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2. 100% Response Rate to Galcanezumab in Patients With Episodic Migraine: A Post Hoc
Analysis of the Results From Phase 3, Randomized, Double-Blind, Placebo-Controlled
EVOLVE-1 and EVOLVE-2 Studies. Headache. 2018 Oct; 58(9): 1347 - 1357.

3. Phase 3 Studies (EVOLVE-1 & EVOLVE-2) of Galcanezumab in Episodic Migraine:
Subgroup Analyses of Efficacy by Low-Versus High-Frequency of Migraine Headaches
(S17.003).Neurology. 2019 April; 92 (15 Supplement).
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Levodopa #47] | Levodopa/ Madopar 100/25 mg TID 200/50 mg 0

Benserazide

Levodopa/ Madopar HBS 100/25 mg TID 100/25 mg LR

Benserazide

Levodopa/ Sinemet 100/25 mg TID 100/25 mg W2, ()
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(Armstrong et al., fig. 3, p. 553)
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2. GBD 2016 Parkinson” s Disease Collaborators. Global, regional, and national burden of
Parkinson’ s disease, 1990-2016: a systematic analysis for the Global Burden of Disease
Study 2016. Lancet Neurol. 2018

3. Kouli A, Torsney KM, Kuan WL. Parkinson” s Disease: Etiology, Neuropathology, and
Pathogenesis. In: Stoker TB, Greenland JC, eds. Parkinson” s Disease: Pathogenesis and
Clinical Aspects [Internet]. Brisbane, Australia: Codon Publications; 2018.
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£ NEIM 2020 4 10 A FPEHIEAT]F » 5 —$+¥f Dapagliflozin #EFTHIRAIEGEA
5 o sABRSBIE TR R ESE UM - LR - ABEMIRE - RONEH Nz
FEREREE H. eGER 712 25-75 ml/ min/ 1.73m2 #Y R » FEH252UEARY ACE inhibitor 5%
ARB inhibitor & E45ZET% » BB Y EHI4H 73 5 ] Dapagliflozin 5z Placebo J&%5¢ < (5
R KRFR2)

Table 2. Primary and Secondary Outcomes and Adverse Events of Special Interest.”

Outcome Dapagliflozin Placebo Hazard Ratio (95% Cl) P Value

events/100 events/100
no.ftotal no. (%) patient-yr no. ftotal no. (%) patient-yr

Primary outcome

Primary composite outcome 1972152 (9.2) 4.6 312/2152 (14.5) 75 0.61 {0.51-0.72) <0.001
Decline in estimated GFR of 250% 1122152 (5.2) 26 201/2152 (9.3) 48 0.53 (0.42-0.67) NA
End-stage kidney disease 109/2152 (5.1) 25 161/2152 (7.5) 38 0.64 (0.50-0.82) NA

Estimated GFR of <15 ml/min/1.73 m? 84/2152 (3.9) 1.9 120/2152 (5.6) 28 0.67 (0.51-0.88) NA
Long-term dialysis{ 68/2152 (3.2) 1.5 99/2152 (4.6) 22 0.66 (0.48-0.90) NA
Kidney transplantation{ 3/2152 (0.1) 0.1 8/2152 (0.4) 0.2 — NA
Death from renal causes 2/2152 (<0.1) 0.0 6/2152 (0.3) 0.1 — NA
Death from cardiovascular causes 65/2152 (3.0) 14 80/2152 (3.7) 1.7 0.81 (0.58-1.12) NA

Secondary outcomes

Composite of decline in estimated GFR of =50%, end-stage kidney 142/2152 (6.6) 33 243/2152 (11.3) 58 0.56 (0.45-0.68) <0.001

disease, or death from renal causes

Composite of death from cardiovascular causes or hospitalization 10072152 (4.6) 2.2 138/2152 (6.4) 30 0.71 (0.55-0.92) 0.009

for heart failure

Death from any cause 101/2152 (4.7) 2.2 146/2152 (6.8) 31 0.69 (0.53-0.88) 0.004

Safety outcomes

Discontinuation of regimen due to adverse event 118/2149 (5.5) — 12372149 (5.7) — — 0.79

Any serious adverse event 633/2149 (29.5) — 729/2149 (33.9) — - 0.002

Adverse events of interest
Amputation§ 35/2149 (1.6) — 39/2149 (1.8) — — 0.73
Any definite or probable diabetic ketoacidosis 0/2149 — 2/2149 (<0.1) — — 0.50
Fractureq 85/2149 (4.0) S 69/2149 (3.2) = = 0.22
Renal-related adverse eventy 155/2149 (7.2) - 188/2149 (8.7) - — 0.07
Major hypoglycemial 14/2149 (0.7) — 28/2149 (1.3) — — 0.04
Volume depletion 127/2149 (5.9) — 9072149 (4.2) — — 0.01

* NA denotes not applicable because P values for efficacy outcomes are reported only for outcomes that were included in the hierarchical testing strategy,

i For the composite of long-term dialysis or kidney transplantation, there were 69 outcome events in the dapagliflozin group and 100 outcome events in the placebo group (hazard ratio,
0.66; 95% Cl, 0.49 to 0.90).

i Safety analyses included all the participants who had undergone randomization and received at least one dose of dapagliflozin or placebo.

§ Shown are cases of surgical amputation or spontaneous or nonsurgical amputation, excluding amputation due to trauma.

9 These outcomes are based on a predefined list of preferred terms.

| The following criteria were confirmed by the investigator: symptoms of severe impairment in consciousness or behavior, need of external assistance, intervention to treat hypoglycemia,
and prompt recovery from acute symptoms after the intervention.

1~ WisesE DR  [# A Dapagliflozin #Y9% A ELAE(E A Placebo FYIE A > RN EmEfEfF
RETEE TR R ENEREEIECE I EFELFIEER -
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A Primary Composite Outcome

B Renal-Specific Composite Outcome

249 Hazard ratio, 0.61 (95% CI, 0.51-0.72) 209 Hazard ratio, 0.56 (95% Cl, 0.45-0.68)
100 50 P<0.001 1004 | P<0001
w0 e Placebo L9 Placebo
X 80 & 80 12
g g0 ' 8 704 4l
5 £ 8
© 60 L ol < 60
E sl Dapagliflozin E sod 4 Dapaglifiozin
@ @
'% 04 o T T T T T T T 1 'é 4090 o T T T T T T T 1
£ 30 0 4 8 12 16 20 24 28 32 < 304 0 4 8 12 16 20 24 28 32
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0 4 8 12 16 20 24 28 32 0 4 8 12 16 20 24 28 32
Meonths since Randomization Months since Randomization
No. at Risk No. at Risk
Placebo 2152 1993 1936 1858 1791 1664 1232 774 270 Placebo 2152 1993 1936 1858 1791 1664 1232 774 270
Dapaglifiozin 2152 2001 1955 1898 1841 1701 1288 831 309 Dapaglifiozin 2152 2001 1955 1898 1841 1701 1288 831 309

C Composite of Death from Cardiovascular Causes or Hospitalization

D Death from Any Cause
for Heart Failure

Dapaglifiozin 2152 2035 2021 2003 1975 1895 1502 1003 384

109 Hazard ratio, 0.71 (95% CI, 0.55-0.92) 129 Hazard ratio, 0.69 (95% Cl, 0.53-0.88)
100 P=0.009 100~ 0] P=0.004
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Months since Randomization Months since Randomization
No. at Risk No. at Risk
Placebo 2152 2023 1989 1957 1927 1853 1451 976 360 Placebo 2152 2035 2018 1993 1972 1902 1502 1009 379

Dapagliflozin 2152 2039 2029 2017 1998 1925 1531 1028 398
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Table 2. Primary End Point and Secondary End Points.*

tions for HF, and urgent visits for HF

tions, and nonfatal strokes

Major secondary end points, in order of hierarchical testing

Sotagliflozin Placebo Hazard Ratio
End Point (N=5292) (N=5292) (95% Cl)f P Value
no. of events/100 patient-yr
(no. of events)
Primary end point: total no. of deaths from cardiovascular causes, hospitaliza- 5.6 (400) 7.5(530) 0.74 (0.63-0.88) <0.001

Total no. or hospitalizations for HF and urgent visits for HF 3.5 (245) 5.1 (360) 0.67 (0.55-0.82) <0.001

Deaths from cardiovascular causes 2.2 (155) 2.4(170)  0.90 (0.73-1.12)  0.35%

Total no. of deaths from cardiovascular causes, hospitalizations for HF, non- 7.6 (541) 10.4 (738) 0.72 (0.63-0.83) —
fatal myocardial infarctions, and nonfatal strokes

Total no. of deaths from cardiovascular causes, hospitalizations for HF, ur- 6.4 (453) 8.3 (589) 0.76 (0.65-0.89) —
gent visits for HF, and events of HF during hospitalization

First occurrence of a sustained decrease of 250% in the eGFR from baseline 0.5 (37) 0.7 (52) 0.71 (0.46-1.08) —
for =30 days, long-term dialysis, renal transplantation, or sustained eGFR
of <15 ml/min/1.73 m? for =30 days

Deaths from any cause 3.5 (246) 3.5(246) 0.99 (0.83-1.18) —

Total no. of deaths from cardiovascular causes, nonfatal myocardial infarc- 4.8 (343) 6.3 (442) 0.77 (0.65-0.91) —

* The term eGFR denotes estimated glomerular filtration rate, and HF heart failure.
T Results are presented as point estimates and 95% confidence intervals unadjusted for multiple comparisons, from which no definite conclu-

sions regarding significant differences can be made.

I The hierarchical analysis stops after the first P value indicating nonsignificance.

2% 3 ~ LEi#E Sotagliflozin & Placebo {3 FH BB Z AV 45 S LL#s

BEP SGLT-2 inhibitor fmPEEEHH

it

4G

AE

=~z
I

FIH

Forxiga i £ Dapagliflozin 1. FELEEIE R Sme QD » R a[#E2E 10mg

2. eGFR < 45ml/ min/ 1.73m2 BN EE {5

3. ANEERAEZHVE I =P
Glyxambi 25/5 mg | Empagliflozin/ 1. eGFR < 45ml/ min/ 1.73m2 BEA @ z5
PENRPAAK$E | Linagliptin 2. Empagliflozin EFFREI (IS 72 5 4G R PR & KRR

TEEIN - FRTHESRAE R Z AlEE

Qterm 10/5 mg Dapagliflozin/ 1. eGFR < 45ml/ min/ 1.73m2 BEA @ z5
PENETRIEASE Saxagliptin

fEPREG (TR HE

5.1.5. SGLT-2 Il f HAZTT
1. Dapagliflozin (4 Forxiga) ~ empagliflozin (%[ Jardiance ) -~ canagliflozin ( %1 Canaglu)
ertugliflozin (401 Steglatro) & HEZEE T 1 HI °
2. Empagliflozin/ metformin #8735 (40 Jardiance Duo) SHEZLEETT 2 Al ©
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5.1.6.

3. Dapagliflozin/ metformin #8757 (% Xigduo XR) &FHEZEE T 1ML

1.

& empagliflozin & linagliptin 27 # 5848 (41 Glyxambi)
HPEREE 7 1L °

2. PR EREZ B K2 B &1 metformin » H £ empagliflozin 2 linagliptin j&# 2 /)

5.1.7.

1.

6 [BH - ML B EMHbAL) G 7.5%% -

4 dapagliflozin K saxagliptin 22 #8 J7#45% ( 41 Qtern)

THMREIT 1AL -

2. [RAREREZIB e 2 K& HY metformin » H{fF dapagliflozin B¢ saxagliptin J&H%E % /)

6 [BH - ML EREMHbALOIEH 7.5%% -

5.2. SGLT-2 flIfI7IEL DPP-4 IR e HAR 7 SR H A —AE (A -

SGLT-2 inhibitors FIAEMEFRIA B i & & b i A RUESE B e Is i AR - [F0F - 31
HIEIRF A BRI 5o T2 0e Y IR ER AT LTRSS AL C L B B i ABERYARSE © B[
iRf » SGLT-2 inhibitors t7 Al AE 8 BLPR FIsAETE 25 Fit ~ SEEREEe SR ERIFA
Iz (EAS B A PR A SR a e = - (B e 2 R R S A R -
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