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TANTE OPZIONI TERAPEUTICHE
TANTE POSSIBILITA’ !

Neurctransmitter dysfunction

Impaired insulin secretion
= Subformydurea
= Maglitinide
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DECISION CYCLE FOR PATIENT-CENTERED GLYCEMIC MANAGEMENT IN TYPE 2 DIABETES

REVIEW AND AGREE ON MANAGEMENT PLAN

» Review management plan

* Mutual agreement on changes
Ensure agreed modification of therapy is implemented
in a timely fashion to avoid clinical inertia

»  Decision cycle undertaken regularly
(at least once/twice a year)

ONGOING MONITORING AND
SUPPORT INCLUDING:

Emotional well-being

Check tolerability of medication
Monitor glycemic status
Biofeedback including SMBG,
weight, step count, HbA,,

blood pressure, lipids

IMPLEMENT MAH

. Pahen guaLs
en at le
ths as lo ress is being

* Prevent complications .
« Optimizz quaity of life ’

(‘%

ABIIEE ON MANAGEMENT PLAN | | )

ASSESS KEY PATIENT CHARACTERISTICS . ‘06
\O

«  Current lifestyle d‘\o . \.

«  Comorbidities, i.e., ASCVD, CKD, HF 2 O \

*  Clinical characteristics, i.e., age, HbA, , weight 6(\ \ \

*  Issues such as motivation and depressmn \\,6\\ d\

+  Cultural and socioeconomic context

GOALS
OF CARE

\j |zed HbA, target

\ mpact on weight and hypoglycemia

Side effect profile of medication

Complexity of regimen, i.e., frequency, mode of administration
= Choose regimen to optimize adherence and persistence

«  Access, cost, and availability of medication

SHARED DECISION MAKING TO CREATE A
MANAGEMENT PLAN

« Involves an educated and informed patient (and their
family/caregiver)
Seeks patient preferences

» Effective consultation includes motivational

‘ made uent contact initiall
(GQQ e(& disk hTe for DSMES Y SPENW SF:ART goals: interviewing, goal setting,and shared decision making
@ Q e :PBC' ic " «  Empowers the patient
- Measurable « Ensures access to DSMES
%}1 h&sgntu: Cardiovascular Disease - Achievable
é ronic Kidney Disease - Realistic
F = Heart Failure - Time limited

DSMES = Diabetes Self-Management Education and Support
SMBG = Self-Monitared Blood Glucose

Melanie J. Davies, Diabetes Care 2018;41:2669-2701 | https.//doi.org/10.2337/dci18-0033



La cura dei soggetti anziani con diabete 6&0\0‘3‘
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0 *  La prevalenza complessiva di diabete & del 6,2%

Oltre il 65% dei diabetici si colloca nella fascia di eta superiore ai 65 anni, con quasi un paziente su 5 di eta pari o
superiore a 80 anni



LA SINDROME GERIATRICA

Longo et al.

et .
O\@QO ? Type 2 Diabetes Disability

Urinary Incontinence

FIGURE 1 | Most common clinical conditions associated with aging.

Longo M. et al Front Endocrinol. 2019 Feb 18;10:45. doi: 10.3389/fend0.2019.00045. eCollection 2019.
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FRAGILITA

di Diabetologia .
puo essere definita come una condizione \Og\'a‘
e caratterizzata da una riduzione della riserva G\'O
Personalizzazione del trattamento dell'iperglicemia . - TS by b
nell'anziano con diabete tipo 2 funzionale con incremento della vulnerabilita eta 0\
dipendente, derivante dall’interazione complessa 6

fra variabili Sociali, biologiche e psicologiche Ipotesi di Ifgaemél‘ %\&9}1\90 Rockwood

1. Molto allena er!ona fo
IndiCi di Fried energlu:a %ta é'\@rzhe
svg fisica. & il
() Spossatezza \ piu allen @apmpna eta
N

e esauribilita (il soggetto riferisce che tutto quello che esegue costituisce 60\6 \:‘6&" o. Persona che non ha sintomi di
alattia attiva ma meno allenata della

60( categoria 1. si allena spesso o si allena
occasionalments ad esempia
stagionalmente

fatica) almeno per 3 giorni la settimana nel mese precedentejae d

valutazione &O Q(eg 3. Allenato limitatamente. Persona con
Q problemi medici ben controllati ma non

* scarsa attivita fisica (valutabile attraverso il q\ﬁ&ogpau regolarmente attiva clire 1l camminare

* riduzione della forza di prensione (h@¢@/p) e 0(\Q 4. Vulnerabile. Sebbene non dipendente da

altri per aiuto quotidiano, spesso i sintomi
limitano le attivita. Un disturbo comune &

e diminuzione non mtenzmnaJ\eaié%escé(&\)oreo di almeno il 5% (4 kg) “essere rallentato” efo essere stanco

durante il giorna

ne”lultlmo anno (maiwgrakér\@j LP 2001) 5. Lievemente Fragile. Persona che spesso

ha wn pid evidente rallentamento e
necessita di aiuto nelle attivitda di vita

\“6 (\G PERICOLO quotidiana pil complesse  (finanza,

6\ e( trasporto, lavori domestici pesanti, farmaci).
QO ? Tipicamente, il lievemente fragile
progressivamente peggiora nel fare la spesa

g camminare all'esterno da solo, nella
preparazione dei pasti e nelle faccende
domestiche.

APPRESENTA UNO STATO DI INSTABILITA

6. Moderatamente Fragile. Persona che
necessita di aiuto per tutte le attivita esterne
e di mantenimento della casa. In casa spesso
ha problemi & necessita di aiuto per fare le
scale.

7. Severamente Fragile. Persona
completamente dipendente da qualcuno per
qualsiasi causa (fisica o cognitiva). Comungue
& stabile & non ad alto rischio di morte (entro
circa 6 mesi)

8 Molto severamente Fragile. Persona
completamente dipendente, prossima al fine
vita. Tipicamente pud non recuperare anche
da evento patologico minore

9, Malato terminale. Persona prossima al fine
vita. Questa categoria si applica a persone
con aspettativa di vita <6 mesi, che non sono
altrimenti evidentemente fragili.
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0’}% I=—pAge- and sex-standardized rate of severe hypoglycemia resulting in hospital admis-
siom, observation stay, or emergency department wisit per 100 person-years, 2006-2013. A:
Patients with T20M who filled at least one glucose-lowering agent. B: Patients with T20M who
filled insulin or insulin secretagogues (diamonds), other glucose-lowering agents (triangles), and
no glucose-lowering agents (circles). U, sulfonylurea.
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Diabetes Care Volume 40, April 2017
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Rates of severe hypoglycemia were highest
among the oldest patients and those with
multiple comorbidities compared with
younger, healthier adults
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A Proposal for an Out-of-Range Leonard Pogach, Chin-Lin Tseng 6\0\ X

Orysya Soroka,’ Miriam Maney,” and

23 s\
Glycemic Population Health Safety " \\,a(\’b‘ d\,@\\a‘
Measure for Older Adults With :a\’\'a o\

D]_abetes 522 Patient Safety Glycemic Measure for Seniors O\ . Diabetes Care Volume 40, April 2017
Diabetes Care 2017:40:518-525 | DOI: 10.2337/dc16-0953 \\6 E 6 g!é

Table 2—Distribution of fa%ﬁ% rat{v‘@&ous HbA;. measures among the study population by age-group
65-75 Years =75 Years

Under T HbA;. measuref™ \ G PR d\ Median Min. Max. Mean SD CV  Median Min. Max. Mean SD CV
) e
< 7%g( b/mol) ego 33.0 234 499 336 50 1438 38.6 241 593 393 25 63
treatment 0 (79 W molo

™ o@ 660 545 773 658 43 66 732 600 832 732 14 19

8.5 (69) GUIDELINES:
€ A1C<8.5%

Limited life expectancy,
significant co-morbid E y

8 (54) conditions O@

— In Rang
CHOOSING WISELY: 0 Data are percentage A1C unless otherwise indicated. The study population comprised patients with diabetes with an HbA,. value available in FY
_7'5 (58) €— AIC2TS% . 6Q@e 2013 who were taking any antiglycemic agent other than metformin alone within 60 days before their last HbA;.in FY 2013 and who had at least one

jgi*‘;ff:f;;‘”%:jj@ of the studied comorbidities. Max., maximum; Min., minimum.

Over Facility rankings that are based on an SM (potential benefits) and
treatment OOR measure (potential risks) differ substantially

NQF MEASURE:
AIC <8% —_ S — "5 \‘
Applies to ages >65-75; no »‘2 SED
exclusion criteria ¥ MGEA‘;MENT
‘ ) <79
¢‘e Ages >6'

{T@Sﬂm
g\m oo \©

*
%I Conceptual framework for the development of OOR and IR glycemic measures for
ts aged =65 years. The framework incorporates existing national performance measures
with federal agency and professional society recommendations.



Deintensification of hypoglycaemic medications-use of a systematic m
review approach to highlight safety concerns in older people with LA

type 2 diabetes
AH. Abdelhafiz ?, AJ. Sinclair ™*

Journal of Diabetes and Its Complications 32 (2018) 444-450

* Department of Gertatric Medicne, Rotherham General Hospilal, Moorgate Road, Rotherham S60 200, UK

b University of Aston, UK
 Foundation for Diabetes Research in Older People, Diabetes Frail Lid, Droitwich Spa

WY 00H, UK

Box 2

medications. A\\a

Summary of patients’ characteristics to DEINTENSIFY %Iﬁﬁkaem6\\:a\\6

lo\‘
» Dementia, especially those w16@%c eati

abnormal behaviour.
= Elderly, espe-:lall},r @ yeaﬁqu
ose with

* Impaired re
end 5 dlSEE
S? especially those

dll‘lES

va\P‘ @Qﬁ-mlc control, especially those with
\/ 7% (=53 mmol/mol).
6 . O End of life phase, especially those with less than or

equal to one year life expectancy.

» Nursing home residents, especially those with
multiple comorbidities.
= Significant weight loss, especially unintentional
indicating frailty.
* Inappropriate medications, especially
insulin or sulfonylureas.
» Frequent hypoglycaemia, especially serious
episodes needing assistance.

0
%m and

« Years long of diabetes, especially those =20 years duration.
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Personalizzazione del trattamento dell'iperglicemia - \\.6\\ %‘\d\

nell'anziano con diabete tipo 2

Il rischio di ipoglicemig 6’&\\6 ©
Lalforte raccomandazione sulla necessita di evita® "E’%ﬁﬁ ia e sull’utilizzo di farmaci |

| con basso di rischio di ipoglicemia|trova la SU%GSg%n onetla vulnerabilita all'ipoglicemia del
soggetto anziano, nel quale e aumentata?'\ od‘g\@‘s?anziale (9,10). Il soggetto anziano e piu

predisosto a sviluppare le ma 'e?t io '\ﬁEunglucopeniche dell’'ipoglicemia (irritazione,
confusione mentale, deliri \ i%}d( tto a quelle conseguenti all’attivazioni adrenergica

(tremore, sudcrazione@@cé I%\eﬁhseguenza di una ridotta capacita di riconoscere i sintomi

delI’ipoglicemiaakﬂ*}.aa{taé\‘% mancato riconoscimento dei sintomi dell'ipoglicemia, il paziente
diabeti%:: ﬁﬁ'gaé\{]eﬁ%trebbe erroneamente attribuirli ad altre condizioni come malattie

i - ‘\ . - " - " -
ngg{&bscel\e( ermltwe, trascurando la loro prevenzione e trattamento. Questi episodi
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Algoritmo terapeutico del paziente anziano fragile

’\o\og\a‘

European Diabetes Working Party for Older People / Diabetes & Metabolism 37 (2011) $27-538 Metformin slowed ARC d ’%‘n old men with
T2D, and these effe phenotype.
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Sinclair A.J. Diabete & Metabolism 2011

Algoritmo terapeutico del paziente anziano fragile

Recommended glucose Frailty criteria:

targets: 3|: ;"rsn;r Care home residenc \.O
Fasting glucose range = Iifgs-t.“:fle.ard\j:& Sig r.iiicanl cogniiive ;e_cline ‘\6\()6
7.6-9.0 mmol/L Major lower limb mobility * 0 .
HbA  range = 7.6-8.5% disorder d\ . \\.
History of disabling stroke . (\6 . 6\\6‘
X \’\,’b\\(a g:;\d\\
: Mot :;:hilewn-:g t\e\‘a \‘\6@
agreed glucose 6 OO ‘\d\\:a
,a\\a @ 22
N \le
Metiormin contraindicated in 6\
renalhepatic dysfunction, D
g @‘3
O 3¢
AQ\P? \(\Q/ Failure to achiave alucnsea tarnats
Further A a S
may I'mb(\e’
X0 |
o"‘) A :

Failure to achieve alucose taraets

N
(\ Frailty associated with increased
hypoglycaemia risk: caution Mettormin +
whan using insulin or insulin

sulphanylurea therapy

European Diabetes Working Party for Older People / Diabetes & Metabolism 37 (2011) S27-538
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Tabella 4.H2. Benefici dei farmaci per il diabete di tipo 2.
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liraglutide e semaglutide. ® Per empagliflozin; per canagliflozin limitatamente alla morbilita. ND: dato non disponibile.



Diabetes Ther (2018) 9:1477-1490
https:Adoiorg/10.1007/513300-018-(452-y

ORIGINAL RESEARCH

Comparative Effectiveness of DPP-4 Inhibitors Versus
Sulfonylurea for the Treatment of Type 2 Diabetes

in Routine Clinical Practice: A Retrospective
Multicenter Real-World Study

Diabetes Ther (2018) 9:1477-1490

Gian Paolo Fadini ¢  On behalf of the DARWIN-TZ2D Network
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Fig. 2 Comparative effectiveness
Baseline, follow-up data, and the change from baseline
are shown for the primary outcome (HbAle, a) and for
secondary outcome measures: fasting plasma glucose (FPG,

b}, body weight (¢), and systolic blood pressure (SBP, d).
p =< 0,05 for the indicated comparisons. Bars indicate
standard error
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Comparative Effectiveness of DPP-4 Inhibitors Versus
Sulfonylurea for the Treatment of Type 2 Diabetes g\
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Insufficienza renale

Tabella 4 H1. Terapia non insulinica nel diabete di tipo 2 con insufficienza renale cronica.

eGFR fino a %0 80 70 &0 S0 40 30 20 15 | Dialisi
{ml/min®*1.73 m?)

Metformina
Acarbosio*

Gliptine

Sitagliptin

Vildagliptin

Saxagliptin®

Linagliptin

Alogliptin

62 Gli -=..‘

S \f Pioglitazone

GLP1 agonisti
Exenatide
Exenatide LAR
Liraglutide®
Lixisenatide
Dulaglutide®
Sulfoniluree N
Glibend m:‘

Ragdaflinide

Gliflozine

Dapagliflozin

erde: utiizzakbile senza aggiustamenti di dose. Giallo: utilizzabile con mutela &fo aggiustando le dosi. Rosso: confroindicato.
* Utilizzabile per eGFR fino a 25 ml/min*1.73 m*; ®Liilizabile per eGFR fino a 15 mlfmin*1.73 m*

* Iniziare |a terapia, senza necessits di aggiustamenti di dosi, se eGFR supera &0 mlimin*1 .73 m'; se, durante |z terapia,
eGFR scende somo 45 ml/min*1.73 m°, sospendere il farmaco

Empagliflozin®

Canagliflozin®




Efficacy and tolerability of sitagliptin monotherapy
in elderly patients with type 2 diabetes: a g\a
\O

randomized, double-blind. placebo-controlled trial xO
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Amatruda, Barry J. Goldstein & Helmut Stei Tolerability and efficacy of glycemic control A= a\

with saxagliptin in older patients (aged béé %Qb\%ber:;féz'r’;fh
with inadequately controlled type 2 s{@ te% e\ Bristol-Myers Squibb, Princeton.

NJ. USA
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g PRESS er, PiiviMaria Palddnius ~ Lancet 2013; 382: 400-16
) Clin Med Res. 2019;11(9):651-663
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0\09
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Intensificazione della terapia nel paziente anziano

,\O\OQ\

Liomgo et al Digbotas and .ﬁ.gln_.(\) na‘)e
TABLE 2 | Most frequent clinical phenotypas in eldarty with sugpested HbA ¢ target and glucose-lowering treatment. \6(\6 \’\6\
W\

Phenotypa Comorbiditias Diabetic complications Glycemic Glm@&lm tra

target ’ X

- A\ 1\8 L’ &Q\\
oV ‘ "
75-year old mean Hypartension MNona HbAlc @7 Q} etformin oradd a
HoAlc 7.2% \\ nihibitor
Treated with metiormin (
1,500 mg/'day d\) ( \‘e
TB-year old woman Heart failure (WYHA class Il Peripheral naun:u@tl‘ﬁe Hl%gg? 5% Suspend metformin
HbAlc 7.6% Osteoporosis 6 Consider to st SGELTZ-inhibitor
Treated with metformin CKD (GFR 48 6 g@ and in stance a GLP-1RAs
2000 moiday \&O . (G or a OPP- inhibitor
B1 -year old men Carebrovascular disease O?\ iabatic @(Qha right Hbtdc =8.0% Consider to @ a GLP-1 AAs
HoAlc B.4% MCI 1@\6 (liragiutice, anatide or dulagiutids)
Treated with Glargine CKD (GFR 38" \P\ \(\ or a DPP-4 inhibitor, or to switch to a
/day 26 Prostate ada Q (\g fixed ratio combo of basal insulin and
GLP-1RA

B0-year old woman wghraasfﬁ@ Autonomic neuropathy HbA1C <8.5% Suspend metformin and
HbAlc B.7% {GF sulphoni . On the basis of SBGM,
Treated with a com COns o start pioglitazons ora
mietformin and |Iurﬂﬁ ant syrnptn:urnahc hypoghycemia DPP-4 inhibitor or a basal insulin

‘e.'u'astlrrg syndrome

. e, . ,
6\\'\2‘@ ﬁa&r dizaass; DFP-4, dipephdy paptidase-d; GFR, giomearuiar Wration rate; GLP-1 RAs, glucagon-ike peptide- T recepior aganists; MC!, mild cogrifive impaimment;
. 690 SBIN blood glucose monitoring; SGLT2, sodium-glucose co-fransportar 2.

Longo M. et al Front Endocrinol. 2019 Feb 18;10:45. doi: 10.3389/fend0.2019.00045. eCollection 2019.
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SICUREZZA CARDIOVASCOLARE

Table 1 - Cardiovascular outcomes in DPP-4 inhibitor CVOTs.

Study drug Q O

Alogliptin [16,17] Linagliptin [4] Saxaglipi‘jil A’{@‘ ('\\’ﬁ%g‘hpun [18,35]
3P-MACE (CV death, non-fatal All CVOTs demonstrated non- mfen \\'V o
stroke or non-fatal MI) HR 0.96 (95% CI upper bound < 1.16) HR 1.02 (95% CI 0.89, 1.17) ( ; 1.12) HR 0.99 (95% CI 0.89, 1.11)
CV death HR 0.79 (95% CI 0.60, 1.04) HR 0.96 (95% C1 0.81, 1.14) C g%ﬁ 10.87, 1.22) HR 1.03 (95% CI 0.89, 1.19)
Non-fatal MI HR 1.08 (95% CI 0.88, 1.33) HR 1.15 (95% CI 0.91, @ ﬁ 95% CI 0.80, 1.12) HR 0.95' (95% CI 0.81, 1.11)
Non-fatal stroke HR 0.91 (95% CI 0.55, 1.50) HR 0.88 (95% CI § 1.11 (95% CI 0.88, 1.39) HR 0.97' (95% CI 0.79, 1.19)
Hospitalisation for heart failure There we res{\ﬂ@tween CVOTs

Neutral effect HR 1.07 Neutra 27% increase HR 1.27 Neutral effect HR 1.00

(95% C1 0.78, 1.15) @ 0.7 (95% CI 1.07, 1.51) (95% CI 0.83, 1.20)

Note: 76% increase in subgroup with no hlst te: géeﬁect was Note: neutral effect was

heart failure co@ﬁ cross renal risk groups consistent across 21 risk factors

atherosclerotic CV outcomes was demonstrated in all four CVOTS e class for heart failure risk was uncertain, as there were mixed results for hospitalisation for heart failure,
with a significant increase of 27% with saxagliptin [15]; a n al increase with alogliptin [17], which reached significance when looking only at patients without baseline heart
failure [21]; and no effect with sitagliptin [35] or lina cludin k groups. 3P-MACE, 3-point major adverse CV event. CI, confidence interval. CV, cardiovascular. CVOT, CV outcomes
mal DFPP-4, dipeptidyl peptidase-4. HR, hazard £ gl@ﬁyo,c farctlctn

" exploratory analysis.
! also includes fatal events. \6 e(%

This table summarises primary CV outcomes and secondary CV outco rest Cb‘[‘s Investigating DPP-4 inhibitors approved for clinical use in the European Union. A neutral effect on
cant

Schernthaner G. Diab. Res. Clin. Prac. 153 (2019) 30-4031



Figure. Adjusted Cumulative Incidence of First Cardiovascular Event After Starting the Second-line

Antidiabetic Medication (ADM) Among Insured Adults With Type 2 Diabetes, by ADM Class
02

57 O\

ADM Class AR\
: DPP-4 inhibitors 202 A

———— GLP-1 receptor agonists ) \\Q\\ é\d\

SGLT-2 inhibitors \e\@ NG
O e

Cumulative Incidence of
Inpatient Cardiovascular Events, %

No. at risk ‘eQa ‘6\6
DPP- 4 Q §@“ 26347 20163 16090 12576 9674
é; e( 88 10051 7261 5668 4383 3361
Q LT-2 5677 4786 2597 1330 585 215
TZDs 7368 6783 5195 4256 3485 2769
Basal insulin 16249 14448 10282 8090 6333 4802
SFU 63194 57239 43304 34951 28064 21991

O’Brien MJ, et.al. JAMA Netw Open. 2018;1(8):e186125. doi:https://doi.org/10.1001/jamanetworkopen.2018.6125
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Assessing the Safety of Sitagliptin
in Older Participants in the Trial
Evaluating Cardiovascular
Outcomes With Sitagliptin
(TECOS)

DOL 10.2337/dc16-1135

M. Angelyn Bethel," Samuel 5. Engel”
Jennifer B. Green,” Zhen Huang,”

Robert G. Josse,” Keith 0. Kaufman,®
Eberhard Standl® Shailaja Suryawanshi,
Frans Van de Werf,® Damren K McGuire,”
Eric D. Peterson,” and Rury R. Holman,? for
the TECOS Study Group

Mumber of patients with events

Sitagliptin
Primary and key secondary oulcomes in = 970}
Primary CV composite (4-point MACE] 170
Rata par 100 person-yr 6,75
Secondary GV composite (3-point MACE) 152
Rate per 100 person-yr 5.87
Hospitalization for HF 43
Rate per 100 person-yr 1.60
Hospitalization for HF or death 114
Rate per 100 person-yr 441
All-cause morality 1d1
Rabe per 100 person-yr 510
Acute pancraatitis 4
Rata par 100 person-yr 0.5
Charter defined malignancy an
Rate per 100 person-yr 2,30

Pancraatic canser
Rate per 100 person-yr

Savers hypoglycemia

Rata par 100 person-yr 114

‘ @Q
N
\\' ?e(m;

Bone fracture
Rata par 100

ov

Favors Sitaghipbn

Flacebo
n = 1034} Hazard Ratio (95% C1)
168 L 110 (089, 1.36)
619
162 1.01 (061, 1.26)
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" 1 0.9 (0.65. 1.49)
o
124 W'
-
; X,
148 ! ? 5 (0. 33 \Q.n
5.00 Q\P‘
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0oy ]
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\\lAEs by system organ class in the older cohort, by treatment group
Age =75 years old

Tab

S

System @ass preferred term patients with one or Staliptin o L
G (n = 956) {n=1,023) {95% Cl)
plasms benign, malignant, and unspecified (including
cysts and polyps) B8O (8.4%) 94 (9.2%) ~0.82 (—3.33 to 1.70)
Basal cell carcinoma 11 (1.2%) 24 (2.3%) ~1.20 (—2.44 to —0.04)
Sguamous cell carcinoma 5 (0.5%) 17 (1.7%) =114 (—2.18 to —0.24)
Squamous cell carcinoma of skin 3 (0.3%) 14 (1.4%) —1.05(—2.01to —0.28)
Injury, poisoning, and procedural complications 36 (3.8%) 27 (2.6%) 1.13 (~0.43 to 2.76)
Gastrointestinal disorders 25 (2.6%) 21 (2.1%) 0.56 (—~0.79 to 1.98)
Gastroesophageal reflux disease 4 (0.4%) 0 (0.0%) 0.42 (0.04 to 1.07)
Musculoskeletal and connective tissue disorders 18 (1.9%) 11 (1.1%) 0.81 (—0.27 to 1.99)
Ostecarthritis 13 (1.4%) 3(0.3%) 1.07 (0.31to 2.05)
Respiratory, thoracic, and mediastinal disorders 15 (1.6%) 12 (1.2%) 0.40 (—0.66 to 1.52)
Metabolism and nutrition disorders 1 (0.1%) 13 (1.3%) =117 (—2.07 to —0.52)
Hyponatremia 1(0.1%) 7 (0.7%) ~0.58 (~1.31to —0.03)
Dehydration 0 (0.0%) 5 (0.5%) ~0.49 (—1.14 to —0.09)

Analysis cohort is all older patients as treated. This table includes 1) sytemorgan classes exceeding 1% or where the 95% Cl excludes 0; 2) within the
system organ classes that exceed 1%, any preferred term that exceeds 1%; and 3) any individual preferred term where the $5% Cl excludes 0.



JAMA Dermatology | Original Investigation
Association of Dipeptidyl Peptidase 4 Inhibitor Use
With Risk of Bullous Pemphigoid in Patients With Diabetes

Seon Gu Lee, MD: Hee Jung Lee, MD. PhD; Moon SooYoon, MD, PhD; Dong Hywn Kim, MD JAMA Dethnlngy PUIJ|I5|'I%{®QEI%JE[}’ 9,2019
Table 3. Univariate and Multivariate Analyses of the Association Between DPP-4 Inhibitors 6\0\6
and the Development of Bullous Pemphigoid in Patients With Diabetes Mellitus 6 X2 \ 'a
\ \
Drug, Patient Univariate Analysis Multivariate Analysis \\.6\ 6\d
Group No. (%) Crude OR (95% CI)* P Value Adjusted OR (95% CIL Eﬁ%\ug §2\\6
All DPP-4 A\
inhibitors \6 < 66
Patients 260 (38.9) 1.61(1.28-2.03) 1. 5&@\)&% m{\ <
<.001 <.001
Controls 188 (28.1) 1 [Reference] O (Al (E‘Refe@(_%
Vildagliptin wo% g
Patients 118 (17.6) 1.84 (1.34-2.54) ?O?\ g\Q 1.81(1.31-2.50)
<.001
Controls 71(10.6) 1 [Referen P\ \(\ 1 [Reference] Abbreviations: DPP-4, dipeptidyl
Sitagliptin g gt:tptic‘jzse 4; NA, not applicable;
, odds ratio.
Patients 89 (13.3) 6@53{1 @\@%) 1.70(1.19-2.43) .004 .
\Q R‘&% 004 The ORs and 95% Cls were
Controls 57 (8. 56(6 ﬂ rence] 1 [Reference] estimated using univariate logistic
Linagliptin (GQ regression analysis.
Patients \\\\13 %({\iﬁ 1.64 (1.16-2.32) 1.64 (1.15-2.33) ®The ORs and 95% Cls were
.006 .006 estimated using multivariate logistic
5913@9 ? (8.7) 1 [Reference] 1 [Reference] regression analysis adjusted for
Owmers neurologic, malignant, and
Patients 34 (5.1) 1.38(0.81-2.34) 1.25(0.73-2.14) psychological comorbid disorders
.23 41 ' '
Controls 25(3.7) 1 [Reference] 1 [Reference] and receipt of spironolactone and

psycholeptics.



DPP-IV Inibitori

v Buona efficacia ipoglicemizzante

0@6 .
v’ Sicurezza cardiovascolare O° N
N\()6 Q(Gg
v’ Migliorano il metabolismo ef{e@%(l\%\eo?}effetti positivi sul decadimento cognitivo
Q?\\ 0{\9\
N C\ - : o :
v Elevata toIIerabllr(;ta@s %bﬂ?a d’uso, ottimo profilo di sicurezza cardiovascolare
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