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« Efecto de antidiabéticos en:
* Enfermedad cardiovascular
« falla cardiaca
* Nefropatia diabética
* NAFLD
* Obesidad
* Apnea de suefio




Enfermedad cardiovascular

IAM no fatal | Ictus no fatal | Mortalidad CV | Mortalidad total | Hospitalizacién por
falla cardiaca

Inhibidores de SGLT2

11/9/21

0.86 0.87 1.24 0.62 0.68 0.65
(0.74-0.99) (0.70-1.09) (0.92-1.67) (0.49-0.77) (0.57-0.82) (0.5-0.85)
CANVAS 0.86 0.85 0.90 0.87 0.87 0.67
(canagliflozina) (0.75-0.97) (0.69-1.05) (0.71-1.15) (0.72-1.06) (0.74-1.01) (0.52-0.87)
DECLARE 0.93 0.89 1.01 0.98 0.93 0.73
(dapagliflozina) (0.84-1.03) (0.77-1.01) (0.84-1.21) (0.82-1.17) (0.82-1.04) (0.61-0.88)
0.97 1.0 1.0 0.92 NA 0.70
(0.95-1.11) (0.86-1.27) (0.76-1.32) (0.77-1.11) (0.54-0.90)
SCORED 0.77 NA NA 0.90 0.99 0.67*
(sotagliflozina) (0.65-0.91) (0.63-0.83) (0.83-1.18) (0.55-0.82)
SOLIST-WHF NA NA NA 0.84 0.82 0.64*
(sotagliflozina) (0.58-1.22) (0.59-1.14 (0.49-0.83)
Reflexiones

* Podemos seguir hablando de efecto de clase?

* Por qué ertugliflozina fue negativo en VERTIS a pesar de tener
criterios de inclusion casi idénticos a EMPAREG?

* SOLOIST y SCORED no tenian poder para demostrar efectos en
enfermedad cardiovascular porque se tuvo que reducir el nimero de
pacientes y cambiar el desenlace a falla cardiaca
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MACE IAM no fatal | Ictus no fatal | Mortalidad CV | Mortalidad total Hospitalizacién por
falla cardiaca

Anélogos de GLP1

X 1.03 112 098 094 096
(089-117)%  (0.87-1.22) (0.79-1.58) (0.78-1.22) (0.78-1.13) (0.75-1.23)

LEADER (liraglutide) 0.87 0588 0.89 078 085 087
(0.76:0.97) (0.75-1.03) (0.72-1.11) (0.660.93) (0.74-097) (0.73-1.05)

SUSTAIN-6 074 074 061 098 1.05 111
(semaglutide SC) (0.58-0.95) (0.51-1.08) (0.38-0.99) (0.65-1.48) (0.74-1.50) (0.77-1.61)

PIONEER-6 079 118 074 049 051 086
(semaglutide oral) (0.57-1.11) (0.73-1.90) (035-1.57) (0.27-0.92) (031:0.84) (0.48-1.55)

EXSCEL (exenatide) 091 095 0386 088 086 094
(0.83-1.00) (0.84-1.09) (0.70-1.07) (0.73-1.05) (0.77-097) (0.78-1.13)

078 075 086 093 093 095
(0.68-0.90) (0.61-0.90) (0.66-1.14) (0.73-1.19) (0.73-1.19) (0.79-1.16)

REWIND 088 096 075 091 090 093
(dulaglutide) (0.79-0.99) (0.79-1.15) (0.61-095) (0.78-1.06) (0.80-1.01) (0.77-1.12)

AMPLITUDE-O 073 078 074 072 078 061
(efpeglenatide) (0.58-0.92) (0.55-1.10) (0.47-1.16) (0.50-1.03) (0.58-1.06) (0.38-0.98)

Estudio IAM no fatal | Ictus no fatal | Mortalidad CV Hospitalizacién por
falla cardiaca
Inhibidores de DPP4
SAVOR 1.00 ( 0.95 111 1.03

(saxagliptina) 0.89-1.12)  (0.80-1.12)  (0.88-1.39)  (0.87-1.22) (0.96-1.27)

0.96 1.08 091 0.85 0.88 1.07
(<1.16) (0.88-1.33) (<1.14) (0.66-1.10) (0.71-1.09) (0.79-1.46)
0.99 0.95 0.97 1.03 (0.89-1.19) 1.01 1.00
(0.89-1.11)  (0.81-1.11)°  (0.79-1.19) (0.90-1.14) (0.83-1.20)
1.02 115 0.88 0.96 0.98 0.90
(0.89-1.17)  (0.91-1.45)  (0.63-123)  (0.81-1.14) (0.84-1.13) (0.74-1.08)
Otros
0.84 (0.72- 0.83 0.81 NS 0.96
0.98)$ (0.65-1.06)  (0.61-1.07) (0.78-1.18) _
TOSCA-IT @ 0.96 0.87 0.79 NA 1.10 NS
(sulfonilureas) ~ (0.74-1.26)i  (0.48-1.55)  (0.41-1.53) (0.75-1.61)

ORIGIN 1.02 1.02 1.03 1.00 0.98 0.90
(insulina glargine) ~ (0.94-1.11)  (0.88-1.19)°  (0.89-1.21)°  (0.89-1.13) (0.90-1.08) (0.77-1.05)
DEVOTE 091 0.85 0.90 0.96 091 NA

(insulina (0.78-1.06)  (0.68-1.06)  (0.65-123)  (0.76-1.21) (0.76-1.11)

Time to Death, Ml (Excluding Silent) or Stroke

Kaplan-Meier event rate

Nevents: 3-year estimate:
e placebo 358 /2633 14.4%

= pioglitazone 301/ 2605 12.3%

HR  95%Cl  pvalue

ploglitazone
Ve placeno 0841 0722,0.981 0.0273

N at Risk: [5238 4752 4651 786 (256)

12 18 24
Time from randomisation (months)

proactive-results.com




IRIS: pioglitazona en ictus

Cumulative Probability of Event.free

No. at Risk

1.00
090
050 1.00.
070
095
060 Pioglitazone
050 0.0
040 035 Placebd
030 Hazard ratio, 0.76 (95% Cl, 0.62-0.93)
020 0804, p_0.007
T T T T ]
010 1 2 3 4 H
t T T T T !
o 1 2 3 4 5
Years since Randomization
Pioglitazone 1939 1793 1701 1491 119 481
Placebo 1937 1778 1690 1476 182 459

EndoDrChen.com

Kernan WC. N Engl J Med. 2016; online Feb 17
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Insuficiencia cardiaca

CANVAS
(canagliflozina)
DECLARE
(dapagliflozina)

SCORED
(sotagliflozina)
SOLIST-WHF
(sotagliflozina)

MACE IAM no fatal | Ictus no fatal | Mortalidad CV | Mortalidad total Hospitalizacién por
falla cardiaca

0.86
(0.74-0.99)
0.86
(0.75-0.97)
0.93

(0.84-1.03)
097
(0.95-1.11)
077
(0.65-0.91)
NA

087
(0.70-1.09)
085
(0.69-1.05)
089
(0.77-1.01)

(0.86-1.27)
NA

NA

Inhibidores de SGLT2

124 062 068
(092-1.67) (0.49-0.77) (057-0.82)
090 087 087
(0.72-1.15) (0.72-1.06) (0.74-1.01)
101 098 093
(084-121) (0.82-1.17) (0.82-1.04)
10 092 NA

(0.76-1.32) (0.77-1.12)
NA 090 099
(0.63-083) (0.83-1.18)
NA 084 082
(0.58-1.22) (0.59-1.14

0.65
(0.5-0.85)
0.67
(0.52-0.87)
073

(0.61-0.88)

0.64*
(0.49-0.83)




DAPA-HF
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Primary Endpoint: CV Death or hHF or an
Urgent HF Visit

DAPA  Placcho  HR(95%CI)  pvalue

163%  212%  0.74(0.65-0.85) <0.001 Placebo 26%
B RRR
8 DAPA 10 mg
]
3 4.9% ARR
H NNT=21
g
3

¥
0

Number at Risk

DAPA10mg 2373 2305 2221
8 2163

Placebo 2371

12
Months from Randomization

2147 2002 1560 1146 612 210
7 1478 1096 593 210

Effects of Dapagliflozin on Worsening HF? and

1
Dapagliflozin 10 Placebo
= T P

Ceeth R o urgent HF 386 (163) 502(21.2) 074(065,085) <0001
hHF or urgent HF visit 237(10.0) 326(13.7) 0.70(0.59, 0.83) 0.00003*
0.0001*
Hospitalization for HF 231(9.7) 318(134) 0.70(0.59, 0.83) .
—_—
CV death 227(9.6) 273(11.5) 0.82(0.69, 0.98) 0.029"
—_—
CV death or hHF 382(16.1) 495 (20.9) 0.75 (065, 0.85) <0.001
N
Death from any cause 276 (11.6) 329(13.9) |—gs3071,007) o022
0.40 0.80 1

Dapaglifiozin 10 mg Better

0 12
= =P pracobo Botter




Primary Outcome by Diabetes Status?!

Dapagliflozin significantly reduced the primary endpoint, regardless of diabetes status
and HbA1c in the no T2D group

CV death or hHF or urgent HF visit

Total population 386/2373(16.3) 502/2371(21.2) — 0.74(0.65-0.85)

20 215/1075 (20.0) 271/1064 (25.5) — 0.75 (0.63-0.90)

NoT2D 171/1298(132) 231/1307 (17.7) —— 0.73(0.60-0.88)

Normo-glycemic (HbALc <5.7%) 53/438 (12.1) 71/419 (16.9) S 067 (0.47-0.96)
072

Pre-diabetes (HbALc 25.7-<6.5%)  118/860(13.7) 160/888 (18.0) < 0.74(0.59-0.94)

JAMA_2020.9231353:1368: 2 Aiow saisas e
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EMPEROR-REDUCED

EMPEROR-Reduced: Time to Cardiovascular Death or

Hospitalization for Heart Failure (Primary Endpoint)

40 462 patients with event
_ Rate: 21.0/100 patient-years
g
Py
g Placebo L
5 ,
2
3
1
© 20
2
g Empaglifiozin
g 10
3 P <0.0001
0

0 9 180 270 360 450 540 630 720 810
Days after randomization
Patients at risk
Placebo 1867 1715 1612 1345 1108 854 611 410 224 109
paglifiozin 1863 1763 1677 1424 1172 909 645 423 231 101

Packer et al.
N Engl J Med (2020)




EMPEROR-Reduced: Effect on Individual

Components of the Primary Endpoint

Number of Events/100 Number of Events/100

events (%) | patient-yr events (%) patient-yr
Primary composite | 361 (19.4%) | 158 | 462(24.7%) | 21.0 (o.egz %.55) <0.0001
forct hospiianzalion | 246 (13.2%) | 107 | 342(18.3%) | 155 (053{3%‘81)
Caraicvascyary 187 (100%) | 7.6 | 202(10.8%) 8.1 (0_73'?"; i

11/9/21

Empagliflozin reduces time to first hospitalisation for HF

or CV death similarly in patients with or without diabetes

With diabetes Without diabetes
HR 0.72 (0.60, 0.87) Interaction p=0.57 HR 0.78 (0.64, 0.97)
p=0.0006

p=0.0225

Placebo

In diabetics:
Event rate in the empagliflozin group:
17.7/100 patient years

In non-diabetics:
Event rate in the placebo group:
17.6/100 patient years

HFpEF




Pooled Data: SOLOIST and SCORED SOLOIST:
Total CV Death, HHF, and Urgent HF Visit =~ SCORED
in 4,500 Patients with History of HF

1004 EF<40% (N=1758)  EF 40-50% (N=811) EF250% (N=1931)
0.78 (0.63-0.96) HR 0.57 (0.40-0.82) HR 0.67 (0.51-0.89)
P=0.002 P=0.006

HR Pipieraction =0.35
(by EF category)

Events Per 100 Patient.Years

RR Pneraction =0.33
(by continuous EF)

ARR 9.1/100p-y ARR 11.1/100p-y  ARR 5.0/100p-y

20 30 40 50 60 70 80
Baseline Ejection Fraction, %
Sotaglifiozin = 95% CI Placebo 7 95% CI
Bhatt DL. ACC 2021, virtual. For s anaiysis, paents rom SCORED wihany history o HF are incuded

11/9/21

EMPEROR-PRESERVED

Empagifazin Placebo Hazard Ratio or
Variable N-2997) (N-2991) Difference (95% CI) P Value
eventsper cverts per
100patientyr 100patiers
Primary composite outcome — no. (%) a5 133 69 s1117.) 57 079 (063-090) <0001
Hospitaization for heartfailure 29 86) 43 352118 60 071 (060-083)
Cardiovascular death 21903 34 24 (s2) 38 091 (076-109)
Totalno. of hospitaizationsfor heart faiure w7 = sa1 = 073 (061-088) <0001
€GFR (CKD-EP1) mean slope change peryear — mi/min/L73 mif  ~1.25:011 - -262:0m - 136 (1.06-16) <0001
Other prespecified anlyses
Change in KCCQ dlinical summary score at 52 wki 451:031 - 318:031 - 132 045-219)
Total no.of hospitalzations for any cause 2566 = 2769 = 093 (085-101)
Compositerenaloutcome — no. (%) 108 36) 21 1207 22 095 (073-12¢)
Onset of newdiabetes in patients with prediabetes — no. (¥) 120 (120) 61 137 (140) 74 084 (065-107)
Death rom any cause — no. (%) 22041 66 7 43) 67 100 (087-115)

Anker SD. N EnglJ Med. Online Aug 27 2021

EMPEROR-PRESERVED

Subgroup Empaglifiozin  Placebo Hazard Ratio (95% Cl)
no. of patients with events/total no.
Overall 415/2997 511/2991 HH 079 (0.69-0.90)
Diabetes at baseline
Yes 239/1466 291/1472 - 079 (0.67-0.94)
No 176/1531 22071519 = 0.78 (0.64-0.95)
LVEF at baseline
<50% 145/995 193/988 = 071 (0.57-0.38)
250% to <60% 138/1028 173/1030 080 (0.64-0.99)
260% 132/974 145/973 087 (0.69-1.10)

Anker SD. N EnglJ Med. Online Aug 27 2021




Perspectiva renal
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Estudios con desenlaces renales:

pacientes con DMy proteinuria
(CREDENCE)




FriTary UULtLUTTic.

ESKD, Doubling of Serum Creatinine, or Renal or CV

Death

Participants with an event (%

Hazard ratio, 0.70 (95% CI, 0.59-0.82)

P =0.00001

340 participants

245 participants

170

5 Placebo
= Canagliflozin
°
o 6 12 18 24 30 36 a2
Months since randomization
No.atrisk
Plcebo 2199 78 2132 2007 1725 1129 1
Canaglifozin 2202 2181 2us 2081 1786 1211 66

1%

11/9/21

ESKD, Doubling of Serum Creatinine, or Renal Death

25

20

Participants with an event (%)

Hazard ratio, 0.66 (95% CI, 0.53-0.81)
P <0.001

Placebo

= Canagliflozin

o 6 12 18 24

30

Months since randomization

Placebo 2199 278 231 2086 1724
Canaglifiozin 2202 2181 2144 2080 1786

1129
211

621
645

a2

170
1%

224 participants

153 participants

Pacientes con DMy ERC

independientemente de

proteinuria (SCORED)

10



Key Inclusion and Exclusion Criteria SCOREDq
Inclusion:

» Type 2 diabetes with HbA1c>7%
» eGFR 25-60 mL/min/1.73m?

- with no requirement for macro- or micro-albuminuria
» CVrrisk factors

Exclusion:
* Planned start of SGLT2 inhibitor

11/9/21

Bhatt DL Szarek M. Pitt B etal. and Steg PG N Eng/J Med, 2020, Bhatt DL AHA 2020, virtual

Efficacy Testing Hierarchy SCOREDq
Sotagliflozin Placebo

Endpoint Rate [Events] Rate [Events] HR (95% Cl) P-value
Total CV death, HHF, and urgent HF visit 5.6 [400] 7.5[530] 0.74 (0.63-0.88) 0.0004
Total HHF and urgent HF visit 3.5[245) 5.1[360] 0.67 (0.55-0.82)  0.0001
CV death 22[155] 2.4[170] 0.90 (0.73-1.12) 0.35
Total CV death, HHF, non-fatal MI, and non- 7.6 [541] 10.4 [738] 0.72 (0.63-0.83)  0.000008*
fatal stroke
Total CV death, HHF, urgent HF visit, and 6.4 [453] 8.3 [589] 0.76 (0.65-0.89)  0.0005*
HF while hospitalized

First sustained** 250% decrease in eGFR, 0.5[37] 0.7[52] 0.71 (0.46-1.08) 0.11*

chronic dialysis, renal transplant or
sustained* eGFR <15 mL/min/1.73m?

All-cause death 3.5([246) 3.5 [246) 0.99 (0.83-1.18) 0.93*
Total CV death, non-fatal MI, and non-fatal 4.8 [343] 6.3 [442] 0.77 (0.65-0.91) 0.002*
stroke

**For 230 days. *Nominal p-value. Rate = number of events per 100 patient-years.

Bhatt DL Szarek M, Pitt B etal, and Steg PG _N Eng/J Med, 2020, Bhatt DL AHA 2020, virtual

Pacientes con proteinuria cony
sin DM (DAPA-CKD)

11



Summary of the primary outcome and its components

Dapaglifiozin Placebo
events

Primary composite endpoint
250% eGFR decline
ESKD
€GFR <15 mUmin/1.73m?
Chronic dialysis
Transplantation
Renal death

CV death

NC, not calculable
Herspink HL_etal_Presented at ESC 2020.

197

12

109

8

68

65

events

312

Hazard Ratio  p-value
(95% C1)
0.61(0.51,0.72) 0.000000028
053(042,067)  <0.0001
064(050,0.82)  0.0004
067(051,0.88)  0.0045
0.66(0.48,0.90)  0.0080
NC
NC
0.81(058,1.12) 02029

0.6 10
Hazard Ratio (95% C1)

Favours dapaglifiozin

Favours placebo

DAPAC

11/9/21

Primary outcome - pre-specified subgroup analysis

Dapaglifiozin Placebo

All patients

With type 2 diabetes
Without type 2 diabetes

UACR <1000 mg/g
UACR >1000 mg/g

€GFR <45 mL/min/1.73m?

€GFR 245 mL/min/1.73m?

events

197

events

312

229
83

228

217

Hazard Ratio  p-value
(95% CI) interaction
061(0.51,0.72)
064 (0.52,0.79)
0.50(0.35,0.72) 024
054(0.37,0.77)
062 (0.50,0.76) 052
0.63(0.51,0.78)
0.49(0.34,0.69) 022

06
Hazard Ratio (35% C1)

Favours dapaglifiozin

Pe—
Favours placebo

DAPACK
Secondary outcome:
All-cause mortality
121 Hazard ratio, 0.69 (95% Cl, 0.53-0.88)
p=0.0035
10
) 146 Events
% ’ Placebo
s ° 101 Events
5
K >
H '
2
, ’
c 4 5 n 1w » # = =
Wonths since Randomization
DAPAC

Heerspink HJL_etal_ Presented at ESC 2020.
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Otros andiabéticos

11/9/21

Desenlace Desenlace Nueva aparicién Doblamiento Terapia reemplazo Muerte renal
compuesto compuesto renal microalbuminuria creatinina nal
microvascular
Inhibidores de DPP4
SAVOR NA 108 NA 11 090 NA
(saxagliptina) (0.88-1.32) (0.89-1.36) (0.61-1.32
MINE NA NA NA NA NA NA
(alogliptina)
Tecos NA NA NA NA NA NA
(sitagliptina)
[cCARMELINA (linagliptina) | 0,86 (0.78-0,95) 098 NA NA 087 NS
(0.82-1.18) (0.69-1.10)
Analogos de GLP1
ELIXA NA NA NA 116 NS NS
(ixisenatide) 021 (0.74-1.82)
LEADER (liraglutide) X 078 0.74 088
(0.79-0.97) (0.67-0.92) (0.60-0.91) (0.66-1.18) (0.6-1.24) (0.52-4.87)
SUSTAIN-6 (semaglutide) NA 0.64 0.54 128 091 NA
(0.46-0.88) (0:37-0.77) (0.64-2.58) (0.40-2.07)
HARMONY (albiglutide) NA NA NA NA NA NA

REWIND: kidney outcomes

™)

ACROSS
T2D

Dulaglutide was associated with a 15% RRR in the composite kidney outcome (exploratory), with the

largest effect observed for the p of new macr ia
Dulaglutids Placebo
nwithovent  Rata/ _ nwith ovent/ _ Ratel
Nanalysed (%) 100PY N analysed (%) 100PY HR (95% CI) p-value
Kidney composite 44940 (17.1) 347  OTOMOS2(196) 407 0.85(077.093) 0.0004*
New macroalbuminurial  441/4949 (89) 176 5614952 (113 077 (068, 087) <0.0001"
Sustained deciine
in GFR of 453404992) 179 5004952(101) 200 089 (078, 1.01)
230 m/min/1.73 m?
Chronic renal , .
164949(03) 006  214952(04) 0.0 075(039,14d)  emmmpmmfomme
replacoment thorapy.
Serious ronal AE B4MO(17) 032  S3M952(18) 036 090(067,1:20) - 046t

025

e‘ ﬁ N
FavourWlaglutide  Favours #bebo

13



™)

REWIND: eGFR and UACR over time AR

Dulaglutide did not a slow decline in eGFR from baseline versus placebo;
UACR remained stable over time with dulaglutide, and was lower compared with placebo

== Placebo =e= Dulaglutide UACRt

eGFR*

Overall LSM difference

Mean eGFR (mi/min/1.73 m?)

o 1 2 3

Overall LSM proportional difference
0.82 (95% C10.78,0.86
41 p<0.0001

Geometric mean UACR (mg/mmol)

Study visit (year)

Efpeglenatide 4 or 6 mg versus Placebo

20 - Hazard Ratio 0.68 (95% Cl 0.57, 0.79) -
P <0.0001
15
g R
2 '
£ JER :
£ i
3 N Efpeglenatide 4/6mg
oo
5 - /
|
“New MA, eGFR fall 2 40%, kidney
replacement therapy, or eGFR < 15
0 T T )
o 6 12 2
Moot Risk Time Since Randomization (Months)
Bacevo 1259 1183 1118 1062 2460
Efpegenatde _ 2717 Pt 2403 2254 Gerstein H5NiEngl J Med. 2021; onine Jun 28]

Effect of Efpeglenatide on Change in eGFR

Least Square Mean Change in
Estimated GFR (mi/min/1.73m?

3 6 9 12 1 18 21 2%
. Months
No. of Participants
Efpeglenatide 2717 2566 2520 2453 2024 490
Placebo 1357 1274 1250 1194 953

Gerstein H_ N Engl J Med. 2021; online Jun 28,

11/9/21
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Higado graso

11/9/21

Metformin: hallazgo histoldgico esteatosis

0dds Ratio 0dds Ratio
4 %
Haukeland 2000 0.56 (0.15, 2.05) L
Idilman 2008 200(0.26, 15.38] *
Shields 2009 0.54[0.08, 3,53 Tl PR
Uygun 2004 525(1.09,2521) —
Total (95% Cl) 130 [0.41, 4.08) >
Total events

Heterogeneity: Tav* = 0.64; Chi*= 5.68,df = 3 (P = 0.13); "= 47%

—_—
001 01 1 10 100
Testfor overalleffect: 2= 0.44 (P = 0.6¢)

Favours metformin  Favours cortrol

Li Y. Biomedical Rep. 2013;1:57-64

Metformin: inflamacion en histologia

Qdds Rtio 0dds Ratio

Study or Subgroup _ MH, Random, 95% C. M-H, Random, 95% CI
Haukeland 2009 0.35(0.08, 1.57] —
Idiman 2008 0.78(0.04, 14.75] R REY
Shields 2009 120(0.19,7.44) o
Uygun 2004 7.71(075,79.77)
Total (95% C1) 1,08 (029, 3.99) -
Total events

- Taui= = =3(P=018) p=39y H—F+—F—t+——
Heterogeney: Tau* = 0,66, Ch* =449, of =3 P =018 P =30% | ; o

Test for overall effect: Z = 0.12 (P = 091)

Favours metiormin Favours control

Li Y. Biomedical Rep. 2013;1:57-64.
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Metformin: abalonamiento hepatocelular

tudy or Subgroup

N-H, Fixed, 95% CI

Odds Ratio 0Odds Ratio
M-H, Fixed, 95% Cl

Haukeland 2009

Idilman 2008
Shields 2009
Uygun 2004

Total (95% CI)
Total events

037 (0.04, 3.85)

5 E—

0.78(0.04, 14.75) R
1.13(0.05, 21.09) O NSNS

19.78 [1.01, 386.03] | E———
1.89 [0.64, 5.64] -

11/9/21

Heterogeneity: Chiz = 4.74, df = 3 (P = 0.19); P = 37% F—+—————+—

001 0.1 1 10 100
Test for overall effect: Z = 1.15 (P = 0.25) Favours metformin  Favours control

Li Y. Biomedical Rep. 2013;1:57-64.

Metformin: fibrosis

Haukeland 2000
Idilman 2008
Shields 2009
Uygun 2004

Total (95% CI)

Odds Ratio Odds Ratio

026[0.03,257)
0.78 (0.04, 14.75)
3.20(0.42, 24.42]
1.00 (0.08, 17.41)

0.93[0.31, 2.83] -

Total ovents
Heterogeneity. Chi* = 262, df = 3 (P = 0.45), I = 0%
Test for overall effect: Z = 0.13 (P = 0.90)

001 01 1 10 100
Favours metformin  Favours control

Li Y. Biomedical Rep. 2013;1:57-64

Pioglitazone in Diabetes: Improvement or
Resolution of NASH at 18 Mos

= Randomized, placebo-controlled, double-blind clinical trial of pts with NASH
and prediabetes or type 2 diabetes mellitus (N = 101)

M Placebo (n = 51)
Pioglitazone (n = 50)

P<.001
— P<.001 — Improved fibrosis score

(treatment difference: -0.5;
Cl:-0.9to 0; P=.039)

— Greater weight gain
(2.5 kg vs placebo)

2 2-Point Reduction Resolution
in NAS of NASH
(No Worsening
of Fibrosis)

€
o
e
]
3
2
-
E
£
H
2
[
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LEAN:

Liraglutide  Placebo Relativerisksormean  pvalue®

changes (95% CI)from
baseline to 48 weeks
(iragutidevs placebo)

liraglutide 1.8
mg vs placebo
con

esteatohepatitis
(confirmado por
biopsia)

Armstrong M. Lancet. 2016;387:679

Primary outcome.
Number of patientswith 23 2
paird iver biopsies
Patientswith resolution ol 8 (39%) 76m o7 Go1
histopathological parameters
Total NAFLD actvityscore
Changeinscore 4306 0817 -05(131003) 024
Patientswith improvement 17 (74%) uEm)  1208t17) 046
Hepatocyte ballooning score
Mean change 0507 202(06) __-03(07t001) 015
i 1461 7G2%) T9(10038) 005
Steatosis
Changeinscore 0708) 0408 _ -02(061002) 03
Patientswith improvement_1 (63% 100450 181030 0009
Lobularinfiammation
Changeinscore ©206) 0205  -001(03t003) o097
Patientswith improvement 11 (48%) (%) 09(05te16) 065
ieinerfivosis stage
Changeinscore 02(08) 02(10)  -04(08t001) on
Patient withimprovement_6 (26%) 304%)  19(05t067) 046t
Patients withworsening 2(9%) 8(36%) 02(0-1t010) oost |

11/9/21

y la glucosa

LEAN: el beneficio fue independiente del peso

Armstrong M. Lancet. 2016:387:679

A B
21—+ Nonresponder S0+
- Responder
T
\ I
2 B J—
2 S| _ _ Pz ~p—
H S — £ o
g = ~ <
: E
=+
1004
10
 amn 2
v showp e ahonp
) % * Y B % 3 &
— Wesks ks
evauable patents
poder 14 14 u u 1 u n 1 E o 1
Reponder 9 9 s 9 s 9 9 s 9 9 s

Semaglutide en NAFLD

A Resolution of NASH with No Worsening of Liver Fibrosis

B Improvement in Liver Fibrosis Stage with No Worsening of NASH

(primary (confirmatory secondary end point)
Odds ratio, .36 (95% C1, 1.29-8.86) Odds ratio, 196 (95% Cl, 0.86-4.51)
— 1
Odds ratio, 271 (95% Cl, 1.06-7.56) Odds ratio, 1.00 (95% C1, 0.43-2.32)
100 1 100 1
%0 Odds ratio, 6.87 % 0dds ratio, 142
(95% C1, 2.60-17.63) (95%C1, 062-3.28)
2 P<0.001 2 ® o043
H H
& £
‘s ‘s
& &
§ ‘g
o o
Semaglutide, Semaglutide, Semaglutide, Placebo Semaglutide, Semaglutide, Semaglutide,  Placebo
.1 my 0.2mg 0.4mg (N=58) olmg 0.2mg 0.4mg (N=58)
(N=57) (N=59) (N=56) (N=57) (N=59) (N=56)

Newsome PN. N Engl J Med. 2021;384:1113
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Otros antidiabéticos

* Multiples estudios realizados con iDPP4 e iSGLT2 para evaluar AST,
ALT, fibroscan, elastografia, contenido grasa en RMN

« Ninguno con biopsia hepética y medicién de fibrosis
+ Sdlo pioglitazona y arGLP1

11/9/21

Obesidad

Pérdida de peso en los ensayos SCALE

Obesidad y predlabets SCALE: 2 Diabetes SCALE* Apnea del sueno SCALE Mantenimi E*
56 seman: 160 semanas 56 Se a as 12-semanas de ejecucion’; 56-semanas; n=382
3652 254

I - I 1.6%
1.9% 2.0%
6% 9% 0%

6.1% 6.0% 5.7%

Pérdida de peso

nte |
ejecucion: 6.0%

8.0%

Pérdica de peso al fina de l prueba 6.2%

Liraglutida 3.0 Placebo
mg W u

ensayo N, nimero de individuos que contribuyen al andlis
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STEP-1: semaglutide 2.4 mg semanal en

obesidad

A Body Weight Chango from Basaline by Wook, Obsorved In-Trial Data

C In-Trial Data at Wk 68

11/9/21

— W Semaglutide W Placebo
P S ) 4 (N2 (N=STT)
g . -
£ -
i = 3
£ o - z
H H
Y = £
5 - g
5 e . 2
LI o semagaide &
IR
Wesks since Randomizaton
No.at sk = =10 =15 =20
Bacsbo 655 649 a1 619 615 603 sio s ;
Semaghide 1306 130281 62 1252 128 @32 1A Lo bm u% 1R Porcant Welght Loss
Wilding JPH. N Engl ) Med. 2021;384:989
A
(o709 Py D 150
i Dagnan 303
950 P
950

AWARD-11:
dosis

Weight ko, LSV 2 S8)

mayores de ®
dulaglutide e
impacto en

peso

180220 2
P45

220720 210820 2
E R

210% waight loss

36 wooks 52 weoks
10433 130819
P B
B A

Bonora E. Diabetes Obes Metab. 2020;23:2242

AWARD-11: impcto en peso segin IMC

(A)  Absoute wei change fomeseine (B) e wight change rom beseine
fr Sowees
awn [ SR
@ it oot o o
R S eyl S v
H 5l T
¥ L]l E z ,I’
H N X @ L g
) -
o
P amn
O ooy ovely ohei [~ poel
PR ol v Fr R v %
2 £
£ AT . "
B =¥ - o
H Bl i e &
H N P ——s
Bonora E. Diabetes Obes Metab. 2020;23:2242
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Apnea de suefio

11/9/21

Liraglutide 3.0 mg vs placebo en pacientes no
diabéticos

a
55 q
+— Liraglutide 3.0 mg —+— Placebo
50 4 . ® LOCF week 32 A LOCF week 32
X (N=168) (N=166)
. _
£ 45 4440
= 404 @
H
z { 4
o358
354
% ——

2 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Time (week)

Blackman A, Int) Obes, 2016:40:1310

SCALE — sleep apnea

M Liraglutide 3.0 mg (N=166)
B Placebo (N=165)

Change in AHI (eventshour)

-40

-85 4 .
02 s w7 w30 27 o W 3
N3y @88 B8 W2 @9 (182 163 ©0) @9 (18

Weight gain  Weightloss ~ Weightloss ~ Weightloss  Weight loss
0-4.9% 10-14.9%

Weight change category

Blackman A, IntJ Obes, 2016:40:1310
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iSGLT-2 y AOS

Characteritics Before After p-value
HbAlc, % 79£15 73+08 0.034
Body weight, kg 741£154  713:147  <0.001
Body mass index, kg/m? 303261  292+57  <0.001
Systolic blood pressure, mmHg 126=15 12716 0.689
Diastolic blood pressure, mmHg 74+12 712 0332
AHL events/hr 319180 188=115  0.003

mild or less. n (%) 3(16.7) 10 (55.6)

‘moderate, 7 (%) 3(16.7) 422)

severe, n (%) 12 (66.7) 4222)

Data are 1 (%) or mean = SD.

awada, Endocrine Journal, 2018 online Feb 20
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Metformina
sU
Pioglitazona
iDPP4
arGLP1
iSGLT2

Insulinas

Puede descargar la
presentacién en:

Preguntas... [l

chenku2409@gmai|.com E

www.EndoDrChen.com
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