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ABSTRACT

Background: Dapagliflozin is an oral selective inhibitor of sodium—glucose cotransporter 2(SGLT2), the kidney transporter chiefly
responsible for glucose reabsorption from the glomerular filtrate, Because this mechanism does not require the action of insulin,
dapagliflozin rarely causes hypoglycemia, Dapagliflozin may affect blood glucose control as well as blood pressure and the body
weight which are one of the cardiovascular disease risk factors, However, dehydration and ketoacidosis are reported as the side
effects of the dapagliflozin treatment and the safety issues have been occurred. The aim of this study is to analyze the effectiveness
and adverse events of dapagliflozin in Korean patients, Methods: From December 2014 to August 2015, we retrospectively reviewed
the electronic medical records of type 2 diabetes patients who were prescribed dapagliflozin at Severance Hospital, Results: A total
of 202 Korean patients were enrolled in this study. The effectiveness in the reduction of blood glucose was statistically
significant(p¢0.001). Dapagliflozin decreased 0.74% of HbAlc after 24 weeks, Significantly more participants achieved the target
HbA1c level(HbA1c(7%) after 24 weeks(n=42, 35.3%) than before taking dapagliflozin(n=21, 17.6%). Blood pressure decreased 5.7
mmHg systolic blood pressure(SBP), 1.9 mmHg diastolic blood pressure(DBP) after 24 weeks, More than one quarter of
participants(n=35, 29.4%) experienced weight loss, Most common adverse event was genitourinary symptoms, Conclusion: In this
study, the effectiveness of dapagliflozin in improving glycemic control, blood pressure control, and weight loss was statistically
significant, However, elderly and female patients, who have higher incidence of adverse events, should use dapagliflozin cautiously,
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Fig. 1. Patients selection criteria. (TAE: adverse events)
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Table 1. Baseline characteristics of patients

Take dapagliflozin
over 24 weeks(n=119)

Stop taking dapagliflozin
within 24 weeks(n=83)

Stop taking dapagliflozin
within 24 weeks due to AET(n=34)

Age, years meantSD 52.6+£12.2

56.4+11.8

60.9£11.4

33 33

29
10
8

Patient distribution

27

13

6 6
by age
6
0
| B B ...
20's 30's 40's 50's 60's 70's 20's 30's 40's 50's 60's 70 20's 30's 40's 50's 60's 70
Men 63 (52.9%) 15 (44.1%) 48 (57.8%)
Gender
Women 56 (47.1%) 19 (55.9%) 35 (42.2%)
TAE: adverse events
oME 34 S ARk AL Bkth EebdsiAE W QA Aq)

S3= S+ F o E5 angiotensin converting enzyme
inhibitors(®]&} ACE-Is), angiotensin II receptor blockers(®]
3} ARBs)2] 80| 7P 29k 1, calcium channel blockers,
thiazide ©]x=4, beta blockers7} 71 | = o] tHTable 2).

£ aApiXE gd 28 a3 4
bAlc, 5 BFEETFE, 215 2

sl= 2519t B HbAlc 4

Table 2. Patterns of concomitant freatment of diabetes mellitus and hypertension

=5 ¢J3l dapaglifiozin &

Take dapagliflozin over Stop taking dapagiliflozin
within 24 weeks(n=83)

24 weeks(n=119)

Stop taking dapagliflozin

within 24 weeks due to AET(n=34)

Type of diabetes mellitus treatment, n (%)

Oral antihyperglycemic agent 100 (84) 72 (86.7) 29 (85.3)
Oral antihyperglycemic agent + insulin 19 (16) 11 (13.3) 5 (14.7)
Number of oral antihyperglycemic agents, n (%)
1 1 (0.84) 6 (7.2) 3 (8.8)
2 50 (42.0) 17 (14.7) 6 (17.6)
3 45 (37.8) 26 (31.3) 7 (20.¢)
>4 23 (19.3) 18 (21.7) 8 (23.5)
Type of concomitant oral antihyperglycemic agents, n (%)*
Metformin 108 (90.8) 71 (85.5) 29 (85.3)
Sulfonylurea 72 (60.5) 39 (47.0) 19 (54.3)
DPP4 inhibitor 28 (23.5) 34 (41.0) 13 (37.1)
Thiazolidinedione 5 (4.2) 3 (3.4) 2 (5.7)
Acarbose 5 (4.2) - -
Hypertension, n (%) 74 (62) 40 (48.2) 16 (45.7)
Type of concomitant antihypertensive agents, n (%)*
ACE-Is or ARBs 50 (42.0) 30 (36.1) 13 (37.1)
Calcium channel blockers 17 (14.2) 19 (22.9) 8 (22.9)
Thiazide diuretics 8 (6.7) 10 (12.0) 5 (13.5)
Beta blockers 3 (2.5) 5 (6.0) 4 (11.4)
Loop diuretics 2 (1.7) 1(1.2) -
K-sparing diuretics 2 (1.7) 2 (2.4) -

*duplicate possible
TAE: adverse events
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Table 3. Clinical indicators changes before vs. after dapagliflozin (n=119)

Before taking dapagliflozin After taking dapagliflozin (24~36weeks) P-value
HbA1lc, meantSD (%) 8.17+1.34 7.43+£1.02 <0.001
Fasting plasma glucose, meanSD (mg/dL) 159.48+47.68 129.32+32.25 0.002
2-h postprandial glucose, meantSD (mg/dL) 243.74+43.45 194.54+57.53 <0.001
Blood pressure
SBP, mean*SD (mmHg) 125.94+12.88 120.27+13.46 0.001
DBP, meaniSD (mmHg) 75.78+10.34 73.12+10.60 0.063

7.43+1.02%% FAACE frolshAl 74:813tHp<0.001, Table
3). A= B E3jol|A] 778 E3E HbAle 73121 7.0% wIvk
of] =23l SIS dapagliflozin E-8 A 217 (17.6%)0l A E-&
245 & AY(353%)0E FAKCRE feofdt T BEAth
(p<0.001, Fig. 2). T35 &Z°] 7-9- dapagliflozin 5-& 7 159.48+
47.68 mg/dLollA] B-& 245 F 1293243225 mg/dLE 30.16 mg/
dL 74319907 (p=0.002), 215 2717t e 58 7 24374+
43.45 mg/dLoX] B-& 245 3 194.54+57.53 mg/dLE 49.20 mg/
dL 7438} tKp<0.001, Table 3).

Dapaglilfozin®] A87A 23t @A YT} Aol v
A= GeFe AME Ay $%7] "2 dapagliflozin £-8 A
125.94+12.88 mmHgol| A B-8 247 3 120.27+13.46 mmHg=
5.67 mmHg 743813 1. (p=0.001), ©]$+7] EUX= dapagliflozin
E-8 A 75.78+10.34 mmHgol| A E-§- 245 3 73.12+10.60 mmHg
Z 2.66 mmHg 243} tHp=0.063, Table 3). Dapagliflozin 28

m\Weight loss B Maintenance or weight gain

24 weeks

=

(n=119, p<0.001)

5

BHbAlC<T%
®HbAlc27%

(n=119, p<0.05)

Fig. 2. Changes in ratio of HbA1c<7% patients after take
dapagliflozin.
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Fig. 3. The number and distribution of weight loss patients according to sex and age.
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Unknown
Urinary symptoms s 11 (32.3%)
Fatigue | 4 (11.8%)
3 (8.8%)
3 (8.8%)

49 (59.0%)

Deterioration of renal function
Hypoglycemia

Blood glucose control problem 259%)
GI symptoms 2(5.9%)

Itching 2(5.9%)

Appetite loss 2(5.9%)

Fever 2 (5.9%)

Refuse to take 2(5.9%)

Weight loss 2 (5.9%)

Fig. 4. Causes of discontinue dapagliflozin (n=83, duplicate
possible).
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