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The frail, elderly subject might take multlgl@ advantages
from the use of innovative drugs 0\ 5®
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Benefit-risk profile of SGLT2i in older frail adulatd{f
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Raducton in HoA1e é)\@ -
Reduction in blood pressure Q)O
Reduction in CV death \\fb Q¢ Increased risk of urogenital infections
Raduction in MACE > (}\ Increased risk of hypoglycemia
Reduction in HHF 60\(0 6\% Increased risk of volume depletion
Reduction in all-cause mortality 0@ Q)(b, Increased risk of bone fracture
Reduction in ranal advarsa cutcomes < \Q) Increased risk of DA
Reduction in ESKD Q



SGLT2i in frail or older people with T2D and H

All-cause mortality
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SGLT2i in frail or older people with T2D and Hg;« .
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Comparative effectiveness of empagliflozin in reducmgffhe burden
of recurrent cardiovascular hospitalizations among \\@er T2D adults
’0

in routine clinical care
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Mechanisms of CV protection with SGLT-2 inhihitnrﬁéﬁ\;
Elderly with Diabetes and Heart Failure <& N
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Haemodynamic
and Metabolic
effects

| SMS activity

1 haematocrit

1 blood pressure

1 body weight
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Safety of empagliflozin in elderly Japanese adlyf? !
the EMPA-ELDERLY trial 0\ b@
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- Empagliflozin significant xb ved HbA1c and was well tolerated in elderly patients with type 2 diabetes.
* No new concerns mclg@ §}rcnpema or muscle weakness were observed for empagliflozin treatment.
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Effect of albiglutide on CV outcomes in older agdits:
a post hoc analysis of a randomized controllgﬁe rial
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Glycemic and economic outcomes in elderly T2D subl)gcts initiating
dulaglutide vs basal insulin in a real-world setting: ¢ s
the DISPEL-Advance Study 0‘ &
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Association of semaglutide with risk of suicidal ideatig
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The frail, elderly subject might take multlpJ@ advantages
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Comparison of three classes of glucose-lowering drug@on AKI risk
in patients with or without T2DM .qP

Electronic databases
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SGLT2 Inhibitors and the risk of AKI in older adults Qgﬁf& T2D
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Safety of SGLT2i vs DPP-4i in varying baseline HbA,_

Safety Outcomes in 1:1 Propensity
Score-matched patients initiating
SGLT2 inhibitor vs DPP-4 inhibitor

87,274 adults with T2D

D’Andrea E, JAMA Intern Med 2023
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32(2.85) 22(1.99) 0.86 (-0.43 to 2.15) 1.44 (0.84 to 2.48) — 37
37(3.78) 33(3.62) 0.16 (-1.57 to 1.90) 1.05 (0.66 to 1.68) —a—
78(2.56) 68(2.46) 0,09 (-0.67 to 0.85) 1.02 (0.66 to 1.38) ——
u!z 1I 6.0
HR (95% CI)



The frail, elderly subject might take multlpJ@ advantages
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Fracture risk of SGLT2i in subjects with and wngl@but CKD
39" CJASN

Cromanss ammae o iy mewress Lo o e

0.5% 1.0%

,’A Fractures :"4_‘ Fractures
o>* 180 days " 365days

Mew Users of

DPP-4i
105,700

Ontario, Canada @ 0 4 [y 0 8 0/
2015-2019 . 0 . 0
AQE over 66 O @ Weighted HR 0.95 Welghted HRE 0.88

(0.79-1.13) (0.77-1.00)

Conclusion: In this cohort siudy BIRCGEEGTERETET TSRO e Coar, Nivehika Jeyakumar. Yuguang Kang, et al.
SGLTZi versus DDP-4] was rd;i associated with a higher Fracture Risk of Sodium-Glucose Cotransporter-2 Inhibitors

; : it Chronic Kidrey Dis CRIASH dai; 102215 CIN 16171221,
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Cowan A, Clin J Am Soc Nephrol 2022



Association of SGLT2i vs DPP-4i as add-on to m\@ﬁormm
with fracture risk in patients with T2D & @\"*

O
@Q’b @6
NG

Risk of any fracture in SGLT2i vs DPP-IVi users, strqy?'ﬁ@gy sex and age group

O
\Q)
Number of patients Number of {@JI‘!! QQ) IR/1000 PY aHR (95% CI)
\(b . %
D N\
Age 60-69 years, any fracture @6 >
13,807 SGLT2i users DPP-4 inhibitor use 3520 @0 \@ 9.4(7.3-121) Reference
vs 28,524 DPP-4i users SGLT2 inhibitor use 3520 é\ - Qio 87 (6.4-118) 0.93 (0.65-1.34)
NN 9
Age = 70 years, any fracture N/ \@
inhibitor use . 0(14.1-25. erence
DPP-4 inhibi 1258 % \((b' 41 19.0(14.1-25.8) Ref
SGLT2 inhibitor use @?\ O{\ 25 17.6 (12.0-25.8) 0.93 (0.560-1.44)
v @
P S
2
Age 60-69 years, any I‘ractun{b’ AQ}
DPP-4 inhibitor use (b \(b' 1542 21 2.1(5.9-14.0) Reference
SGLT2 lnhlbltﬂr,@ \@ 1562 20 10.8 (7.0-16.7) 1.23{0.70-2.17)
Age = 70 year%g% fr@& e
DPP-"#@OI:!IIU 622 12 13.9 (8.0-24.2) Reference
-Quz‘ér use 622 4 60(2.3-16.1) 0.49 (DA7=145)

Q\Q’

van Hulten V, Diabetes Obes Metab 2023



SGLT2i and the reporting of falls and fractures:

O
O
. [ [ QQ ”\\'
an european pharmacovigilance analysis & 5@
S\
& &2
Reporting probabilities of fall (A) and fractures (B) between SGLT2i and @&3@ or sex and age (<65 and >65 yrs)
R\ 9
@ O
C‘J\Q %
653 events A Fall P \Q,(b
P N .
Comparison > O ROR  95% C1  p-value
SGLT2 mhibstors vs DPP4 inhibitors in male —m— .60 067 053-08 0.001
SGLT2 mhubitors vs DPP4 inhibitors in female b\,‘ 066 0.54-0.81 <0.001
SGLT2 mhubstors vs DPP4 inhibitors in = 65 years C)@ 081  066-1.00 0.047
SGLT2 mhibnors vs DPP4 inhibitors in < 65 years %\&l—\ : 043 031-060 <0001
N o < @
QY 4@ ]
&° @
N
¥ O
B Fractures %é O\\
v 2
Comparison &b’ \OQ ROR 95% CI p-value
SGLT2 mhibitors vs DPP4 by g&alr —_— 092 067-1.24 0581
SGLT?2 inhibitors vs DPP4 in@hnon\m female — 113  090-141 0301
SGLT2 inhibitors vs DP (ﬁh i = 65 years —— 106 082-136 0.604
SGLT2 inhibitors 'ﬁﬁ' itors in < 65 years —= 1.24 081-188 0317
. A(b 04 o i.:h o
A\\'\ {\0 o - 4
P &
Q%
4

Mascolo A, Front Pharmacol 2023



Diuretics, SGLT2 inhibitors and falls in older heart failure pa’gé’hts

to prescribe or to deprescribe? Q\Q >

b\
Prevalence of fall-related side effects of diuretics a@? 2 inhibitors
& >
o.N
I:_Eh'l.l‘.ll;.'l?-ilil‘!i.l.'! Dizziness  Hypokalemia H}p.m.{@hm Qh\lﬁm: depletion  Sedation Syncope
Hypotension _ O
Loop diunetics -~ Q}e
Bumetande (CO3CADZ) ++ st +4+ (0\,\ ++t\A A +++ ++
Furosemide (CO3CADL) ++ Mot known  Not Img(@n é’knnwn ++ Mot known Mot known
Torasemude (CO3C AN Mot known 1 Mt Wi +++ et Mot known  Not known
Thiazide(like) diuretics ©
Hydrochlorothiaride (CO3AADZ) 44 + S ++ ) O Mot known Not known  Not known
Indapamide (COZBALL) + é\ %Ql nown Mot known Not known Mot known  Not known
Aldosterone receptor antagonists O\/ \
Eplerenone (CO30AD4) Eaa (b Mot known ++ ++ Mot known +4
Spironolactone (CO3DADT) Mot known ?‘ Q Mot known Mot known Not known ++ Mot known
SGLT2 inhibitors éé
Canagliflozine { A10BEO2) ++ Not known Not known ++ Not known 4+
Dapaglifiozine (A1OBKOL) @ \OQ Mot known  Not known - Mot known  Not known
Empagliflozine { A10BEO3) (b+ % 4 Mot known — Not known 4 Mot known -+
Ertuglifiozine (A10BK04)" os(b‘#,t ko Not known Not known 4+ Not known 44+

e N
+: Seldom (< 1/1000) &QQ \Q)
4 4 Sometmes (171 il
+ 4+ ﬂl’tcn{lf ()0

444 \l’l:ré@tn{ I&l\l]

"Buoth 3G | inhibitor
S WiTetic and SGLT2 SmPC:
o TEe An s van Poelgeest EP, European Geriatric Medicine 2023



The frail, elderly subject might take multlpJ@ advantages
from the use of innovative drugs 0\ 5®
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Effect of dulaglutide on cognitive impairment in T2D: ¢ o

@ 2
N\
an exploratory analysis of the REWIND trial & @
S RN
6
\
\\’0 \{b@
Risk of SCI, adjusted for baseline standardized Mog) DSST scores
('\@ Ag\
O" (%4
9" @
“3\(0 \\AQ’ HR (95% Cl) p value
5Cl adjusted for baseline scores \Q}{b .\CJQI— 0-86 (0-79-0.95) 0.0018
5Cl adjusted for baseline scores and age Q)b ,bb—l— 0-86 (0-78-0.94) 0.0014
5CI adjusted for baseline scores, age, ethnic origin, ande%uﬁht@@ — 0-87 (0-79-0.95) 0.0032
5Cl adjusted for baseline scores, age, sex, and I:-ducatl@ —— 0-87 (0-79-0.96) 00034
O A"
5Cl or death adjusted for baseline scores S, ’0 m 0-88 (0-81-0.95) 0.0014
5Cl or stroke adjusted for baseline scores %?“ \\Q — 0-85 (0.77-0.92) 0-00018
SCI, stroke, or TIA adjusted for baseline s @ — . 0-85 (0.78-0.92) 0.00017
5CI, stroke, TIA, or death adjusted for gﬁelt@gmres — B 0-87 (0-80-0-94) 000032
2 & | !
> @ 075 1.0 125
Q@Q <@ < >
N Favours dulaglutide  Favours placebo
N\
e
N4

Cukierman-Yaffe T, Lancet Neurology 2020



. . . . e
. \
Treatment with GLP-1 RA and incidence of dementia: e
. . . X
Data from pooled double-blind randomized controlled trla\g‘?\@%\
: : : - : 0.2
and nationwide disease and prescription registers RS
S
or entia with yearly increase in exposure duration
,;fbto. -1 RAs and other second-line diabetes treatments
ov ,0% (n~120,000)
02 & |
Time to dementia with GLP-1 RAs vs placebo in pooled RCTs (&\ c}ﬁmw Hazard ratio for dementia (95% CI)
(n~1 6; 000) 60\'(0 6\6 GLP-1 receptor agonists R B 0,88 (0.86-0.93)
100 L Q)’b Other second-iine diabetes weatmenss |
90 _ 1.0 \Q QKQ Insulin 1.01 (1.00=1.03)
= 80 0.8+ HR 0.47 \e %\ Sulfonylureas 0.98 (0.97-1.00)
= 70 . O\/ \@ o
& g0 . 0.6 % (b DPP-4 inhibitors 0.98 (0.85-1.00)
E 50 - 0.4 4 Placebo ?‘ . ()\(\ Meglitinides 0.95 (0.69-1.02)
3 40 o N . |
@£ g 0.2 @'ﬁ 075 1.25
E 20 - 0.0 e GLP-IRAZ, . O Better for dementia Worss for dementia
o 10.- 00 05 10 15 20 2§p 3XD 35 40 45
0 _ )
-10 : : , : > . : .
00 05 10 15 20 2R ¥ 35 40 45
Yea @nc& @%Dmizatiﬂn
No. at risk . A(b @A
GLP-1RA 7907 7852 7763 6479 ’@9%11 4373 4312 1716 483
Placebo 7913 7843 7740 6438 QQ} 4304 4321 4251 1700 460

o

Ngrgaard CH, Alzheimer’s Dement 2022



Dementia diagnosis and changes in antidiabetic drug gﬁé’écription:
an open-cohort study of ~130,000 Swedish subjec‘:\spﬁgﬁer 14 years
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Clinical characteristics and healthcare utilisation associated V\th
undiagnosed cognitive impairment in elderly patients W|thgd*|gbetes ina

primary care setting: a population-based cohort study S @é\
®° ©

@
They were less likely to be treated with GLP-1 agonists, DPP’@mgibltors, or SGLT2 inhibitors

and more likely to receive insulin obgulfdbylurea

N4
QD .\
DS
Total MoCASZ6 6\“ MoCA 19-26  MoCA<19 P valuet
n (%) 350 1B e0 152 (434 68 (19.4)
Age 73.8:5.8 %\%\?é 74:6.0 73.3:5.7 0.745
Medications (%) O\> \@%
GLP-1 agonists 77 (22,09 \(\ 36 (27.7) 31 (20.4) 10 (14.7) 0.048
SGLT-2 inhibitors 1 @‘g w5192 47 (30.9) 12(17.7) 0.049
DPP-4 inhibitors E@J 31 (23.9) 34 (22.4) 8(11.7) 0.002
Acarbose (bé '1 1(0.8) 2(1.3) 1(1.5) t
Sulfonylureas @ R\ :21 1) 12 (9.2) 36 (23.7) 23 (33.9) 0.001
Meglitinides Q)QQ’ e\(b 42 (12.0) 8 (6.2) 23 (15.1) 11 (16.2) 0.001
Metformin S Ae} 212 (60.6) 100 (76.9) 84 (55.3) 28 (41.2) 0.024
TZD ,,\@(b {\c,@ 37 (10.6) 7 (5.4) 12 (7.9) 18 (26.5) 0.001
Insulin Q° o\ 142 (40.6) 46 (35.4) 65 (41.5) 33 (48.5) 0.0513
R R

Merzon E, BMJ Open 2024



Long-term SGLT2i use in older individuals W|1:>b>°f‘2D
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My final considerations

«&\(b

v A multidisciplinary approach is crucial @\?hﬁ decision-making
process for managing older |nd|V|duaIga8@eople with frailty with T2D
to effectively integrate SGLT2i and g&ﬁ’%‘f RA into treatment pathways,
thus reducing their hospltallza’% @q

%O &
o

v’ Co- morbidities, dlsabllv’? Arailty, anticipated life expectancy, patient
2%
preferences and thergpgﬁ‘tlc goals should all be considered while
developing a treag‘n‘igﬂ\t plan for this population
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