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DFvaAFT I FNIUTOTY 1medt
IS titeE
Z5Eh
@ SavTa PO B @ S B searEr
I I T { T T T T T T I I
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i ol ofi - L=y
3 1 1 —HbAc %65 10 L 1=
™A T™ |8 AL TETM_” # 8 L=
t—1 5 —HbAc %6.5 10 —
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n 24 LOCF ~ %31 { HbAl#s7 - =V -
n 24 LOCF - %1 A —20 ' wfi YlF—
[0} X
HbAlez D @' wafi Ya|-—
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24— %N
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+ + 0.629 + 0718 + 0611
24— 7.42 7.08 7.00
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22 @ wfi Yli— T -0.06 -0.41 -0.45
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(%) TSER(n=87)
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HbAle-Z D @' wafi ¥ |F— 1 - LOCF
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HbAlc 7 - oV -
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2/ 4 4417 1357 #Nfesk' vW 188 < ==
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90 2 NC NC 2 NC NC
* < HbAlc  — - A{p ANCOVA
HbAle 1 skt ovw o< —

NC > 18 FAS full analysis set
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Al A2 A3
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2000 11.7/100 n 19.2/100 0 0.57
109/ 500 159 485 0.45,0.73
/
4 < =82 - - # «82) @ wafi — eGFR -V Cox t@md):=

59




o ¢ D 38 MB102054 8L ® 32

J - ofi s 00 % ne @ 2 &L
~ 8 _ J AL =y 9
¢ @ i 8 sk' sw s 8
4 ~ | ofise Dl % o= 0 2
s k' W 132 5mg 128
1 18 - | -2
2 - A
a 'I| - d = ™My ™ dL 3
- 4L 5 tVisHo™ | - -
dL og 1 = ™My ™
N BMPs45.0 kg/m? 1 aak w» %1.0 ng/mL  # N 8 «
fij. D0 % HbAlc 7.5 10.5 —
4 —-122 - L 5 — s | £ 14
L a= 18 - 4 —4 - - &L v
# L 5mg |k ¥wW - - re/ 441
1 24 oV 9
Al | wEg S
@®x148z0)| (428) (288)
TS tme
by Lr (Bl ir § A JARAR B
@ i B ®
I T T 1T T T T T T { {
B -6 -2 012 4 8 12 16 20 24 28
®:aan @ mEni
24 LOCF - %1 { HbAle 72 @' wafi % |t—
n 24 LOCFr %51 | —22 ® wfi Yslf—
n 24 LOCF~ %1 A ofise i HbAlc 7
J_L <=:"\/ -_
[0} X
HbAle- 2D ®' wafi Yo|-—
24 —HbAleZ D ' wafi Wlt— T 8
5mg -1.04 #8k' ¥W <— |-075 #Nofsk' W < =
= 0 % k|4 v p 0.0001 °

60




TSER(=132)

(°/8> —e— ¥/UT0YEmg(n=128)
N—R54/Y
-0.21 EHEHRERE (%)
TSR 8.35+0.95
F)\JU70I>5mg 8.14+0.74
-04
g
1t -06-
=
—-0.81
7].0—
BEEH TAIZAL R (95%C)
FAS
—1.21 (BMIBLAF21—FBEB DT —5EHR)
T T T T T T T *:p<0.0001
0 4 8 12 16 20 24 GB) (vs.75tziR. Dunnetti&iE)
T3k 132 125 127 127 127 127 127
HIJ0Yv6mg 128 19 122 122 122 122 122
HbAle-Z D @' wufi % |F— 1 - LOCF
(o] X
HbAlc 7 = =V -
24 - 4 -V - | 5mg 426 # Ne
!
ek’ ¥wW 213 ~ - - Y% Vv p 0.0001 ¢
! .
—70 @' wmfi Ylt—
1 .
24— —ZD0 ® wafi Yl|— 1
1
| & 5mg -25.1mg/dL# N & k * ¥ W 25mg/dL- = 0
3 LJ ™A d L 9
Yoy |F4 V M4 Lp o0.0001 '
1 I—%T-I —Z D ® i 1/8|If— T
!
| & 5mg #-20.6mg/dL# Nef 8 k' ¥ W  02mg/dL <
- LJ _ —
o= 4y 0 Yo k4 v /= 5mg
| ae e A R
ZS5tR(in=132)
/
(mfodf) —e— #/WWUTOYYEmE (n=128)
o ;
N—=AFA
2 TEHRERZE (me/dL)
04 TS5tzm 167.131x42.78
—2 4 S))7035mg 154.37+31.68
76,
710_
E
£ —144
E
718_
782_
728,
_ao_
—344 %EA%‘EE:@QEWEQS%CI)
—38 (BIELAF1—FERDOT—5 =)
L T T T T T T #:p<0.0001
o122 4 8 12 16 20 24 GB) (vs. 75K, Dunnetti&®)
77t % 2 131 131 131 131 131 131
A1tU70Y/5mg 127 127 . 127 127 127 127
—zd2 o mfi - T - LOCF

61




(o] X

!

- | 5mg 15.6 20/128 &k ' ¥ W 144  19/132
£ Nef v ©
o | 5mg 0.8 1128 -~ kv
%3 5mg 1 8k' ¥W 2 EIRVA -
| oo -V | oY) Vo
k' v w 5mg
132 128
84 63.6 79 6L7
2 15 1 08
| 85 64.4 79 617
19 14.4 20 156
- Y 0 0
0 2 15 5 3.9
0 0 1 08
N 0 0 1 08
I 1 0.8 3 23
J v 0 0
MedDRA ver.15.0
T @t D —e0ad 5
n Fa™ | 8 j/Bllf 4 3% oy LA - 50
n 0 | & Ya |E 30 g#- eV L o
n a < o= t .J||\/ —q° 8 8 a 8
0o e SR - - a44c
B — o mmb fi ®@— - [ = —52/3=| v ©
— d —v k- Ys |||=— s o) 8 lg=
- H %54mgldL  #£8 ~i «D @ | ~i oofi - |+
- b
— - o ™38 1/s|||=— _ L Fo™
o= | - | %63 mgidL = | ve= %63
mg/dL  —
= oV wE % g% : ifom

62




o) vi Ffi

¢ D 28 MB102014

33

35

o) vi Ffi MET # file i % 02
L -8 MEZ oV %— - d — oV o
I 8 s k' yW 8 8
MET # file D % 02
s k' ¥W MET 137 s 2.5 mg MET 137 8 5mg MET
137 8 10 mg MET 135
0 24 x
# L' vy w MET® 25mge 5mg 10mg MET ~
- te/ 4411 ~24 Ve
0 78 x
- =My L e -
| MEF | Vo A==— #£8Ho=~' a4cfil5 mg | =
-:::::-iW?)or—“--” " @c* o4 ez L™ << ovog Vs
Ho = a¢fi — L < ove
24 LOCFr- %1 { HbAle z D @' wafi ¥|-—
n 24 LOCF - %51 | —70 ©® wafi Ylf—
n 24 LOCF 214 —Z2 @' wafi Y%|—
n 24 LOCF ~ %1 A ofis. i HbAlc 7
AL
n 102 %1 { HbAleZ D @ wafi Yo|—
n 102~ %1 —Z) @ wali Yo|—
n 102~ %1 ofi Jo D HbAlc 7 4
o —
0 in X
25 mg 10 mg MET | - - —v k o0 ™9
HbAlez D @' wafi % |-—
24  —HbAlezZ)Dd @' wmfi Ys|— T 8
5mg MET-0.70 #Ne§ 8 k' ¥W MET-0.30 < o= o
%7 |4 v p 0.0001 °
102 - %1 { HbAleZ D ®' wmfi Ya|— T
8 —A==— ~%mM=sk ! ¥ W MET < -8
5mg MET # |4 %o Y%y |F4l v ©
102 —HbAlez) ©' wafi Ys|— 1 - %
k' ¥W MET<— | 5mg MET-0.60 95 CI -0.89,
-0.31 #No V°
5mg MET - %31 { HbAle | ® 102 5% =V o

63



TSER+MET(n=137)

(%) L SR
02- —e— ¥/(JU70Y/5mg+MET (n=137)
04 N—=R54Y
FHOfEHIRERRE (%)
TSEARAMET 8.1240.96

&)\JU70I5mg+MET  8.17+0.96

-044

oKt

—-0.64

-0.84

=T1.05
REEHTHZE(LE (95%CI)
FAS
-1.21 (BIMABLURAF1—FoEER DT —57Z2FRL)
T T T T T T T T *:p<0.0001

L T
04812162024 37 50 63 76 89 102 GB) (vs. 75t ANCOVA)

) % 7 & 4 ;] 3
31128 8 116 9: 8 8 5 7

HbAlez > o' wfi %|l— 7 - 102
0 n X
HbAlc 7 - oV —
248 508 76 4 102 ~ 4L oy - | 8 k' ¥
W MET < -8 5mg MET 2 %f v © 102 —
5mg MET<k' ¥W MET<— |8 24 <
24 11.8 8 102 11.0  #No V °

—723 @' wmfi Yl|—
24— —z2 0 mfi |- T
| & 5mg MET -1.19 mmol/L# Nef ¢ k' ¥W MET< ==
0 % EJ{v p 0.0001 ¢

! .
—ZD ® wafi Y%|— - = ™M= 8 5mg MET
| 1 - 0 % Efdes — L 4y -8
1
%/ 8 12 rk J2r oV?©
(mmol/L)
044 JSER+MET (n=137)
024 T - —e— ¥)JUT0YY5mE+MET (n=137)
O..
-0.24 R=R5LY
TIERERE (mmol/L)
-04 TSR+MET 9.19+257
FI\JU70I/5me+MET 9.39+2.72
Z -06-
1t
g -084 *
,‘1 O -
1o
-1.44
=167 WERH TS LB (95%C)
184 FAS
(BSMABL 2 2 — R DT — P HRR<)
T T T T T T T T T *:p<0.0001
012 4 8 12 16 20 24 () (vs. IS, Dunnett&E)
1368 136 136 136
138 136 138 136
Y lk— 1 - 24 LOCF

64



(o] X
— | ¢ 5mg MET 241 33137 8k' ¥W MET
204 28/137 £ No Vo
0 | 5mg MET 1.5 2137 ~ EJ{voe
% 14V | k' ¥W MET58 8137 8 5
mg MET 5.1 7/137 £No vo 60 — Vs -
L oV e — %k' ¥W MET1 5mg MET
2 8/ — — %k' ¥W MET8 8 5mg MET 6 # Nof ®
— | o %[ Ve 0 < t 9V s |
- [V | EZI
k' ¥w MET 5mg MET
137 137
111 810 111 810
8 5.8 7 5.1
| 111 810 111 810
28 20.4 33 24.1
- [V 1 07 0
0 14 10.2 9 66
o 3 22 2 15
Iv o 6 4.4 1 07
- [V 9 6.6 5 3.6
I 0 0
MedDRA ver.13.0
T @t D —edad 5
n £a™ 4 | & Ya |- 4 F#r- ey L_d
[ I=\/9
n 0 | @ % |k 30 g#- v L - kyoe
n 0 < o= vV -8 8 8 A 8
0 8 - I — = kv 4 3%~ td v
|A=Ea 9 Eyo
B — ¢ mmb fi ®— - [ = —< %4 VA
— d —v k- 1/s|||=— Y8 o) 8 lg=
- |H| %54mg/dL %8 ~i «D> @ | ~i oofi - |
- A
_ — o ™38 l/sllf_ _ JL T 0 ™
Yo= | - H %63 mg/dL  ® Yo= %63
mg/dL  —
= — oV w} % i %" : i fom
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2 4L < oV i D1692C00012  * °°
=| | o= ™ # ofise 20 % 0
2 AL ~ 8 i < =/
< %— 4 4 PRV
¢ @ i 8 8 8oK=i 2k 8 ¢7
—_ G 8
4 | o= ™ @ vai » « ¢S od
k#oi Ak #5232 ¢4 ¢ DPP4 €8 d--1 o b2
Cd-GI€e o) vi Ffi EMEES® #s o ofi @ TZLE & —
fi @ fi ¢GLie L <o | GLP1 ¢ GLP1 3
# «fise D % 0 2
8 249 8 479 ¢ SU 122 & DPP4 62 8
d-Gl 61 8 MET71 8 TZD64 8 GLI 49 8 GLP1 50 €
1 20 - | -2
2 =™Aq % A
(o] X
R Lor=mome | {6 -
TZD — L o1=m
(o] X
n 8 8 # Nef SU DPP4 e -
GIEMETGLI | GLP1 — #
4 ;= TM-”
a 12 8Ho ~! o ofid #
— L 4= T'V'-”
3 HbAck — L o=
o] X
no 1 —HbAc %6.5 10 Loy
= ™My ™ |88 L TETM_” %8
-1 5 —HbAc %6.5 10 -
o] X
noo 1 —HbAc %6.5 10 % s
-1 5 —HbAc %6.5 10 -
1 4 im0 )0 @8 —«fis. D
i — 8 %240mg/dlE: 4 4 8 BM#s4Skg/m? 8
8 ¢ TSHe % kv
2 eGFRs45 mL/ 8 <7 = H Afi ¥ # 1.5mg/dLs®
£ 1.4 mg/dLd 4 e s i KFfi/e™ = W afi %1800
myg s fe % LRV
3 0 8 o — 8 ¢ Uiy fi %2mg/dL
| R .” 8 8 8 _
s % LV
4 e] 8 a — 8
%160 mmHg ® %100mmHg % k|4 v
5 n Z:-. ffie #10g/dL? £9
gdL s 8 Zz=~. ffi o 8
e % Ll v
6 — e
7 <"« Hafid gl s % -3 & 4=
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FoR#D® <7 s afiend e % kI
J
v
8 s | - _
9 TZD 8 Al 0l ) B!
R'#r8y ov ovED . 8 i oy pfis g >
- 00— 5 i ® L =]
4 < L~ 5mgt 4 -8 £1
1 ~52 eV 9 12 -~ HbA1%:7.5 4 48
Yo= - o™ |8 &L 5 mgs |k 10 mgf =V °
410 mg- -=8 8 24 %|-52 - HbAl#:8
L= 8 - " @« D - L eV o
- H S Y Il L 12 | = LHbALc
%8 &L 4= - | e - & -V e
B S5E
24— 511770 5mg #)\7U709> 5~10mg
7 Oxwva BA
HARS | FONHRR | HARS BRI ésm,ﬁﬁﬁaj
I 1 I 1 LI I 1 I I 1 I 1 I I I 1
B2 -10 -7 -4 =10 4 8 12 16 20 24 32 40 48 52 55
Visit 1 2 3 4 56 8= 9 10 11 12 13 14 15 16 17 18

#* HEANBICERRSREZEALTUCREDH . Drva P OMIBZRET &. TNLADOEEE. O1va
TFOEIFSRESN T BRI SEREARBBICETT D,
wk  RIRES IO RS SR TV DT, BT S TIIRR 7 (55 158) [FRESUFL.

ARS8

#1\Jyz0 5~10mg

#11JU70J7 5mg
BREHMRmLESE(RE—E)

\ A=
) BA
®© wm | SRR I
I T LI T T T T T T T T T T T 1
3 -6 -4 -10 1™ 4 8 12 16 20 =24 32 40 48 52 55
Visit b 4 56 7 8 ¢ 10 11 12 13 14 15 16 17 18

# S INTUT0T Y DRSHREHIIC. BACHDMERE TEEZ - ERBTRSTNTLDHENH D (SU.GLI
MET. a-Gl. DPP-4BEZFZERUGLP- 1 {EBZFEIC DWWTF8BELLE. TZDICDWTIF 1 238/ )
w7 (8813813, GLP- 1 {EBREHAD Y T I —TDHFHT B,
s | ERHSFEIRRS SRR TLSICH. AR S TIERR2 MU 3FRES L.

® e @ rswm

8 8 8 P w2 i O mmfi 8 8
n 52 LOCF - 251 { HbAleZ D ®' wafi ¥ |-—
n 24 152 LOCF~ %31 { HbAl#s7 - =V
n 52 LOCF~ %1 —70 ' wfi Yalf—
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HbAlez D @' wmfi Ys|lt—

_ 1 < — ~ |F4 & HbAle =V
Y% E|d Vo 52 —HbAlezD ® wafi Y|—
| & £ -0.66 #-0.68 <
|
- % ™= 8 - - 'f|r|'| = HbAlc % k|t
4 Ve 52 —HbAleZ D ® wafi Yl|F— % L
%Y%) Vv —| TZD -086 #8 L 1% v—|GLP1
-0.49  #Ng V°
HbAleZ D @' wafi Y |— | ® . <
I'L'_ 12 =| $ 8 52 =| ';" ?/8 o= TM-\/9
- 21 —HbAlez D o' wmfi Wl|F—
— ~25™= lLs — % |IfJI|\/9
HbAlc NGSP —z D o' wafi % |t— 52 LOCF
2D @ wafi
Z) @ wafi 0 Yo |E— _
* + 95 Cl
+
_ 7.72+ 0.843 7.05+ 0.790 -0.68+ 0.702 -0.73,-0.62
n=726
_ 7.53+ 0.761 6.87+ 0.717 -0.66% 0.711 -0.75,-0.57
n=249
_ 7.82+ 0.866 7.14+ 0.810 -0.68+ 0.699 -0.75,-0.62
n=477
n-SlLéz 8.02+ 0.842 7.37+ 0.823 -0.65+ 0.704 -0.78,-0.52
DPP4
7.80+ 0.909 7.20% 0.826 -0.60+ 0.566 -0.74,-0.45
n=62
d;]:gll 7.59+ 0.729 6.78+ 0.637 -0.81+ 0.671 -0.98,-0.63
n'\flég 7.63% 0.845 6.99+ 0.27 -0.63+ 0.688 -0.80, -0.47
nT—Z6I31 7.94+ 0.915 7.08+ 0.6 -0.86% 0.758 -1.05,-0.67
r?:tllg 7.49+ 0.725 6.73+ .51 -0.76% 0.653 -0.95,-0.57
GLP1
8.11+ 0.917 7.62+ 1.009 -0.49+ 0.800 -0.72,-0.26
n=50
Y —e29d o

FAS full analysis set
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—o— BIRIR5(n=249)

(%) IS HARS
0217 —o— (AR5 (n=477)
-o- 2{4(n=726)
=254V
0 EYEHRERE (%)
§385 7.53+0.761
#ABRS 7.82+0.866
245 7.72+0.843
02
%=
i
g
-0.4+
-061
2L (95%CI)
-08 FAS
T T T T T T T T T T T (RMAELRAF2— 5%
0 4 8 12 16 20 24 32 40 48 52 (8) DF—57%ER)
IE5 243 249 49 43 249 249 249 249 249 249 248
pEEs 477 476 7 77 4711 477 471 477 477 477
24 726 25 2 78 7% 726 726 726
HFZERIRY
(%) —e— SU(n=122)
051 - - DPP-4fEEZE(n=62)

<@ a-BI(n=61)
o MET (n=69)
—o—TZD(n=84)
-0 - GLI(N=49)
0 GLP-1{EE13E(n=50)

N—RSAY
PR (%)

8uU 8.02+0.842
DPP-4iEER 7.80+0.909
aGl 7.69+0.729
MET 7.63+0845
TZD 794+0915
GL 7.49+0.725
GLP-1{F®1% B.11+0917

AL B (95%C1)

154 FAS
é) Z‘l Eli 1I2 WIB éO 2|4 EIE ﬂIO 4IE! Sé Ga)y &-ﬂﬂﬂ%—%@z_&ﬁ&
HbAlez > ©' wafi WfF— - LOCF
HbAlc 7 - = -
ZD ® wmfi —HDALE:7 % Nof v 189 s
Su 109 & DPP4 51 8 d -Gl 47 8 MET 53
8 TZD 55 8 GLI 36 & GLP1 45 ™M=
24 - # Nef 7 - -V — | &
# 450 8SU 22.9 8 DPP4 235 8 -Gl
48.9 8 MET 30.2 & TzZD 30.9 & GLI 44.4 8 GLP1
20.0 # Nof V ° Z | - 4 %qk
e L % Y% V—|d-Gl s L %[ v—| GLP1
2N VOHDALEZ D ®' wmfi % ™ F2 -
A % ™ %y Ve
HbAleZ D ©' wafi %7 # s 52 - £ Nef|
7 - =V — | @ %534 & SU
24.8 & DPP4 353 8d -Gl 53.2 & MET 37.7 8
TZD 345 8 GLI 58.3 & GLP1 20.0 # Nof V
2] = e wp ke b % oWy
| GLI s L 1w v —3%GLP1 # Nof v 2 HbAle z D
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®' wfi

e

™

£

—7) @' i

Ys |IF—

A

eGFR 45 mL/min/1.73 M

¥

™

%7 Ir

60 mL/min/1.73 m?

= _ [ _
- Y™™z 8 5mg 10 mgh L5 52 - |H|
HbAle T | -0.52 # Nof V°
%1t { HbAlc NGSP —z > @' wafi % |—
8 52 LOCF
€GFRZ D ®' wafi mL/min/1.73 m?
gg 156 | -0.52 | 0.702 | 61 |-043 | 0.852 | 95 | -057 | 0.584
gg 522 | -0.70 | 0.681 | 175 | -0.73 | 0.633 | 347 | -0.69 | 0.704
90 48 | -090 | 0837 | 13 |-086 0775 | 35 [-0.91 |0.870
%1t { HbAlc NGSP —z > @' wafi % |—
52 LOCF
Su DPP4 d -Gl
€GFRZ D ®' wafi mL/min/1.73 m?
gg 25 | -050 | 0564 | 13 | -0.68 | 0.475 | 16 | -0.72 | 0.664
gg 88 | -068 | 0673 | 47 |-057 | 0597 | 39 | -0.83 |0.717
90 9 -0.80 | 1.227 2 |-060 | 0.566 6 | -090 | 0.374
MET TZD GLI
€GFRZ D ®' wafi mL/min/1.73 m?
gg 3 0.10 | 0100 | 12 |-059 | 0727 | 10 | -0.55 | 0.327
gg 57 | -061 |0635| 49 |-095|0768| 36 |-0.79 | 0.705
90 9 -1.06 | 0.889 3 |-037 | 0153 3 |-1.03 | 0.839
GLP1
eGFRZ D ® wfi mL/min/1.73 n?
45
60 16 | -0.58 | 0.647
60
% 31 |-035 | 0.797
90 3 -1.43 | 1.150
FAS full analysis set -
" @c* D —¢D2ad 5
HbAle 7z D ®' wafi Y|-—
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—70 @ wmfi YslE—

- - = M :
1
=V % E|d Ve 52— —ZD ® mm
fi Y- | @ # -14.3 mg/dL® #
-17.4 mg/dL® < S DR # -16.3 mg/dL#
Nef V@
- 2% ™= 8 52— | & sSu -18.4
mg/dl8 DPP4 -17.6 mg/dLe d -Gl -16.6 mg/dLe MET
-17.8 mg/dL® TZD -17.5 mg/dL® GLI -20.9 mg/dL® GLP1
-11.5 mg/dL# & GLP1 S ¥ 1 Y V
sk omes = ok o= % LR
1 .
—ZD0 ® wafi Y|— |
Ld
sl- - % Nf| 4 - % ke
| 52 7 # A -1 —
1 .
—ZDJ ® wafi %%l— - -y%ms L -
3 LJ
Voq [Fal v °
(mg/dL) Hiss (HERS —o— BMIZ5(n=245)
5 —o— AR5 (n=469)
-o-2{&(n=714)
01 Sk CA—
g5 140.1+24.80
HERS 147.3128.96
24 144.8+27.80
5
104
s
~15
_50-
FZLE (95%C)
—25 FAS
T T T T T T T T T T (AL A+ 2 —REA#
4 8 12 18 20 24 32 40 48 52 (E) OF—FEH)
L 245 245 245 245 245 245 245 245 245 245
m 469 463 469 460 489 469 469 469 469 469
2 7 714 714 714 714 714 714 714 714 714 714
(mg/dL) {HEERIRI —e— SU(n=120)
51 -« - DPP-4fE#® % (n=59)
- a-Gl(n=61)
o @ MET(n=66)
—o- TZD(n=64)
-0 - GLI(n=48)
-5 0 GLP-1{E813(n=50)
e
“104 ToEHEEE (ma/dL)
su 14992974
% DPP-AEEE 147522368
it -Gl 141612497
¥ s [
6L 147 8430
GLP-IFBI®  1502+29.18
—204
o5
TR (95%CI)
_30 FAS

(RIRELA+1—Fkik

0 4 8 16 20 24 32 48 52 () DOF—5%ER<)
) 12 120 120 120 20 120 20 120
DPP4EEE 59 59 5 59 59
a-Gl 61 61 6 6 61
MET 66 86 66 86
TZ0 64 B4 64 B4
] 49 49 43 49 49
GLP-1fEB)® S0 50 S0 50 S0 50 50 50
Y lk— - LOCF
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— | & 201 146/728 ® 249  62/249 ®
Su 16.4  20/122 & DPP4 17.7 1162 & (-
Gl 115 7/61 & MET 28.2  20/71 & TZD 12.5
8/64 8 GLI 20.4  10/49 & GLP1 16.0  8/50
# Nef ed -Gl #4d4 s/ 4 | <SFEr 0#Ng
VK]
3V 8 - - - | @ 17.1  39/228 4
21.4  107/500 # No V °
LL % Yf V | 34 ¢25/728 € 4 2.2
¢ 16/728 € #NJ V ©
0 | 25 07 ~ EJs 2 4
3 #Ng Vo/ — | e # % 1 8SU
# %1 8 MET # %1 8 TZD #
g ™3%1 # No Ve
| 24 6249 8 SU 6.6 8/122 & DPP
4 32 2/62 & -Gl 0 0/61 8MET 2.8
2/71 & TZD 1.6  1/64 @ GLI 6.1 349 8 GLP
1 6.0 3/50 #Nofs - ==SU 8 GLI
1 GLP1 2 Yl vV 4L =V 25 | ™
1t |/ = = £Nef o — | Elrd o %S
Vo 0 < t v | coe ~ |
- [V Lnyef Vo
DPP4 GLP1
SuU d -Gl MET TZD GLlI
249 122 62 61 71 64 49 50
197 89 47 39 56 45 34 37
79.1 73.0 75.8 63.9 78.9 70.3 69.4 74.0
6 8 2 0 2 1 3 3
2.4 6.6 3.2 2.8 1.6 6.1 6.0
198 91 a7 39 56 45 34 37
79.5 74.6 75.8 63.9 78.9 70.3 69.4 74.0
62 20 11 7 20 8 10 8
24.9 16.4 17.7 115 28.2 12.5 20.4 16.0
[V 0 0 0 0 0 0 0 0
0 14 5 3 2 2 1 1 1
5.6 4.1 4.8 3.3 2.8 1.6 2.0 2.0
0 2 1 1 1
0.8 0.8 0 0 1.4 1.6 0 0
- [V 4 3 1
0 1.6 2.5 0 0 1.4 0 0 0
v 15 8 3 1 11 2 2 3
-] 6.0 6.6 4.8 1.6 15.5 3.1 4.1 6.0
- [V 0 0 0 0 0 0 0 0
MedDRA/J ver.15.0
" @t D —¢D ad

3
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PRRVAR]
o : 8 whoa o | »
- YL Ly
n | 8 1/5“: 30 8 | s oy LA
- kvoe
n 0 < == td v -7 8 8 o 8
o) 8 - _[\/ — - Ey e
s O ) < 9 — 9
B — o b fi ®— - [ = —< %4 SV
— d —v k- 1/8”:— ¥ a) 8 1=
- %54mgEL  #e-i «de |~ionfi |
- Af
- - | =0 ™% el— - Ly
o= | - | %63 mgidL = | Vo= %63
mg/dL  —
/ = R Y % i %® 2 19o™
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1 4L < =V D1695C00001 PartB 2 ° 2
-fi ®' fi # ofise D0 % 0 1 i
-8 5mg < 10 mg- eV < Yo— . AL ey 9
¢ © wmfi 8 8 8
-fi ®' fi # ofisj. D0 % Q 1
8 5mg 76 & 10 mg 75
1 18 75 - 1
2 ®-' D afi- —HbAlc %7.5 10.5 -
3 Ak #» 3%0.7 ng/mL —
1 1 - | - H % Nef| 8
vy e )Ddo @i =
2 6 - 8 s | / o2
— A — ¥ Nof v
4L 5mg<10mg -1 1— # 1 o8 £/
4-41 1 852 =V e
—1i Q-£ - :I‘”\/ E-s — - — fi
o fi—1 L 20 52 At =V 9

Z7%>=4 5mg1H1E
an

74¥—7# 10mg1H1E

Mﬂﬂ

AP UMS-}

AR 72 M

@ SRR EHFHER

| Lyl Ll 1 1 L 1 1 1 | 1 1 I I

I LI 1 1 I I I I I I I | 1

B -3 1012 4 8 12 16 20 24 32 40 48 52 56

Visit 1 23405 6 7 8 9 10 1M 12 13 14 15 16

O NORLE

8 *Jmo )De° @02 8 8 Pumai O

wfi O 2
NHbAlez D © wafi Y%ff 24 152 32—
Neafi ® fi 1 —7z)0 ©® wfi Y| 24 Jd52 32#-—
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[o] X
HbAlc NGSP —7z 3 @' wafi Y |-—
24 ™= 5mg #-0.52 95 Cl -0.66,-0.38 8 10mg
#-066 95 Cl -0.80,-0.53 # N © 52 # | 5mg #-0.33
95 Cl -0.50,-0.15 810mg #-0.36 95 Cl -0.53-0.18 # Nof
Vv o

74 —75mg+INS
(n=76)

~o— 74 >—710mg+INS
(n=75)

TR (95%CI)
FAS

INS: 1>
R=2514
0.8+ | TR (%)
B e R A T r e 745 —#5mg+INS  8.44+0.719
0 4 8 12 16 20 24 32 40 48 52 (@) 72#>—#H10mg+INS 8.39+0.711
74—#5mg+INS 74 74 74 70 73 73 72 70 70 69 68
7#=#H10mg+INS 74 74 73 73 73 71 72 69 69 68 68
HbAle-Z D ©' wafi Yslt— LOCF
52 —
HbAlc NGSP
1 .
b p— Y L_
nt 22 @ i 22 '28|r
D
S SE
5 mg n=7% 8.44 0.72 -0.33 0.09
10 mg n=75 8.39 0.71 -0.36 0.09
SD 8 SE
1 zo20 mfi— 8 2 T
-fi ®' fi — 1 —70 @' wmfi Y|—
24 ~ 23 ™= 5 mg #-15.30 95 Cl -18.55,-11.92 8 10

mg #-1514 95 Cl -18.43,-11.73 8 52 ~3%™=5mg #

-1227 95 Cl -15.92,-846 & 10mg # -13.13 95 CI -16.77,

-9.33 #NoJ V oumfi ®' fi— 1 | - =24 8
| 24 ~| 15 #£No @ 52 -~ |12  #NgJ VO

[0} X
| 5mg #30.3 23/76 & 10 mg #29.3  22/75
% Nof Vo 0 | 5mg £39 376 810, #29.3 22/75
# Nof v °
- =V - | 5 mg #98.7 75/76 & 10 mg %

100  75/75  # N ® — | 5mg £26 2/76 & 10
mg # 6.7  5/75 Ed ve siwo D @ ' —
| 5mg #26 2/76 10mg # 1.3 175  # N Vo

1 # *Jwo)do @ < R R

- A s8s0 8 1 0 < o — o
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- gV 4 a1l swafi ® fi < —  ~2%M=s 8
hR-'Nh. ofis «=5mg-1 1 N R ZL 0 -] e 4
-0 %[E10mgl 1 ~ A1 < %2 %o
| & ADA — ADA 2005 - | = —< %4 eV o
— % daiofio 8 Nef ™|/ — — 4
% Ne]|
0 % ks %70 mg/dL  # Nef
0 | EJEd o ™ps %70 mg/dL  # Nef
% k ”=J|| V Y8 ¥ b Jll = ™ ™
% —™ %L  Aqls %70 mg/dL} # Nef
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¢+ D 28 MB102029 % 037

LA ofise D0 % 02 4
S IR S I !
AL PRV

I 8 s k' yW 8 8

eGFR 30 59 mL/min/1.73 nt 4 o= ™ 2
252
# 8 L' v we 5mg 8 10 mg 1 o8

11 24 oV 24 o1 k-
1 =l 4L ey 28+52  °
o] X
24 LOCF —HbAle-Z D> ®' wafi Y% |-— T
| ek ' ¥ W -0.32 < -8 5mg -041 8 10mg -0.44
# N s | o %f Vo
eGFR —  r % ™= 38 eGFR 45 59 mL/min/1.73 niz | k' #+ W

-011 - o=3 5 mg -0.47 & 10 mg -0.44 % Nof V %3
eGFR 30 44 mL/min/1.73 ni# | k' ¥ W -052 s 5mg -0.47 8
10 mg -0.45 # Nof Vv °

k! sw 24 —
HbAlc NGSP 24 LOCF
723 ®' wfi Yo |k — e k' ¢ ws—
+ + +
k' ¥w n=82 8.53+ 1.29 -0.32+ 0.17 I
5mg n=83 8.30% 1.04 -0.41% 0.17 -0.08+ 0.14
10mg n=82 8.22+ 0.97 -0.44% 0.17 -0.11% 0.15
eGFR 30 44 mL/min/1.73 n¥
k' sw n=33 8.23+ 1.20 -0.52+ 0.28 1
5mg n=41 8.49+ 1.16 -0.47+ 0.27 0.05+ 0.21
10mg n=45 8.12+ 1.00 -0.45+ 0.25 0.07+ 0.21
eGFR 45 59 mL/min/1.73 n?
k' ¥w n=40 8.78+ 1.32 -0.11+ 0.23 1
5mg n=35 8.13+ 0.93 -0.47+ 0.25 -0.37+ 0.23
10mg n=32 8.25+ 0.89 -0.44+ 0.25 -0.33+ 0.24
FAS full analysis set —
B zd @ wfi Wl— 1
3 V & eGFR45 59 mL/min/1.73 mP— -1
24— 5mg 4 10mg — T —k' ¥ ws —
+ | & #/ 4 - 4 -24.8+ 12.4mg/dL 4

-24.4+ 12.7 mg/dL# Nof v °
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(o] X
104 — — — | —< %9 #Ng VO
— s k' yW 4 s 10mg 3 o < o
= KR | k' sw 2 s 10mg 1 % =V 9
k' sw
84 5mg 83 10 mg 85
77 917 80 96.4 77 90.6
43 51.2 38 45.8 33 388
| 77 917 80 96.4 78 91.8
39 46.4 39 47.0 41 48.2
- [V 5 6.0 2 24 3 35
o) 26 310 21 25.3 26 30.6
o) 3 36 6 7.2 6 7.1
- [V 6 7.1 6 7.2 4 A7
- [V 22 26.2 16 19.3 11 129
- [V 1 1.2 0 0
& MedDRA/J ver.14.¢° YR —e0ad 5
noofom™ ] 4 gz
n 0 30 gz
n 0 < == td v -7 8 8 o 8
o 8 - I Vv — - Ly o
8 /1 | ~ A'” 9of%sn 4 . - A‘” 980 8 1
& < 9 — 9
kN 4 22 5 8 -] »PR-" h. ofi< ==5mgt1 1
A o0 %8 o | L - o %[F10mgl 1 - A< %E %o
B | ® — @ b fi @— - = —< %4 A
— 4 —v k- Y8 |||=— Y8 o) 8 1=
- |H %54mg/dL  #£8 -1 «D @ | ~i oofi - |H4
- 2
_ - | o ™38 1/s|||=— _ AL 0 ™
Yo= | - H %63 mgidL & | Yo= %63
mg/dL  —
/= = - -V % % 1 % # t o™
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4 L A ¢ D> =8 D1690C0O0018 % " ¥
4 4L s # ofise D0 % a2
L -8 10mg £+ oV < %— 4
AL PRV
¢ @ i 8 sk' ywW 8 8 8
- L o=m2 922
L' sw < 10mg - 181 1 ~24
o 24 o1 ke 1 =4V
S v 28 52 9
=fi ®' fi L 1= | @ - | s
®' fi % mfi ®' fil 4 25 =V e Y
[L__ 8 | — | =y 9
(o] X
24 LOCF—HbAleZ D @' wfi Y |-— T
|sk' ¥w 008 < -8 10mg -0.38 # -
-V p 0.0001 ° 10mg — HbAle | 8104 52
VA
(o] X
104 — _ _ |sK!§Ws =8 10mg #
Y[ Vv ° 65 2l k' sw < -8 10mg # %f Ve 65
k' $w 163 10 mg 169 & 65 k' ¢sw 187
10 mg 31.4 - %k' vwW 1 8 10 mg 2 # -
V9 0 < 14 v % 10mg 3 # =y 9
k' sw
462 10 mg 460
351 76.0 357 77.6
131 284 123 26.7
| 376 814 367 79.8
80 17.3 106 23.0
- [V 4 09 7 15
0 68 14.7 77 16.7
0 1 02 7 15
I o 9 19 15 3.3
- [V 48 10.4 66 14.3
[V 2 04 1 02
& MedDRA/J ver.15.18 YR —e2ad 5
n go™ 4 4 gz
n 0 30 gz
n 0 < == t 4V -8 8 8 o 8
0 8 - [V — - Eyo
b 4 22 5 8 ~| »R-" h. ofi< o=5mgt1 1
A 00 %8 o e L - o %[F10mgl 1 - A< %E %O
B | o —embfi®o— - [ = —<2%d =V e
— d —V Er~ l/s|||=— ¥ o) 8 lg=
- |H %54mg/dL  #£8 ai «D @ | ~i oofi - |4
- 0
_ - -0 ™38 1/8":_ _ AL 0 ™
Yo= | - H %63 mgidL & | Yo= %63
mg/dL  —
/= - - oV % i d % :  ifom
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L A ¢ D =8 D1690CO0019 "4
4L s # ofise D1 % o2
L s 10mg & oV < Y%— 4 A
=y 9
¢ O i 8 s k' W 8 8 8
o o= ™ 2 965
L' sw < 10mg ~ tes81 1 r~24
- 24 ot he -4 =M
T o 28 52 °
=fi ®' fi L 1= | @ - | s
®' fi % mfi ®' fil 4 25 =V e Y
[L__ 8 | — | =y 9
(o] X
24 LOCF—HbAleZ D @' wfi Y |-— T
|sk' ¥w 007 < -8 10mg -0.33 # -
-V p 0.0001 °
10mg #| 8 k' ¥W < -8 24  —HbAle
| 8 104 5% eV 9
(o] X
104 — — — sk ' ¥y W < o8 10mg
2 Y Vo ™[ — glsk' vw < -8 10mg
£ %[V 65 k' swW 136 s 10mg 21.7 8 65
k' sW 129 & 65 245 9
0 < t 4V %k ' W 2 s 10mg 2 #
PRV
k' sw
483 10 mg 482
350 725 371 77.0
142 29.4 148 30.7
| 374 774 400 83.0
64 13.3 111 23.0
- [V 6 1.2 7 1.5
0 111 23.0 101 21.0
0 3 0.6 2 04
I o 23 48 6 1.2
- Y 50 10.4 49 102
[V 0 0
¢ MedDRA/J ver.15.18 T —e2ad 5
no oFam™ 4 4 qzd
n a 30 gz
n 0 < o= t 4V —q 8 8 8 0 8
0 8 - IV — = kv
R 4 a2 5 8 | »R-" h. ofic o=5md1 1
A 0o %8 o e L - o %[F10mgl 1 - A< %E %O
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1 8 8 8
¢Dd4z1 ® 8 —
L < oV oumfi ® f D1692C00013  * ° %
—fi ®' fi % ofis. 00 % 02 L s
4L oV < Ho— . L oV o
¢ © wmfi 8 8 8 s k' YW
- ®' fi @ 8 8 8 d — ™4 %
2 3#£802  /kgl Y= 15  / c; | DPP4
£ ofil. Dl % o2 DPP4 —
0 X 122 8 k' ¢ W 60
0 X 118 8 k' ¥ W- 4 57
1 20 — | # HbA1#7.2-11.0 —2
2 1 49 8 —fi ® fi L =™
%0.2  Ikgl Y%= 15  /body/ DPP4 —
| < oV
3 eGFBs45 mL/min/1.73 m —
1 -z fi J 8 8 4L e
8 8 TA % ¢ 4-—-2
- oV
2 71 d%l|e FHe ol ofi L i dv
0 16 x
z 4L s5mgs<k' ¥w -21- - r8/ 4
11 VA
0 36 x
1620 3 2~k ' sw & 5mg ~ 9 43 # 36
L ovoe20 - ofis. D HbAlc 7.5 |

10 mg- =V e

Ea

INS+=DPP-4A[RE &
RGY—  DAuiea
= FoE #BA Fra—Fud
ELIELEE L —mE R | B EMIM CF—T 5L | m |
f T T 1 T T T T 1 T T T T T T T 1 1
A -12 -10 -2 0 4 8 12 16 17 20 24 28 3z 36 40 44 48 52 55
R 1 2 3 a 5 6 7 8 3 10 " 12 13 14 15 16 17 18 19
@ tHEAN ® : WAL
Z PP4FE S I LSO MR T3 - LSBT BEI=DS B )2 A EMLLIA R L DPPAIEE

D3 & DR CAMSh - BRI o2 7o MM E S B CEET St £ 25 B R B A ft

0 J %1 | -fi @ fi — x
1 SMBG70 mg/dlz , — 4 - %0 dogy o™
L oy 8 Nef ™| % < =V _
2 SMBGS80 mg/dl3%2 -z -8 - | —!
®-% ™ < td v
1 SMBGFPG 240 mg/dl3s2 1 = =V
2 # FPG 240 mg/di3s1 =
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16 r~%1{HbAleZD @ wfi Yslf—

N1 -1 S wafl ®' fi 1 —70 ® wall
o -
N 16 ~%1 |-l ® fil %z D © wafi Ys|F10
4:»'\/ _
(0]

X
16 ~2%1 { HOAIC NGSP —2z 23 @' wafi Y|-—

HbA1¢ z|]z> 0 wfi 826 %8 754 ¢ 0
% kEfde16 5% | - % VS sk ywW
= o gl ows Ve
16~ %t —Z D ® wafi %|-—HbALC | -055 # ¢
k' ¥W <— |-060 95 Cl -0.81,-0.39 p 0.0001 # Nof V °
T SA+NS (n=60) R—RSAY T F o T2t B (95%C1)
== 5/371)705mgHNS (n=122) jptﬁ-r_‘j\iéﬁé ¥ 85240937 -Eog{tjr:r?g)ﬂﬁtc%-%ésw-nsg
(%) 9’?\9;'j7n’)>5mg+\NS T826+0792  p<0.0001 by MMRM
Sy 04 FAS
e :
Eg 00- 3 T L _—
gi 02 . 1 |
e 04
ok 4)_55%
38 o ¢
; i 8 o % &
TSEH+INS “é‘;y 58 58 57 55
5 4441) 7052 5mg +INS 122 122 120 120 118
HbAle-z D @' wufi ¥|t— LOCF
(o] X
16 %1 23 @' wafi Ya|-—
—20 @' wafi o|F— | -21.7 mg/dL 95 CI -28.3,
-151 #£8 k' ¥W | 1.0 mg/dL 95 Cl -84,10.3 # Nef 8
<k! ¥W <— |8-227 95 Cl -332,-122 p 0.0001 # Nof
Vv 9
16 %1 | =afi ® fil —2) @ wafi  Yo|—
—1 — wfi ® fi —ZD @ wafi Ylt— | -0.74 1/
95 CI -1.21,027 8k' ¥W #|-002 / 95 CI -0.68,0.64
# Nof @ k' ¥W < o= wafl ® fi — 0 % L
|4 v %2 - | 0%V -0.72 95 ClI
-1.51,0.07 p=0.0743
16~ %1 | .afi ® fil %70 ©' wafi  Ya|F10
<:>\/ _
722 @ wufi Vo|-uafi ® fi %10 v = | #
k' *+w |4 - Y%V 82 vs49 °
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0/_ X
52 ~2%1 {HbAlez D @' wmfi Ys|l—

HbA1¢ |88 #-q 4V 0 %
rdVoek' o¥W- 4 %] 20 Ys | HbAle % |4
V52 r2%142z2 @' wfi¥%|k—HbAlc | #
-0.74 95 CI:-0.88,-0.60 & k' ¥ W- 4 #-083 95
Cl:-1.04,-0.62 # Ngf V °
—fe 53517050 5H0mg+INSEE
(%) TS EREEA ) T00 0 510mg+INSE
047 . «—_zaw_gm-ﬁ;wauic;mtltﬁ'%%mI
029 i s amgrisw 5508
0.0 i
| -0.2
W 5]
1.0
1.2 : . . i . : . : . . . . :
4 8 12 16 20 24 28 32 36 40 44 48 52 (H)
HbAle-z D ©' wafi %|F— LOCF
52~ %1 —2 0 wfi Yalf—
722 @' wfi Yo|— - | # -22.3 mgl/dL
95 Cl:-29.9,-147 8 k' ¥ W- 4 #-247 mg/dL 95 CI:
-33.9,-156 £ NgJ V ©
52 %t {eafi @ fi—1 —23 0 wfi Yalf—
722 ® wafi Yolt—wafi ® fi—1 - | # -1.52
/ 95 Cl:-2.19,-0.84 & k' ¥ W- 4 #£-214 |/
95 Cl:-3.74,-0.54 # Ngf V 9
20052 %1
2052 - 5., Y%I|F10 mg td v - | @
#£585 8 k' ¥ W- 4 #649 #No Vo
[0} X
16 - %1 — | # 488  60/123 sk '
¢W #3677 22/67 #NJ V° 0 | td oWl Ve
e #195 24/123 sk' ¥W
#233 14/60 & #No V¥%e ™[4 - ~zmm=Ll
4 - I | 14 oYl VO
52 - %1 - | #829 102123 s
k' o we- 4 #717 43/60 £ No Vo 0 -
| o %f Vo - 0 | & 252 31/123 s
122 15/123 8 7.3 9/123 8 6.5 8123 3
65 8/123 #NJ Ve - =V - |
#350 43/123 sk ' ¥w- 4 #£417 25/60 % Nof
V¥s™d — ~zm™m= L — d S |

IJ||Q]/8I\/9
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—omibfi ®— - [ = —< % =V

4 —v k- 1/8”:— ¥ a} 8 lg=
- H %54 mg/dL  #8 -1 «-@ | ~i oofi ~ |H

A

[T —

'_| o0 ™S 1/8”:— — I 5™
Y= | - %63 mgaL | o= %63

S ST E B : ifow

-8 - 21 — 4 L AV E
i - 1714 & v e | 1708 =
| 1622 # No V¢ 8 | 213 125 -
L ve o | ® 17 10 ® 14 08 & /e
13 08 ® kg ™11 06 ® 9 05 .
8 05 #No Ve 0 | 18 11 -~ 28 Ekd v o
- - | 85 75 80 o % 17.0 55/324 8, 80
o % 15.6 33/211  # No 85 65 70 o — 9.9 66/668
45 70 75 o — 11.7  59/505 4 L o - p
% 0.054L [V p=0.0066 °©
- A HbAle 8 8 wafi ®' fi8 8
BMP - ¢ << b~ +— % Eve

- 81 -
_ ,_2/3T_|| d AL A-||\/ Ls £|al=s
14V 2 L < s L3 <=
AL SRVARC!
| 7581 s | 7359 < =V e —
| 36! % 50.6 3838 8 1 | 5mg¥% 90.7 6876
#No V°© 7581 @ | 981 129 ~ E
4 e Ly <L 3% % v L—| 70 09 #Nfs ™z /e
51 07 #No Ve 0 | 135 18 - EJdve
< <V | = n SRS N AR
215 28 ® - A s 2 27 04 8
n - A= 4 A 94 12 s - A <
4 [ral 91 12 & 0 SRS N S
59 08 - A s 4 6 01 s
- A< 4 75 1.0 s - A <
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4 [ral 58 08 ® SE'S ERER SR 54

07 &~y fi - Al 4 [ 46 06 ®
- afs a4 s 03 = - s s
] 6 01 #No VO
—  ~ |4 HbAle 8 8 8 BMP | 36! -
7 1 % Lo
2 < o= - | oV n -
N =
/ —
AL < -V D1699C00001  DAPAHF d
D169CCO0001DELIVER ~ — 46 v 47
- - —«f +fied AJvE-s J-z>e' afi LVEF
%hR=-' h. ofi — - A% % AV E-s LVERs40
- 4L < vV D1699C00001 < LVERs40  — 4L <
-V D169CC00001 — 11,007 & v o
10mg | k' ¥wki 1 oV € Yo— «fi ) Wamfi )
I S ¥ - —p | 02070% Nef ©
— |  Elkdovl ve — —t®md>)» |08 95
Cl 0.75,0.96 & p=0.0115 # Nef ® % o -8 — | o
™ <% 14V —p=0.5860 ¢
«fi ) Waafi | = A - | LVEF | L 1 o™ <
%otqVogve - A - il i % | 8
SECHE I & - % gV
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Al rENAl (D @ sodium glucose co-transporter  SGLT 2
L I B CT Looafiso
1 n
SGLTP - - o= 8 £-1 «d ol A
L e o £Ne| ®°5R-" h. ofi | 8 SGLT2 Yo o
#Ne] K 055nM“9 R~ h. ofi |8 ~21 =i «>
°o— 4L -8 ~i«de L A=~ d
- ofis. oid A e
L
mi

—_—
U ) OOQ YO Q0950

SGLT2
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9

o/

Q

9

Q

Q

Q|

U | :

RilE REE %

' Q

BRIRLENGD > I I—ZH )L — ZHES ¥
AR EENS BRI a— 2= RE
»R-" h. ofi — - A -] 8SGLT2 ~ |
il -~ 4 =8 _|__ /A o= TM_"
Y%Nof| © 95 vV 8 NLRP3  wafi b ' ¥ 582+ — - A{ R~ h.
ofi — Y48 +— o ElyvjEa - #Nef Y% 1
v

hR-' h. ofi — - A - | 8SGLT2 ~ |Fq ¢
- A s er % e hedsPe<% 14
< # % A% == %Ne| o3 ve  — %
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I

T

1 SGLT2 in vitro
n 4 —SGLT24 SGLT2 A J 4
4, —SGLT2J sGLT: A s R~" h. ofi — L k= 4k
=V @
hR-~' h. ofi | #1 SGLT2 A Vo= o # Ned 8 K
Ye |- -V @) SGLTE A{#J SGLT2 | 1,400 % Nof v ¢SGLT1
| & — F Y% - ~=8ai (D ® r A 0
# NQ‘” 54 g
A —SGLT2{ SGLT: A 4
K nmoliL SGLT2 A ICso  nmoliL SGLT2 A
41 SGLT2 g J SGLT1 SGLT2 4 ) SGLT2 #J SGLT1 SGLT2
K - ICs0 —
bR= i h. ofi 0.55t 0.16 810+ 200 1,473 1.12+ 0.065 1,391+ 7 1,242
heo ' ofi 35.6% 4.2 330t 50 9
° K n=3 |C50 n=10 18
K
I1Cs0 50
[ ]
# 1 —SGLT2 | SGLTE vV CHO L s Rl h. ofi
# SGLT ~i D@ oL 2N [MCldowi ai «H't o

[“CIAMGE 4= - [ “CIAME %l sGLlF A sR-'
he ©fi =K  d1Cs &£ Evo
- d ~i«de - ey ®
ey A ceilpyd mzs,Ralh. ofic =i (D@
4 -i (0 @ AL oy o
ey ezt

»R=-' h. ofi1 410 mg/kg—

w\/9=|\/8kR-ih,.L

~He -

«D ®AUEs

- == - ofi 1 4 10mg/kg
o sidde  — % kv
bRe ! h. ofi el «D ®AUE
24 ei ¢D @ 4
-i (0 e 24 24
mdkg AUC mg h/dL ~i «D @ mg mL
0 69.11+ 2.17 3+ 0.4 5+ 0.6
0.01 75.80+ 3.55 5+ 1 7+ 0.1
0.1 60.78+ 7.93 707 165 12¢ 1
1 48, 00+ 5.25* 1,369 74" 16+ 0.4™
10 34,98+ 0.75" 2,417 205" 27+ 0.8
+ n=3
H p=0.058 * p 0.05% ** p 0.018 ** p 0.001 vs. 18 2D @ wafi 8

— Ne| Student' s t

# p 0.05 wvs.

8 Fisher's LSD

87



[ ]
SpragueDawley SD ' e - | »R~" h. ofi 001 10

mg/kg -V 850 ~i «d> @ 4 ~8ai 3@
1 - -1 2> oAU eV gVs - 18 8
ov'tey — 4 4L -8 -i (e L VAR
R —
pPie-bR-T h. ofid -8 J ~i (D@
_ AL -y 9
» R~ h. ofi 2| 0 6 1o 24 - -i (D@
% - == - w8/ — | 0 6 #£800 80
24 #3000 #NJ vogve Nod— =~i«de - | ®
- N { — — < o= ™Y 9 i (D@ | &
0 24 r~ ==3 24 48 4 48 72 - | -8
L — d Ly
bRe ! h. ofi —
0 6 0 24 24 48 48 72 72 96 96 168
Nev { — ~i (D@ mgh
0.09 0.23 0.28 0.12 0.02 0.04
) + 0.02 + 0.02 + 0.06 + 0.08 + 0.02 + 0.02
bR~"' h. ofi 73 74 12 0.89 0.22 0.14
+6 +5 + 3 + 05 + 0.12 + 0.12
Nev { — mLh
0.22 0.32 0.29 0.26 0.14 0.10
) + 0.05 + 0.03 + 0.03 + 0.03 + 0.02 + 0.03
bR~"' h. ofi 1.19 0.98 0.36 0.22 0.13 0.09
+ 0.07" + 0.04" + 0.05 + 0.05 + 0.03 + 0.02
+ n=6
* p 0.0001 vs. 8 Fisher's LSD
[ ]
sD' ey~ | PR-" h. ofi 1mgkg & -
e nofikid 6324348722696 - 168 - -8 dai >
o & S
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! 56

® " kI gl ofi z ¢ EJ:—2/3T-||
@/ " ki oo fi STZ cei ' Py -rR- h. ofid
-8 T oz ~i «2 @ - ra 4k JIRVAR
»R~1 h. ofi 003 4 0.1mg/kg 2|8 283 4 15 —
~i«D o Y% - == - PRRVAR! - i «9
e | 5 cumsL - ==/ S
== ™y %8 0.01 mg/kg # | Efdo%f vi<%ls bR
' h. ofi - e 6 el dd e % 14 Ve
(mg/dL) —— Al
6007 —e— 4)(4U70Y> 0.01mg/ke
fg 5007
5 ot
U g
:Il 300
4 200
=
E 00
TS (n=6/3})
0 T T T T T T T T T T T (VS@Q%}QL_E%‘?UR—\@@%)
0 05 1 2 3 4 5(B5R)  Student's tRTE)
(mg/dL) —— Al
600 7 —e— 4)(J1J70Y> 0.03me/ke
m 500 1
?- 400 -
N
_T] 300 -
A 200- * %
= ES
B 100- T EHEAERSE (n=6/8)
*:p<0.05
o+t—7 77 . (vs JBIRIR 5B WBDBS
0 05 1 2 3 4 5(B5Rg)  Student's t&TE)
(me/dL) —o— AIE
60017 —e— 5){4U70VY 0.1me/ke
m 500
EE 400
Y,
:ll 300
A 200
=
B 1001 TOEHEAERSE (n=6/3%)
*:p<0.05
0 T T T T T T T T T T (VS.EQ%ﬁ%ﬁ\Nm@@%)
0 05 1 2 3 4 5(B5p)  Student's tR%)
hRe ' h. ofi — oi «D @ —
[ ]
STz :eiSD'es STZ e, r~s | »R~" h. of
0.01 0.1mgkg = e=8 8 308 608 1208 18(® 240 -
300 - e |- =8 -i«e £ =V e
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- ¢i ZDE ey - 21 o7
- ¢ 1 Zucker diabetic fatty ZDF ' ey 7 Kk Hfi

%Ne 8 8 d wfi @ fi L pAogqvs d
A -8 8 10 3 #- L Afercq2 —: ¢
L =8 yR~T h. ofi — ~idd e 4

~i «D @ - "'A L =V o

»R~' h. ofi 0.012 0.18 1 J 10mg/kgt ~VZDF eJ —0 6 —

~i«d e | 8 < ==/4-4096°8170 18 118 —
o AL s — L 4y /4 —589:10 410
o d - < o= bR~ h. of 6 — ~i«de
- o0 L Lkqv o0.0180181 4 10mg/kg 28/ 4 -
- ==17 854 864 173 — °
(®
2.5
’E%: 2.0 sk i A
o
7 154
:ll kg
1 1.0
gaﬁ_ﬁ
§ 0.5
g AR 0.01 0.1 1
&)U270Y> (meg/ke)

FHEHAREERZE (N=6)
*%% 1 p<0.001 (vs. /AR 58%. Fisher's LSDi&)

bRe ' h. ofi 06 -— el ¢ @
(mg/dL)
400
350
il T
4% 300+ ek
? 250
n
200
__ll ek
2 1807 —
B 100 sokok
E
50
0
R 0.01 0.1 1 10
FIFUT70I (mg/ke)

FAEATHES 2= (N=6)
%% :p<0.01.%%%:p<0.001 (vs./3181R 58 Fisher's LSD%)

bRe ! h. ofi 6 - %1 el «d 0@
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: ¢i ZDE ¢ J ~ | »R~" h. ofi 0.01 10mg/kg
4L -8 - 8 28 48 6 - | A TMs
~i (0 e 4 ~i(ne & SV
: ¢ ZDF e %1 58
ZDF ¢ - bR~ h. ofidi15 o8 -i (D e -
"'A 4 - d — ~ai (D O - "—A AL
PRV
»R=~' h. ofi —0.012 0.18 1 J 10mgl/kg - 8 - £ —
~i e | & - ==/4.42m466 172 — o
L osgv 14 - 2|8 2/ 4 - 416 830 @44
147 — 0 L oy 15 - # — 4 -0 «>
® | & - == -V %8 hR-~" h. ofi g|s A
(0 e — 0 % kv
(mg/dL)
600 A
500
%400—
th
i
?300—
2
#2001
&
100

A% 00101 1 10 Bg 00101 1 10 A% 00101 1 10 AR 00101 1 10
411709 (mg/ke) 41%1)709 (mg/ke) 418709 (mg/ke) 4)%U709 (mg/ke)
Baseline ({¢&) 8HE (R) 14HE (BH1E8E) 16588 (#8)

BS5HINUERS8HEDRINE. 1 8FREMEREICAEL., F/cik5 1 SHEDRINF24FEIEREICHE L.
IARTOMEFEHI )V I—REFZDRIDEZRSHS 24558 #&ICRIE L.

HBEHARAERZE (Nn=6)

*:p< 0.05.%%:p< 0.01.%%%:p< 0.001

(vs. AR 1% 58¢. Fisher's LSDi%)

bRe’ h. ofil 1 15 -
4 — oi (D@
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(g/2vh)
207

2
5/

M N — LIS\ B3

Ag 00101 1 10 AR 00101 1 10 A® 00101 1 10 A 00101 1 10
F)W9U709 (mg/ke) 41850709 (mg/kg) 51709 (me/ke) F18U70Y (mg/kg)
Baseline (EfH{E8H) SHE (BHEE) 7HE (BHEH) 15HE (&8)

¥ 56AR1. RSB MRU7HEDBR(G. BRBE T CORIETHD. 75 | SHEDERG 245 EIER TORIETH oI,
FifE+R4ES%= (n=6)
#%%:p<0.001 (vs. /B8 58 Fisher's LSD%)

bRe' h. efil 1 15 -

el ¢D @ -
[ ]
ZDE ) - | PR~" h. ofi 001 10 mgkg £1 1 15
=t k4 v -24 - < -i«ne L o
Vo | - =V o
~i D e 1 d - - A ey %
-fi ® fi <k ~F{-f > e - rAbR-"h
. ofi — — 60
PR~ h. ofid <V ZDE ) —=i <D @ L i
o' fi <Ak Pe =V o
»R=-'" h. ofid1s oV < %— -i (Do
| 138 mg/dL# @ 295mg/dL - == 0 L ovoegve.
'fi k — wafi ® fi -8 bR~ h. oOfi - L A
{v k- ~i«de@ GIR | s —/ 4~ == 0
L v 131 91 k-8 s R~ K. ofi - ~idd e
GUR 4 =-i«xe 4 |= - == o AL o
~i«d e HGPR| @ - == o AL _yo
- %8s s R~ h. ofi — ~|Fd 8 ZDF p 1 — fi ®
P L s fi<s%  tdve
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ZDF e r%td sRe' he ofi—oi <2 @ - A
15 ®vD ©
UGLR GUR
~i«d @ ~i«d @
mg/dL mg/dL mg/kg/min mg/kg/min
) 295.2°19.5 402 30 0.35°0.15 3.3°0.3
bR~"' h. ofi 138.2°7.4™ 30719 0.014°0.01" 3.9°0.27
-fi ® fi ev>) ©
UGLR GIR GUR HGPR
~i «D @
mg/dL mg/kg/min mg/kg/min mg/kg/min mg/kg/min
) 122.8°0.4 0.1°0.05 2.6°04 5.3°0.15 3.0°0.32
bR~"' h. ofi 121.7°0.6 0.02°0.01 6.0°0.6™ 6.6°0.32"" 0.7°0.4™
° n=6
* p 0.058 * p 0.01® ** p 0.005
VSs. 8 Student's t
UGLR ~i «d @ mg/kg/min
= ~i «D @ mg/100 mL x mL/60  / kg
GUR ~i«d @ mg/kg/min = =-i «D> @ Ry UGLR
GIR ~i «D> @ mg/kg/min
=wfi k mL/min x =i «> @ 100 mg/mL / kg
HGPR =1 «D> ® mg/kg/min =Ry GIR
[ ]

: i ' ¢, ZDF/Gmifa/fa ~ ® | »R~" h. ofi 05
mg/kg &£1 1 15 -8 - # -
«(De i VA 2 - — il ® i <! fik

g AL = 9
<! fik — ev>) O
-fi ® fi - i «De & -fi @ fi — L [ yo
3 v 8 d - (0 @ 1L =y 9
<! fik — wfi ®' fi ev>O o
—fi &' fi 10 ~i D e % LA}
er AL = 9 8 - ||_=| ~ai () 8
—=fi ® fi i VA ®v > o< -8 < i «D @
4L PRVAR
B wmfi ® fi— - |H o owfi @ i d=pgds-i 3L Aq1x
'_“_:i AL - =9 | — —al ¢) |—||-=|—f|9l fi A'"
£ s - |H4 — L i -fi @i i - A s %E %]
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<lfik o~ o - . - rbAbsR~" h. ofi —
© AW Beofid. DF cei— - A rR-" h. ofi —
LA gz 4 - oA A ey
ZDF &) - Yelks R=' h. ofi L£34
oV < Yo—mali ® fi M/lindex | 8 < == -
=V /4 - 4 0.08+ 0.028 0.02+ 0.00 g mol/kg/min/pmol/L p 0.018
°ogve d —  # Ne| dispositionindex DI 4
< == Vo= =" zig¢# eV 9 8 d
- | »R-" h. ofi < <— | 5 F
Ao %f V % L - o p 005 835 V38 wafi ® fi
d 4 - -V p 001 °
—  Y%[Fs s R-" h. ofi | ofi yo D - oaw
Peeofide Dz ol 21 4 - ALy ka
Ye |k L Afis%wm Ve
0.357 ®
0.3
oo
« 0.25+
3
=
- 024
;S *k
8 0,151 1
3
= 0.1
0.051
0 FERERAIRIR S IEaaRR S fE®Y/\OUT0Y VRS
FELREERE (n=4~6)
*:p=0.05(vs. IBBBRIRSE. DB
*%:p=0.001 (vs.iEEBiﬁE&%ﬁ%ﬁ‘ﬁ%ﬂ?ﬂﬁ)
ZDE ey +—5Re T K. efi - - A
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ZDE es +—1Re ' h. efi 1mglkg

4 d - A
n ) d d
-fi ® fi TG
pmol/L mmol/L 2 8
L 7 46°9™ 0.75°0.05™ |  0.49°0.08 0.69°0.12
. 8 1,114°144 10.79°1.18 1.02°0.34 1.15°0.36
»R-" h. ofi 7 488 88" 7.06°0.23" 1.18°0.17 1.49°0.18
d —
d Y1
! He ¢l g
21.36°1.87™ | 194.8°18.7 1,239°56'
7.90°1.85 2220°15.6 687°66
17.17°2.88" 2106°14.2 1,576°126'
* p 0.058 * p 0.018 ** p 0.001 vs.
1 ey - oV Y8 ey - o0 Yl V
2 - A
3 - A
4 d - oA
TG:triglyceride 8 4 ' ' ¥ '
[ ]
ZDF faffa ' e - L o Ys | | PR~
"'h. ofi 1mgkg L1 1 34 oV 9V
ZDF fa/+ ' e - # L 34 -8
< eve bR~ h. ofi — 48 - <lfik 4L =
-fi ®' fi M/l index - DI &£ v [rs -
— Wl L Lsg - 1 L Ly
—-—fi ® fi M/l index - %1 { GIR -—fi ® fi
disposition index DI GAak # ) xM/ I index
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ik ~F d - : - rAbR-T h. ofi —
- L cvoaw e-cfire dF :ei - A{bR-
"'h. ofi — L A 28 J - A &
VA
10 - — AL o= TM-” ZDE e J -~ b
R-" h. ofi 134 oV S o mfl ® i M/l index
| @ < == - v /4 - 4 0.05+ 0.018 0.02+ 0.01
g mol/kg/min/pmol/L  p’ 0.058 o d - £ N
dispositionindex DI L < == - Vo bR~ R
. ofi 28 d - - | o Yaf v %8 < wfi ®
fi d - # 0 Y% kv — Yolke » R -
"he ofi | - — % e=™|oaW eeofire DF: e
i ~25™™= Les  fij. i 4 -8 d - LI.L\/”:
A Y |k L A% #2Nf< 4 v
061
0.5 “’
& 041 =
£
C
S 031
(4]
ol Hok
3 02 T
0.1
© FFEERIRES ERBRES BBy OUT0Y VRS

FfELREERZE (n=6)

*:p=0.05(vs.IEHBRE S DEOIH) . *x* 1 p=0.01 (vs FEALHBIRIZ SEE. DEIDHT)

ZDE e s +—b5Re ' h. ofi 1 mgkg
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ZDE pJ +—5Re ' h. efi 1 mgkg -
I g - A
n ) d d
-fi ®' fi TG
pmol/L mmol/L 2 8
1 8 141°62™ 0.86°0.14™ 0.44°0.03™ 0.59°0.03"
) 8 1,907°384 11.28°1.0 1.03°0.18 1.23°0.25
bR~"' h. ofi 7 828°146 7.86°0.8™ 1.17°0.15 1.47°0.22
d —
d Y1
! He ¢ g nt
18.93°1.56" 213.1°14.0 1,375°34"
9.81°2.59 211.3°9.9 825°49
14.53°2.06™ 2316°212 1,410°72
* p 0.058 * p 0.018 * p 0.001 vs.
1 Yoy - oV Y8 Yoy - o0 Yaf V
2 - A
3 - A
4 d - A
[ ]
ZDF faffa ' ey ~ 8 | PR~" h. ofi 1mgkg &
- 10 %1 1 34 =V o 8 ZDF
fal+ ' ey |8 — 10 %1 1 34 ik
=V bR~ h. ofi — 48 - <lfik A M=
fi @ fi M/lindex - DI &£ v [krs -
A o8 d - 4 AL VA
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/ — — 61
ZDE P -~ 5R-~" h. ofids oV < %8 24
-idde | L g=s (= -
Vo —fi ®' fi | 2 F£Z0 @ wai 3
1L 1L L
| e F4 L £ oveurqd = %l —
fi ® fi —  r~2%™M=8 pRa' h. Of -4 d |
td =% d Ve
(mg/dL)
600 7
M 500
i
$ 4004
i
? 300 ;
Z 2001 e sk stk $eksk *kk %
P —
E 1004 * P Seskk sk *ﬁ ek
Fk kokok skkok *kkok *kk
O..
T T T T T T
0 1 2 3 4 5(E)
(ng/mL)
600
—e— JFAR ARG S
i so0 —o- WIS
M 400 —o— [EES I GUTOVY
A 0.5ma/kegis
i 300+ —e— A rosiglitazone
3] 10me/keits
o~ 200 A
B TEE IS
B 100 *:p<0.05,%%:p<0.01.
sk 1 p<0.001
0 (vs IEFBIRIL 51, —ThED
FESHTICE DL DunnettOI&TE)
ZDF eJ +—tRe' h. ofi ) -
#— el (D@ 4 w-fi ®' fi -
[ ]
ZDF ¢ | 8 7 - 8 ,R~' h. Ofi
0.5mg/kg | rosiglitazone 10 mg/kg 8 0.5
of Weoowi ¥i, D@ &1 1 5 YA ZDF ¢ |
— ey - L1 1 5 -8
—fi ®' fi < eV o - ™ | & 8 - 1
15 - - EVEENA: L -2 -8 L -
1 oV 9
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¥ >

ob/obY ¥ » @~ %1 J - A R
-l h. ofi— ®
ob/obY ¥ » @~ %1 - - A »R-" h.
ofi— & VA
CFVR| = ¢i v peor2t - %
Nef © » R~ h. ofi 40mg/kg/ - 21 5 110 —CFVR
| & < o= - - Yef Vo

Hl \ehicle

ns
1.5mg/kg/day
”e @ B 4mg/kg/day

i 1Z0SH BZE=H E70=H

Baseline 5 weeks 10 weeks

CFVR
e

Coronary flow was studied over time in ob/obnice, treated with either dapagliflozin or
vehicle, using nofinvasive transthoracic ultrasound (N =-18 mice for each treatment

group). Absolute CFVR is calculated as the ratio of hyperemic to baseline average peak

flow velocity. Statistical signifiance for the difference of the mean between groups was

assessed using ANOVA, and Bonferroni correction for multiple comparisons. Each bar

represents Mean + SEM. "ns" means no statistical significance.
CFVR- A{ »Re' h. ofi —
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- FAC | < - - % N ©
- £ Nof ° FAG | - & A 10 s
R-" h. ofi — - %1 { FAC | 8 < _ -
- W Vo - Yls b R- h. ofi | - <<V

L A% 14 Ve

<0.0001
0.0634

604
Hl Vehicle

Za 1.5mg/kg/day

e va YA El I_EZ_E_ =2 4mgikg/day

Baseline 5 weeks 10 weeks

FAC (%)

FAC was studied over time in ob/obi/1T mice,
using nonrinvasive transthoracic ultrasound (N =-18 mice for each treatment group).
Statistical significance for the difference of the mean between groups veasesising

ANOVA, and Bonferroni correction for multiple comparisons. Each bar represents Mean *

SEM. "ns" means no statistical significance.

FAC- a{+Re'h. ofi—

[ ]

ob/ob? ¥ » @ 10 -5R~"h. ofi 15 4 40mgkg ®
18 | e18 410 Vo vred s
Yelroe 5 110 - <D L ofvo
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NOD A4fiR« 3 NLRP3Y= wJDd- @ ede- AAfiR~ ASC

=fih' v s2r— 1 T2DM » @~ %1 - -~ A

{»R~" he ofi — 51

BTBR ob/ob/ v » @— - %1 A - - A +R=-"Hh

. ofi — L ey - = o +

VAN

BTBRob/ob' v » @ — — ESV LV ¥ Do)

4 EDV - r | ® WT v > o -
-=8/4.485 135 %[ Vo BTBR oblot v » @~ %1 —

ESV J EDw | 8 s R~ h. ofi R —/ 4465 p

0001 145 p 0001 - svourd k= %8s s R-' h. of
~ |4 & BTBR ob/ot/ v » @~ %1 - % =8

% A% 1 Ve

(A) so0 (B) 100
p < 0.001 p <0.001 <0001 p <0.001
40 80
n'E n’é‘
30 60
E E
> >
20 4 40 -
i A
N ) -_.
o LN - o
[ (8}
b %, %, %, %, %
o '\0/ ©y o, o, 2
) %
< %
Wild-type BTBR oblob™ Wild-type BTBR oblob™

LV ESV (A) and LV EDV (B) were estimated from echocardiography experiment. Each
treatment group consists of 8 animals. Each bar represents Mean + SEM values. One
way ANOVA was used for the statistical data analysis.

BTBRob/ob/ v » @~ %1 { —ESV/ED¥ A{sRe' h. ofi —

BTBRob/oB ¥ » @ - = FS | W7 » @ - -
42 p 0.001 % v °BTBRob/oHY »@®zs 1 R=~' h. ofi —FS
| - -=35 p 0001 — o L ovoegVewd
) - %t LVEF | e d s # < t 4 50
65 |fq4 L 281 +1 #No Vv ° BTBRob/oH ¥ » @ — LVEHK 53
+1 #£NJ Vo rR~' h. ofi— ~ |f4 BTBRob/oH ¥ » @— LVER 68
+1 - ~veid - %[s »R-' h. ofi | 8 BTBRob/oH ¥ » @
- %1 — L - A% 1dve
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50
p < 0.001 p <0.001
40 -
3? 30 -
w
w20 -
10
0 - -
o 1o o
P,
Ooé O,,(/A os
Oy Oy \9/,—
2
O‘;’.
- d
Wild-type BTBR ob/ob™"

Each treatment group consists of 8 animals. Eachdmesents Mean + SEM values.

Oneway ANOVA was used for statistical data analysis.
BTBRob/oH ¥ » @~ %1 | FS- A{ btRe' h. ofi —

100

p <0.001
p <0.001
80 | | |
£ 60 -
w
g
> 40 -
20 -
0 .
Q () Le)
ol),ﬁ o,)& ?ovb
o £% e,
%,,
o %
Wild-type BTBER ob/ob™"

Each treatment group consists of 8 animals. Each bar represents Mean + SEM values.

Oneway ANOVA was used fostatistical data analysis.
BTBRob/oH % » @~ %t | LVEF A{ +Re' h. ofi —
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NLRPafi h ' v 62 F - Avre - = ™M= RTPCR: -

vV ¢ BTBRob/oB ¥ » @ —ASE NALP3 # J NLRP3 A4 v » @
S mafi 4D. mmt fi IL -1d8 IL-6 4 Caspasel— mRNAz i | & WT
v > - == - 08/ —7 12 #NoJ Vv ° BTBRob/oH ¥ » @
-2 ™=38 [ R " h. ofi — ASE€ NALPBIL-1 d8 IL-6 - Caspasel—
mRNAz i | ® - -=1/3 1/2- VA
16
(A) ::. Y] p=00f (B) 14 - p<0.001 'p-aoas
12 4 12 -
10 4 e 10 4
& 84 % s
=
64 =z 6 -
4 NS 4 - NS
24 ™ Y
O — oL
o] Q. 4] Q.
%’f % o"d- % (:’o o?o c:"o %o
“ 0@6 “ 0@6 %/ ‘bﬁv 6°/ %ﬁr
% % %, %,
Wild-Type BTBR oblob Wild-Type % ATER oblob %
10 P <0001 P=0D0F ] 10 p<aor p = 0,002
(C) - ‘ (D) 1
a 9 6
2, 3]
N.S
2 < r m N.S
- ] N ﬂ
T o %, % R —
%é, QO//, %'tv %//,, 0%6 o'i: o"o& o%
——— qe/ — %_ o, *// 9 %//
Wild-Type % BTER oblob 3 _ % T %
WidType % BTBRoblob” 5
" p<0.001
12 4 p < 0.001
E) <"
(E) i ] \
g ¢
Q 44
NS
2d M/ |"‘|
o L
S 2 S 9
q”b, %/,, q"b, ‘%9’6,
-]
Wild-Type 2 pr——el

MRNA levels for each inflammasome component were analysed BRGR. (a) ASC;

(b) NALP3; (c) IL-1b; (d) IL-6; (e) Caspase 1. The expression of glyceraldeByde
phosphate dehydrogenase (GAPDH) was used as the housekeeping gene for the
normalization of data in quantitative FACR experiments estimating the effect. The Y

axis represents the ratio betweeormalized mRNA of each gene in the BTBR ob/db

mice and that of the W-€ontrol mice. There were 4 animals in each group. Each bar
represents Mean + SEM values. Omay ANOVA was used for the statistical data
analysis. N.S. means no statistical significance.

BTBRob/oH % » @~ %1 || NLRR&fi h ! v 52+ - A sRe’ h. ofi—
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14
p=0.001 p=0.005 (B) p <0.001 i p <0.001
8 4 17 12 + |
- @ 10
g 61 5 84
g g
N.S. 41 N.S.
2 4 1 24 —
oL MM ] | | o L M [T
] e) L, o) Q Q. [4] 4]
0, 3, () % 0, % 0, 2,
R 2 2, PR
o, "% ?, %/,;? o Qb/,;p “o °b/,,/
0. (-] 0. 0, .
% — % % %
Wild-Type BTBR oblob™ Wild-Type BTBR oblob™
@ ., (D) ,,
p <0.001 p <0001 _ P <0.001
25 4 1 i p<0.001
- 3 30 4 1
s 204 5
] =
B 15 4 < 90 -
<] n
- —
2 40 4 N.S. o
el — ‘5. N.S.
o101
5 4 a
N <, ]
0 0 -
Q o] () O ) O ) O
D, %y Ky %"b % %, s %,
-2 ‘%’% 7 //,‘% o 31@ o ‘3’4;?
e S 0. 0,
wild-Type K BTBRoblob™ 2 % - %
Wild-Type BTBR ob/ob™

(a) Collagenl (myocardium mRNA quantitated by FACR); (b) Collaget8 (myocardium
mMRNA quantitated by RPCR); The expression of glyceraldehy@phosphate
dehydrogenase (GAPDH) was used as the housekeeping gene for the normalization of data
in quantitatve RT-PCR experiments estimating the effect.
between normalized mRNA of each gene in the BTBR db/otice and that of the WT

control mice.
(c) Fi

br osi

There were 4 animals in each group.

S

; The

degree

of fi

Thax¥s represents the ratio

axis represents the percentage of myocardium which are occupied by fibrosis.
treatment group consists of 4 animals.
(d) Apoptosis (TUNEL staining); The-¥xis represents the percentage of Tunnel positive

cells.
values.

stdistical data analysis.
BTBR ob/ob’ v » @ %1t {

[ ]

Each treatment group consists of 10 animals.
N.S. means no statistical significance. -@ag ANOVA was used for the

Jawioe or

A »Re! he ofi—

WT J BTBRob/ob’ v » @ 8 -85 R~ h. ofi
8 8 | - 8 g8 48
bR-' he ofi | -f - o v
N AL ms o Vs |k e
Lvibd - LViDs - - —-FS- R
-8 single -plane area length ~ |4 LVER Ve
3V 8 L ~8 NLRR&fi h ' v 52 F — 0
I =vVerffreal Dofil 4’ > ofi 3-mRNAZ I ®
S —=wJ) Do e =V e
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=0 ™
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- 241 _" 24
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o8 - sVo/ — 8pRa! h. ofi | 8
=I]/8l_ $J||8 BR‘E hl“- @fl | 1 r r =8
| 8 12 #Nof Vo s R~ h. ofi —ti] - -0
Vof VO G TAUG] - e= A< a v o
AU 70222.5mg(n=6)
T(”C?Cfé”f) —— 7 {5UTOY1 Omeg(n=6)
' —— ){ZUT0220me (n=6)
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—bRe! h. ofi— R! 02 =

<

R!(Djm

25 mg n=6 10 mg n=6 20 mg n=6 50 mg n=6
Grax NG/mL 29 14 124 34 265 26 610 22
t h 1.00 1.25 1.00 1.25
mex 1.00, 2.00 1.00, 1.50 0.50, 2.00 1.00, 1.50
AUG ng-h/ mL 89 31 464 20 915 15 2058 24
AUG ng-h/ mL 103 30 489 19 939 14 2093 24
tiz h 8.1 478 121 7.79 122 470 121 7.03
Graf AUG:® AUG | CV 8 tma g ® tp|
R N 4 a2 5 8 -] »R-" h. ofis -
=5mgktl 1 A oo 0 e L - =0 %
[F1omgl 1 ~ A1 <%E %, 1 s mafi ®' i S— %™
=8 8 ~| »R~" h. ofis ==5mg-1 1 A oo
0 -] e L - ~o%F10md 1 ~ A< %E RO
2 2 -1 24
2 27 - 25810820mgt1 1 14 =V 9
/ - 81 114 21 - — Gx 4 AUG -
Fr w= Vo 14 = | & 2.5mg# | 1.28 10mg |
1.21820mgt | 1.19# Nof Vv ° A== — -1 114 ~2pm=s
24 3% < o= - td V-] -2 % No VO
bR~ he ofi— <! «'fi @ 43 mUmin 3.75 5.10 mL/min
#Nof Vv ©
(ng/mL) 188 (ng/mL) 14HE8
190 L8 &1%U7025mg(n=9)
—o— %)(JUD0Y>/10mg(n=9)
——%)JU70I>20mg(n=9)
B RE
1
2 100 100
tH
o
I\
7
U
2
g
5 101 10
B
= E =
T ' :
1 1
T T T T T T T T
0 8 16 24 (B5E) 0 8 16 24 (B5f)
- %1 bRe ! h. ofi
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—sRe! h. ofi — R' 0> a

8 d
25 mg 10 mg 20 mg
R' 03 = 1 14 1 14 1 14
n=9 n=9 n=9 n=9 n=9 n=9
Grax NQ/mL 43 30 48 27 188 27 191 35 298 21 305 31
AUC ng- h/ n 123 29 157 27 602 23 727 23 1027 15 1225 17
- 0.5 0.5 1.0 1.0 1.0 1.0
max 0.5,1.0 0.5,1.0 0.5,1.0 05,15 0.5,2.0 0.5,2.0
a - 128 11 - 121 7 - 119 4
[
LUV B 4.6 1.9 3.8 09 43 10 44 0.6 51 14
mL/min
1.2 04 1.7 05 1.4 03 19 0.6 1.4 0.3 1.9 06
Gnaf AUG | CV 8 tmal 8 s ol alfi @8 [
a 14 —AUC 1 — AUC
— ¢=|J|\/ 4 4 2 5 8 l‘lBR‘ih‘u ofi < =
=5mglk1l 1 A ooz 0 -] s L - -0 %
F10mgl 1 ~ AL < %2 %o
31 - %1 D1695C00001PartA  *°
1 20 -~ 5 410 mgt1 1 7 oV < 98
— Goax— | 69 4 162 ng/mls AUC— | 322 4
670 ngn himl# Nof v ¢ Gux 4 AUC| ™4 L - -V 9
—bRe ! h. ofi — R' 0>
! <
RO 034 =5 g n10 10 mg n=10
Goax NQ/ML 69.31 2642  162.09 26.03
- 2.00 2.00
e 1.0, 3.0 1.0, 3.0
322.72
AUC ng- h/ mL 244,69 670.01 36.92
Gnin  NG/ML 3.4 80.14 5.71 52.36
Graf Gur® AUQ | CV 8 toa o
R R 4 a1 s mafi ® fi S
8 | »R="Nh. ofis «=5mg-1 1 A oo 0
-] e L - ~0%[F10mgl 1 ~ A1 < %#E %O
3

109



1 — ¢Dd 94 8
29 -  10mg | o. o - -
V < %8 - A —bR=" N Ofi —Guax 4 AUG—
90 CI |/ 4 - 4 0.550 0.499 0.606 < 0.973 0.943 1.004 # Nof
Vo — 1t mar— | & < =125 SV
- 1dv 4 42 5 8 -] bR~ h.e ofic -
=5mgk1 1 A oo 0 e L - =0 %
Fiomgl 1 ~ A1 <%z 1 s mufl ®' fi <— rz™
=8 8 | »R="h. ofic «=5mg-1 1 A oo
0 - e L - co¥%lF1omg 1 -~ A< %E%°
2 —
" Hoal agfi<— D9 665
24 -8 50 mgtHo = ' o ¢ fi 45 mge oV < %8
- A{»R-" h. ofi —Gu 4 AUG— — 9 cl |74 1
1.09 1.00, 1.18 4 1.03 098, 1.08 #Ng Vv ° Ho~' a o fi
-~ A{Ho~" asfi—Gu | AUG— — 90 Cl |/4: 4093
0.75, 115 4100 090, 1.13 #NoJ Vo 5 V8 £Nof| oo oo
Ho = o ¢fi —Gum J AUG— — 9 CI |/4:409 o0.79,
1.02 1105 090, 1.22 #NJ Vv 9
0o o aal kofi<— ¢ &
18 -8 20 mgte o~ Kk #fi 100 mg oV < Y8
- A »R-" h. ofi —Gu 4 AUG— — 9 c |/4- 4
0.958 0.875, 1.049 4 1.081 1.031, 1.133 #Ng Vv ° o 2= ' Kk i fi
- A a4’ Kk #fi —Gax 4 AUG— — 9 c |/4 4
0.887 0.807, 0.974 4 1.012 0985 1.040 #Ng Vv @
o el @gH" » < — ¢ o 6
18 ~ & 20mgt~" oH' » 4mg =V < %*® -
A v R-" he ofi —Gux J AUG— — 9 Cl |/4-4101
092, 110 1099 096, 1.02 #NgJ v° - oH' » - A
1-"oH" » —Gu | AUG— — 9 Cl |/4-49104 091,

1.20 1113 099, 129 #No Vv °
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~ ol vi Ffig— Do &
18 ~ 8 20mgto ) vi Ffi 1,000 mg eV < %8

- A »R-" he ofi —Gu 4 AUG— — 9 c |74 4
0.93 0.85, 1.02 <100 094, 105 #NJ Vo 0. vi Ffi -
Ao viFfi—Ga 1 AUG— — 9 CI |/ 4 4095 087,

105 4100 0.93, 1.08 #No Vv °

voWalw) es— %
22 -8 10mg-tw=-" Wo @02 mg 1 3 < EEA
-~ A »R-" h. ofi —Ga J AUG— — 90 ClI

| 7 4 - 4 1.040 0.899, 1.204 1 1.009 0954, 1.067 #Ng Vv °

P Ade wu o He ©) <— ¢D 9
18 ~ 8 50 MgEA b wu o K= ©) 25 ME oV < 98
- A »R-" he ofi —Gu 4 AUG— — 9 cCl |/
4- 409 o088 111 1107 104, 111 #NJV ° s0 7 2
</ = g -
t Ko2ah)s— Dy B8°6
42 ~ 8 10mdEK o o 2 1 mg oV < %8
- A R=-" he ofi —Gu J AUC— — 9 c |74
1.080 0.953,1.222 4 1.047 0.991,1.106 #Nof Vv ° Ko 2 7
- A Ko 25> —Gu | AUC— — 9 Cl |/ 441132
0.979, 1.310 4 1.132 0985 1302 #NJ v 9 0 7 2
</ = 9=
;- —
u Pigi oafi<— ¢D o 077
24 -8 20mgtPi oi afi 320me oV < Y8
- A{rR-" h. ofi —Gu J AUG— - 9 Cl |/4 1
0.881 0.796, 0.975 - 1.024 1.000, 1.049 #No Vv ° Pi gi afi
- AP Ol afi—Ga 1 AUG— — 9 c |74 4

0.938 0.762, 1.156 11.046 0.850, 1.286 #Ng Vv 9
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o fi P @ i fi<— D 077
24 -8 20mdte fi P @ # fi 40 me oV < F8

- AR~ he ofi —Gu 4 AUG— — 9 Cl |/4- 40978
0.887, 1.078 4 0.986 0957, 1.017 #Ng Vv 9 o fi P @ i fi -
A - fiP @ ifi—Ga | AUG— — 9 CI |/ 4 400936
0.816, 1.073 1 1.193 1.018, 1.399 # Ng v ° 5 V 8 £Nef| - fiP @
A fi —Gax 4 AUG— — 90 Cl |/ 441077 00931, 1.247
11311 1.146, 1499 #Ng Vv 9

w l hofiHe fi < — ¢D 1 T2
14 ~ 8 10 mgt! hofi He fi 600 me oV < Y8
- A hR=" he ofi —Gu 4 AUG— — 9 Cl |/4:

4 0.931 0779, 1.112 1 0.780 0.731, 0.832 #NJ Vv 9

VvV ohvor <-— ¢D 9
16 ~ 8 10mgtoh vor 250mg1l 4 < eV < Y8
- A »R~" h. ofi —Gum J AUG— — 9 cCl |/

-4 113 1.03, 1.24 1151 144, 158 #NJ v

+ i ho! fis— ¢ T
14 -8 10 mgk: i ho! fi 25 mg V<98 i hOo! fi
- A S: i hO! fi — G { AUG— — 90 Cl |/
4 - 41030 0994, 1.124 1 1.068 1.002, 1.138 & R: i hO' fi — G
4 AUG — — 9 ClI |/ 441057 0977, 1.145 1 1.079

1.030, 1.130 # Nof v °

B o «o fi<— D &
16 ~ 8 10 mgt ©» « o fi 0.25 mg =V £ %8 @» « o fi
- A o « o fi —Gax d AUG — - 9 c |/4-

4 099 084, 1.16 1100 086, 1.17 #NgJ v °

R d a2 5 8 -] »R-" h. ofis =
=5mgkt1l 1 A ooz 0 -] e L - -0 %
Fiomgl 1 ~ A1 <%z % .1 s mafi ® fi S— %™
=8 8 | bR~" h. ofis o=5mg:1 1 A oo 2e

0 - | L - o %F10mgl 1 - Al <%# %O
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"'h. ofig0o gglt1 %t = oV < %— PumO® Z mm [

vo | 78 #NgJ VvV °

— ¢=|J|\/ 4 4 2 5 8 l‘lBR‘ih‘u ofi < =
=5mglk1l 1 A ooz 0 e L - -0 %
F10mg1 1 - AL < %2 %] o. 1 s mmfi ®' fi S— %™
=8 8 -] R="h. ofic e=5mg-1 1 A oo

0 - e L - -0 %[F10mgl 1 ~ A1 < %% %o

[
A1 z— 0= ‘e
LongEvans ' ¢! ~[“C]» R~' h. ofi 26.6mgkg i
=V £ %8 J EEE 1 14 - L s
< — AUG — | 0.1632 Ng v ™ ©
SD e ~[“Cl» R~ h. ofi 22 mg/kg 2+ -
V < %8 — AUG — | 0.250 0.335% Nof vV 7
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A o
A
al #F— O e
Yp
Long Evans ' @ . ~[¥“C]» R~" h. ofi 26.6 mgkg L
oV < Y8 | == 1 4 - ALy
— AUG — w1 | & 4 s s 8
s 8 4 £ Nof Vv 9 AUG — | s o 4 3.40
383 # %08 8 4 0.140 0.170 # ¢ Ysf v ™ o
SD " -[*Cl» R~ h. ofi 22 mglkg 2 -
V< %8 — AUG — Y% Yelef V | & 8 8
84+ D62 8 8 8 8 8 8 8 8 8 8
8 J # N v °AUG— | £2 50> —q ® 8
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| 30-1 <. fi — 42 39 &2
O~ <. fi 5 1z i oi 4 % 14 -
| ~3-0-i0 <. fi — 61 % Ef{v®e
— | 3-0-1 <. fi # Nef s d # UGT1A9 |-
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- 1dv d a2 5 8 | bR~ h. ofi< o=
S5mgk1 1 A e o 0 - L - -0 %
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Desethyl-dapagliflozin glucuronide-1. -2, and -3 Desethyl-dapaglifiozin
(m2, m3, mBa)

(BMS-511926, m8)

0
oAy

Benzylic hydroxy-dapagliflozin
(BMS- 639432, m12)

Dapaglifiozin 2-0-glucuronide
(BMS-805525, m10)

Dapagliflozin \
H

/ . o
- / \ HOM Y
OH

Hydroxy-dapaglifiozin-1, -2 and -3(m4, m9, m15a)

O~
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GA
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In vitro ~%™= 38 g | 1 4 UGT1A9 |4 3-0-i <. fi -
| & —UGF == 100 98 #J Fe. 52+ r2%t{ UGTLA9
<3-0-1 <. fi - - % EfdVvisw%ls 3-0-i -
. i - - A | UGT1AONe|| 1 <% |F%-of Vv ° 3
Ve20-i <. fi - - A | UGT2B4- UGT2BZNgf V @
Invitro ~ % ™= 8 CYP1ALCYP1A2CYP2/A6CYP2C9CYP2D6CYP2ELCYP3A4-
CYP3AL 5 —CYP -~ Nej — 5 R=" h. of ¥% kv
%8 4 -%™= s R~ h. ofi % - |F4 A |
—10 zNof t <oy 21 sR~" he ofi — - CYP %
A L v o= | et o
Invitro ~%™=38 , R=' h. ofi | CYP1LA2CYP2A6CYP2B6CYP2C8CYP2C9
CYP2CE9CYP2D6- CYP3A4 T[] ICs 459g M & CYP1A2CYP2B6CYP2C8
CYP2GICYP2CECYP2D6- CYP3A4 0 | 1 k4 o %J v 1Cs 40
gM ° s R-' h. ofi | CYP1A2CYP2B6- CYP3A4M4: 20 g M- 3 # o
o%[ Ve hR-' h. ofi | UGTIAL < | o [Fo ™%8 UGTIAL = ™
L oV ICsp 50g M ¥ e

1 UGT1A9 8
UGT1A9 SNP% — <« fie- A ~=T=s
ANCOVA ¢ i & ™= -V <1 58 UGT1A9
4 — <P a'fie—  w%[|-esuGTIAOSNR = — —
— Nef L rroa™ <% 1dVe
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7 - 10 mgt -8/ —1 -[“C]» R~
h. ©fi 80 ggkl %1 = VE%Hh— PumOr Zmm f ¥
— %78 # No V ° - [“C]» R~ ' h. ofi 50
mé'—- eV < Y— — 4 4t = 8 1/8|If
| — 15 % < o= td Ve 4 & Nej —
Lo % - vl - | =
% - t e l— % # Nef < ™e %
sy
- iJIl‘/ . 42 5 8 l-|F>R‘ihlu ofi £ ==
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— — J 8 88
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< | "R~ he ofi — - - co™i <% 1 Ve
3V 8 30-i <. fi 12-0-1 <. fi | 8 bR~ h. ofi
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S5mglk1 1 g 7L 0 - |8 L - -0 %
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R
2 e ad 5
6 - 258 108 20 50 mg: - eV < Y—
< ==— | & ™ne — # L2 ENg vV #o
2 9 - 258 108 20 mgt1 1 14 eV <
Yo— < o= — | & ™4 — z L2 £Nof Vv 209
-[¥“C]» R~ h. ofi 50 mg- -V < %
— — 1 4L i 8 312 3 #- —96
% ot ~75 @ ~21 ® 4 —76 % 24
-8 89 ¥% 48 - td Ve Yo | | — 15 %
< o= I VA
- 14V d 42 5 8 -] bR~ h. ofic o=
5mglk1 1 Ao 0% 0 - |8 L - -0 %
10mgl 1 - A v < %2 %] 0 1 smmfl ®' fi <— r%™M=s
8 ~| bR=-"h. ofic ==5mgt1l 1 Ao o

0 - e L - -0 %[10mgl 1 ~ AL < %# %o

8. ' fi ewd a0~ A

Inviro ~%™=8 , R=' h. ofi | P~ - ™ <o %P A

~o¥%f Vo hR-' h. ofi | — 4 g fi @wd 242 # Nef « pofi
;' fi ewd 4>  OAT3 4 — 4 g fi ewd 2D # Nef « gofil
'fi @ewd 4> w' Ak #» OATP1B1! OATPIB3 —= ™ L oV ICs
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4 — Gx J AUG—

11278 1.189, 1.374
~ 1.355 1.123, 1.633

8 4 CLer 80 mL/mirg Nef 2

50 CLcr 80 mL/mirg Nef 2
30 CLecr 50 mL/mirg Nef 2

CLer 30 mL/mir# Ned L= ™y ™2

90 CI | &/ 4 - 41142 1.052, 1.239

8 1256 1.091, 1.445 11523 1.346, 1.724 A

11753 1.486, 2.068 # No V ©

CLcr 80 mL/min 50 CLcr 80 mL/min 8 30 CLer
50 mL/min | CLer 30 mL/min — L a2 -8
20 mgkl 1 7 4-10 eV < Y8 - %1
{24 - | @ % #Nef 2 #|85 g ¢
L aq2 2| 529/ @ L aq2
2| 189/ @ L aq2 2| 119/ #No V°
s &) | 2 s J - 8 | —
L aAq2 ~%™M=8 , R~ h. ofi — |
92.3 94.6 # Nef s =™V 9 g 2 | - A o 8
g O 6 2 9 —
- ey R' @2 =
R! ©D 2 ]
Grnax tmax AUG AUg, tie CL/F <.
ng/mL h ng- h/mL ng- h/mL h mL/min "fi®
mL/min
710 1.17 2880 2821 12.7 289 3.52 1.2
8 31 0.5,2.0 27 27 7.0 26 34 0.5
647 1.25 2504 2439 11.9 333 3.43 1.0
2 12 37 0.5,20 30 30 5.7 26 47 0.4
902 1.25 4018 3832 18.4 207 2.85 1.4
2 8 35 0.5,20 26 26 8.2 25 55 1.0
897 1.00 5182 4847 17.9 161 2.06 1.6
2 8 41 0.5,3.0 38 35 3.4 26 81 1.3
772 1.17 4884 4385 15.0 171 0.84 0.5
2 4 11 0.75, 1.5 10 @ 12 42 2 10 @ 46 0.2
£ AUGS AUG 8 - = ' fi @— | CV 8 g 8 s/ — |
a n=3
— ¢=|J|\/ 4 4 2 5 8 l‘lBR‘ihu ofi £ -
=5mgk1l 1 A ooz 0 e L - -0 %
F10mgl 1 - AL < %2 %] o. 1 s mafi ®' fi S— %™
=8 8 ~| bR="h. ofis e=5mg-1 1 i 7L
0 - | L - o %F10mgl 1 - Al <%# %O
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2 -2t ¢ B0

Child-Pugh A8 B8 G- 6 . 6 -
10 mg- - VA
- A 8 - — ~%t ] bR~ he ©
fi —Guax 1 AUG— — 9 ClI | &/ 440882 0598 1.301

11.033 0765, 1.396 & 1.122 0.761, 1.654 4 1.359 1.007,1.836 -
- 1.395 0.946,2.056 - 1.669 1.236, 2.255 # Nof V ©
bR-" h. ofi — - e=8 < LA

L LIRS TYORE

- ey R! 0> =
R' 0o
Cnax AUQf AU@[ t 12 t max CL/F Vz/F
ng/mL ng- h/ ng- h/ h h L/h L
e 136 465 438 12.9 10'05% 215 370 92.1
31 34 34 554,020 35 36 1.92
Ch"‘k Pugh 159 480 443 150 162550 208 322 91.1
A 28 26 25 1626 * 000 28 91 2.28
Ch"dB' Pugh 153 632 614 8.1 O™ 158 174 93.4
o 51 40 40 287 L0029 52 0.80
Ch"dc' Pugh 199 776 762 6.1 067550 12.9 111 91.6
s 40 22 22 135,90 23 28 413
t1p< | ® tmay s s/ — | cv
al — 4 476h & oV ¢85 352 <o°
— ¢=|J|\/ 4 4 2 5 8 l‘lBR‘ihu ofi £ -
=5mgk1l 1 A ooz 0 -] s L - -0 %
F10mg1 1 - A1 %% %] o. 1 s mafi ®' fi S— %™
=8 8 ~| bR="h. ofis e=5mg-1 1 A oo
0 - e L - -0 %[10mgl 1 - A1 < %2 %o

11. /7 —
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—SmPC Pregnancy
2024 12 There are no data from the use of dapagliflozin in pregnant women. Studies

in rats have shown toxicity to the developing kidney in the time period
corresponding to the second and third trimesters of human pregnancy.
Therefore, the use of dapaglifiozin is n ot recommended during the second
and third trimesters of pregnancy.

When pregnancy is detected, treatment with dapagliflozin should be
discontinued.

Breast- feeding
It is unknown whether dapagliflozin and/or its metabolites are

excreted in human milk. Available pharmacodynamic  / toxicological
data in animals have shown excretion of dapagliflozin/metabolites

in milk, as well as pharmacologically - mediated effects in nursing
offspring. A risk to the newborns/infants cannot be excluded.
Dapagliflozin should not be used while breast -feeding.

Fertility

The effect of dapagliflozin on fertility in humans has not been
studied. In male and female rats, dapagliflozin showed no effects
on fertility at any dose tested.
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Pregnancy
Risk Summary

Based on animal data showing adverse renal effects, FARXIGA is not
recommended during the second and third trimesters of pregnancy.
Limited data with FARXIGA in pregnant women are not sufficient to
determine drug-associated risk for major birth defects or
miscarriage. There are risks to the mother and fetus associated

with poorly controlled diabetes and untreated heart failure in
pregnancy.

In animal studies, adverse renal pelvic and tubule dilatations,

that were not fully reversible, were observed in rats when
dapagliflozin was administered during a period of renal development
corresponding to the late second and third trimesters of human
pregnancy, at all doses tested; the lowest of which provided an
exposure 15-times the 10 mg clinical dose.

The estimated background risk of major birth defects is 6 to 10%in
women with pre- gestational diabetes with a HbAlc greater than 7%
and has been reported to be as high as 20 to 25% in women with HbAlc
greater than 10%. The estimated  background risk of miscarriage for
the indicated population is unknown. In the U.S. general population,

the estimated background risk of major birth defects and miscarriage

in clinically recognized pregnancies is 2 to 4% and 15 to 20%,
respectively.

Clinical Considerations

Disease- associated maternal and/or embryofetal risk

Poorly controlled diabetes in pregnancy increases the maternal risk

for diabetic ketoacidosis, preeclampsia, spontaneous abortions,
preterm delivery and delivery complications. Poorly controlled
diabetes increases the fetal risk for major birth defects,
stillbirth, and macrosomia related morbidity.

Lactation

Risk Summary

There is no information regarding the presence of dapagliflozin in

human milk, the effects on the breastfed infant, or the effects on
milk production. Dapagliflozin is present in the milk of lactating

rats . However, due to species specific differences in lactation
physiology, the clinical relevance of these data are not clear.

Since human kidney maturation occurs in utero and during the first

2 years of life when lactational exposure may occur, there may be

risk to  the developing human kidney.

Because of the potential for serious adverse reactions in breastfed

infants, advise women that use of FARXIGA is not recommended while
breastfeeding.
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Effects on fertility

In a study of fertility in rats, no effects on mating, fertility,

or early embryonic  development were seen when males received oral
doses upto 210 mg/kg/day or when females received oral doses up to
75 mg/kg/day  yielding plasma AUC values at least 1000 times the
clinical exposure at the maximum recommended human dose [MRHD] of
10 mg/day . However, at 210 mg/kg/day, a dose associated with
profound toxicity including mortality , seminal vesicle and
epididymal weights were reduced; sperm  motility and sperm counts
were reduced; and there were increased numbers of morphologically
abnormal sperm. No adverse effects on sperm or male reproductive
organs were seen at 75 mg/kg/day 700 times the clinical exposure

at the MRHD .

Use in pregnancy 'E Category D

There are no data from the use of dapagliflozin in pregnant women.
Studiesinrats have  shown toxicity to the developing kidney in the

time period corresponding to the second and third trimesters of
human pregnancy. Therefore, FORXIGA must not be used during the
second and third trimesters of pregnancy. When pregnancy is
detected, treatment with FORXIGA should be discontinued.

In conventional studies of embryofoetal development in rats and
rabbits, dapagliflozin was administered for intervals coinciding

with the period of organogenesis in humans.

An increased incidence of embryofoetal lethality, decreased foetal

weight and an increased incidence of foetal visceral and skeletal
anomalies were seen in rats at maternotoxic doses oral doses
greater than or equal to 150 mg/kg/day . The no observed effect
level for embryofoetal effects in rats was an oral dose of 75
mg/kg/day 1530 times the exposure in patients at the maximum
recommended human dospMRHD] . No developmental toxicities were
observed in rabbits at oral doses up to 180 mg/kg/day 1265 times
the exposure in patients at the MRHD

Use in lactation

FORXIGA must not be used by breastfeeding women. It is not known
whether dapagliflozin or its metabolites are excreted in human milk.

Studies in rats have shown excretion of dapagliflozin in milk.
Direct and indirect exposure of dapagliflozin to weanling juvenile
rats and during late pregnancy are each associated with increased
incidence and/or severity of renal pelvic and tubular dilatations

in progeny. The long -term functional consequences of these effects
are unknown. These periods of exposure  coincide with a critical
window of renal maturation in rats. A s functional maturation of the
kidneys in humans continues in the first 2 years of life,
dapagliflozin - associated dilated  renal pelvis and tubules noted in
juvenile rats could constitute potential risk for human renal
maturation during the first 2 years of life. Additionally, the

negative effects on body  weight gain associated with lactational
exposure in weanling juvenile rats suggest that FORXIGA must be
avoided during the first 2 years of life.
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No dose adjustment is required for the treatment of type 2 diabetes
mellitus in children aged 10 years and above. No data are available
for children below 10 years of age.

The safety and efficacy of dapagliflozin for the treatment of heart

f ailure or for the treatment of chronic kidney disease in children
< 18 years have not yet been established. No data are available

Us-
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The safety and effectiveness of FARXIGA as an adjunct to diet and
exercise to improve glycemic control in type 2 diabetes mellitus
have been established in pediatric patients aged 10 years and older.
The safety and effectiveness of FARXIGA for glycemic control in
type 2 diabetes mellitus have not been established in pediatric
patients less than 10 years of age.

The safety and effectiveness of FARXIGA have not been established
in pediatric patients to reduce the risk of:

| sustained eGFR decline, end -stage kidney disease, cardiovascular
death, and hospitalization for heart failure in patients with
chronic kidney disease at risk of progression.

| cardiovascular death, hospitalization for heart failure, and
urgent heart failure visit in patients with heart failure.

| hospitalization for heart failure in patients with type 2
diabetes mellitus and either established cardiovascular disease or
multiple cardiovascular risk factors.

ocd @) ' T .
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INFORMATION
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Safety and effectiveness of FORXIGA in paediatric patients have not
been established.

Delayed growth and metabolic acidosis in rats were observed in both
sexes at higher doses greater than or equal to 15 mg/kg/day
The developmental age of animals in this study approximately
correlates to 2 to 16 years in humans.
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