF 9%, -0.40 : n=113) » BAZZHH N0 sitagliptin £2
metformin(n=113) LE#& -

HRSRMNEHEE

E—1H24 BLZREHRARD > #2808 SMBERIRENE _EERKES
(HbA1c = 7.5% F = 10.5% ) #FEHE DA » TS ForxigalER RS RMMINNEE -

BETMANEZBRERESRBEEED 8B » FIHHEEEDEXRI0IUFEERSE
% URIRASZ 2 BOMRMRIMIEE (OADs) » B1E metformin » 5268 2 BIMAHA
% BRI MMEENRERE ST EMOADs (WBA) AN » BE#IES Forxiga
5mg -~ Forxiga 10mg ~ NZHH - BERIEBEHEE R OADsDE < RENIFEM
EEENEE  TOoBEHBRTHTRASUARRSREE - R EFLRSREE
#REERIKIIBBIE OAD (s) BIZERASN - BN RTRAR SR OAD
(s)BIE -

EEIEATRD » 50% BEAERSERRSRE—CE » BN50% R ITRERE
B 13027E OADs © f£55 2458 » ALZTHBRERHH » BHEKD 278 0ADs
Lb# > Forxiga 10 mg BIE#8E#ist CREZBIHbA1cNE » FIORERHEIERD

st LASHBERE (RK13): TtEBTARESRCENTSNERRS R
DI0OADEBHIEZM » Forxiga ¥ HbA1cHIEMFBIL - Forxiga 10 mg ERREHRH
BAARRZRBEIRRERHA - Bifst CREE0 (p < 0.05) BRI ERE L
-3.0mmHg °

EE 2458 » BLREREERMALLE » Forxiga 5mg (RLEEIZE -5.71U) A
10mg (REZREEE-6.21U) 8K 1 XEHT LRSOTIOBEREREISRIEK
(MEBEIEEE p < 0.0001) » MIEA Forxiga 10mg Bifist FREERSLLAINETS
(19.6% ) BLZRBILLH (11.0%) - HRSRBEHEED 10% -

(3R 13) Forxiga ERRE [MFEZE S A BV LRI $1HREATRES 24 38 (LOCF™) BV#ER

BERSH | Forxiga 10mg | Forxiga 5mg | ZRIE
BRRRRERZREEHH A (Glimepiride)
BELERE | N=151T [ N=142" [ N=145
HbA1c (%)
EiR (F9E) 8.1 8.1 8.2
RERE L (RETIET) -0.8 -0.6 -0.1
MLEEER (RETIE?) -0.7" -0.5"
(95% Cl) (-0.9,-0.5) | (-0.7,-0.3)
SEBIHbATC < 7% BIBBEBDLL o1 ot .
SEREHRE 31.7% 30.3% 13.0%
FPG (mg/dL)
EiR (H98B) 172.4 174.5 172.7
RERE (REFIIEY) -28.5 —21.2 2.0
MLREZESR (REFIE?) -26.5" -19.3"
(95% ClI) (-83.5, -19.5) | (-26.3, -12.2)
2/\BPPG’ (mg/dL)

BERSH Forxiga 10mg | Forxiga 5mg | Z&IHE|
EiR (F9E) 329.6 322.8 324.1
RELRE L (REHIIEY) -60.6 -54.5 -11.5
MLEEZER (RETIIET) -49.1" -43.0"

(95% ClI) (-64.1, -34.1) | (-58.4, -27.5)

Body Weight (kg)

EiR (F9E) 80.6 81.0 80.9
WERE L (RMEHIIEY) -2.3 -16 -0.7
MLHEER (WETIE?) -1.5" -0.8"
(95% Cl) (-2.2,-0.9) | (-1.5,-0.2)

£ Metformin 52—#& Sulfonylurea {fF

BEBLERE | N=t08" | - | N=108"

HbA1c (%)

EiR (H918) 8.08 - 8.24
MERE L (RETIE®) —0.86 - 0.17
MZREER (RIEFIIE®) -0.69" -

(95% ClI) (-0.89, -0.49)

ER > [73:0)55

’(géggg;bs 0.7% BIREBDLL 31.8%" - 11.1%

FPG (mg/dL)

EiR (FH9E) 167.4 - 180.3
£ 24 BEFEERE L (RETIIEY) -34.2 - -0.8
MEEEER (WETIE?) -33.5" -

(95% Cl) (-43.1,-23.8)

BES (kg)

EiR (F9E) 88.57 - 90.07
WERE L (RMEHIIEY) —2.65 - —0.58
RLHEER (RETIE?) -2.07" -
(95% ClI) (-2.79, -1.35)

£ Thiazolidinedione 8 (Pioglitazone)

EESEIRE | N=140" [ N=141"  [N=139"

HbA1c (%)

EiR (H918) 8.4 8.4 8.3
RELRE L (RIEFIIET) -1.0 -0.8 -0.4
RZREER (REFIE?) -0.6" -0.4"

(95% ClI) (-0.8,-0.3) | (-0.6,-0.2)
ﬁg%ﬁ’ggg 7% RSB 38.8%" 325%" | 22.4%

FPG (mg/dL)

EiR (FH9E) 164.9 168.3 160.7
WERE L (MEHIIEY) -29.6 —-24.9 -55
MLHEER (WETIIE?) 241" -19.5"

(95% Cl) (-32.2,-16.1) | (-27.5, -11.4)

2/\BPPG* (mg/dL)

EiR (H918) 308.0 284.8 293.6
WERE L (WIEFFB?) —-67.5 -65.1 -14.1
RZREER (REFIIE?) -53.3" -51.0"

(95% ClI) (-71.1,-85.6) | (-68.7, -33.2)

B2E (kg)

EiR (H9E) 84.8 87.8 86.4
RERE L (REFHIIEY) -0.1 0.1 1.6
MLREZER (RETIIE?) -1.8" -1.6'
(95% ClI) (-2.6,-1.0) | (-2.3,-0.8)

£ DPP4 D% (Sitagliptin) B3X#E Metformin

EBLERE | N=223" ] - [ N=224"

HbA1c (%)

EiR (F9E) 7.90 - 7.97
WEHRE L (REHIIEY) -0.45 - 0.04
MLEEER (RETIIET) -0.48" ~

(95% ClI) (-0.62, -0.34)

EFHbA1c=0.7% BIBEB DL 0 0
(RESAL) 35.4% - 16.6%

FPG (mg/dL)

EiR (H918) 161.7 - 163.1
%24 BIFHEEIRE Y,

(RETSEY) 241 B 38
MLEEER (RETIIET) -27.9" ~

(95% Cl) (-34.5,-21.4)

BES (kg)

EiR (H98) 91.02 - 89.23

WERE L (MEHIIE?) —2.14 - -0.26

MLHEER (RETIE?) -1.89" ~

(95% ClI) (-2.37, -1.40)
RRERHMEEARRD 2BOIRMEMEE

EESEIRE | N=194' [ N=211" [N=193'

HbA1c (%)

EiR (H98) 8.6 8.6 8.5
REHRE L (RIEFIIET) -0.9 -0.8 -0.3
RZREER (REFIE?) -0.6" -0.5"

(95% ClI) (-0.7,-0.5) | (-0.7,-0.4)

FPG (mg/dL)

EiR (H9E) 173.7 NTH 170.0
REHRE L (REHIE?) -21.7 NTH 3.3
MLHEEER (RETIIE?) -25.0" NTH

(95% ClI) (-34.3,-15.8)

B85 (kg)

EiR (F9E) 94.6 93.2 94.2
WERE L (MEHIIEY) -1.7 -1.0 0.0
MLHEER (WETIE?) -1.77 -1.0'

(95% Cl) (-2.2,-1.2) | (-1.5,-0.5)

* LOCF : IR BB (HEMESSENA) siHEE -

T BEFANED RERBBEIREFTEMRE D BRIEEES -

¥ WERERENS)\ P IBER S AR -

S WEIRBRENS )\ PHPSEERR B ERASE -

T BN ZRE > pfB< 0.0001 -

" BB K HERE 75 RORBEREMEHEE (OGTT) MIRFE -

e SHREMER 1 BEEEY) -

T ARERRZRIH - pfB<0.05 ¢

FNT : RIETVRIE - IRERASIEFRE » RESERIMET LRBENERE -

14.7 EE_RRRHRESNEBIEEAREDER
A—BEPEBNEREHNBRRATSHRED (252 2B B EFITeGFR 45mL/
min/1.73 m?) F}M& Forxiga VBN - 7EARTAZRD » Forxiga REETVEMN - 1£55 24
§8Forxiga 5mg (n=83) #110mg (n=82) M& LW EWIEFIIHbA1c L E 2
-0.1% (95% CI [-0.4%, 0.2%]) °

16 BE/BENERE
25
(& 14) 3 Forxiga (dapagliflozin) $EmEIEVZERFIIRES28% -
CLLIE TR, A seRlEE B
t, | —muEs .
5mg BE €0 B ST “1427" 2R x145EI85B=
- e | —EAE0 e
10mg ER -7 ST “1428" 2F x14iRi8BmEE
FRERRE
BEEHR30°CLAT »
17 SEREEBEY
g8

SHES Forxiga BEERBIERIEMORER - R2SNBEMIETRE
188 - REBEE - EHIERIMAEF HbA1CRIE ~ HBIFRIBEMAEFIS IR - 2L
REMOBRAAZENERM - BHTESERDBDRMES - HI0EE - T
LT - ARPER KL -

BEEBBRYBRETIRA Forxiga - WRGLCRE @ BRBZSRILRITRIRE
iR - BEEI T —RIRERR » BIBHGERA » IRT—IRERB-EIRE - BEEST
BER—HRIRAES Forxiga BIE -

SHEBSEA Forxiga B RNTNRREREIEHRHERR - SIBNARIBRER -
BERBURES TN EIES  2UERBAERAS - RIZDVERE
Forxiga7EiTiReE _HAFIE =i RE RO SHERIEE -
BERSWRIEERDDIITEREGY - BURLBKNERAS - TAE Forxiga 2
SOWEGHD : R - RIBBDWERBUR » Forxiga TEHIZBIDBREM

Bs -

{Em/E

SHBEEF Forxiga TREFEEARIHEMR - RFMPINRBRERER IS
BRAS (REBIEEFE (5.1)] - SNBSS KTESBNENRRE - Z2E
EVES08I/REE -

T EERRR (PN EEE)

SHLMBETESREREETRRR - RHEMARERSERIERITESR
B - ISSPTEREE - DIROEFE (REBINERERE(56)] °

RS

SAEBE LA Dapaglifiozin BIREB D SRS - SHMROSHEREE (BER
I~ IR0E - BE7E - £5E] - WIREE) @ EEESRENN (ETEER) TTRL
& BiEIEEREAs (REBINEEFR (5.2)]
SHTETEFERBORIBRAR - RIFMPIRBRERERNER - 2E2OFINR
LIREEEREIEREEZE (REEBERER (55)] °

SHEIERHERR (FINBEREENK)

SHEEB M TR EETBRIDIRR (PINBENXKNBABLK) - THEER
PHBE - RIFMPIBEXFEBRRLK (BRTEE RSB HALE ) EEARFE
SHER - IBEMIYERRIE - DROISHE (REBVITFR (5.6)]
BRI

SHES Forxiga BEREBHRE (WSMZHMEKE) RS - BEES 1A
BRECIESEBRENMEEXENERKES - TEHIERE - BRIEHB
FRTIE8ET -

SHBSIEBRECTART ROMRINSKEM TR BB ERER -
BRERE

EBRELEAEE - BRFE Forxiga IBERRAEEATE 2BE -
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& & M : Bristol-Myers Squibb Company
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