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. La sottoscritta Maria Chantal Ponziani
ai sensi dell “art. 3.3 sul Conflitto di Interessi, pag. 17 del Reg. Applicativo dell 'Accordo Stato - Regione del 5 novembre 2009

dichiara
di non aver avuto rapporti di finanziamento diretto con soggetti portatori di interessi commerciali in campo sanitario

Ogni relatore dichiara altresi il proprio impegno ad astenersi, nell’lambito dell’evento,
dal nominare, in qualsivoglia modo o forma, aziende farmaceutiche e/o
denominazione commerciale e di non fare pubblicita di qualsiasi tipo
relativamente a specifici prodotti di interesse sanitario (farmaci, strumenti,
dispositivi medico-chirurgici, ecc.)
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Mortality and Cardiovascular Disease in Type 1 and Type 2
Diabetes

Aidin Rawshani, M.D., Araz Rawshani, M.D., Ph.D., Stefan Franzén, Ph.D., Bjérn Eliasson, M.D., Ph.D,,
Ann-Marie Svensson, Ph.D., Mervete Miftaraj, M.Sc., Darren K. McGuire, M.D., M.H.5c.,
Naveed Sattar, M.D., Ph.D., Annika Rosengren, M.D., Ph.D., and Soffia Gudbjérnsdottir, M.D., Ph.D.
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Figure 1. Major Cardiovascular Qutcomes in Patients with Type 1 Diabetes and Matched Controls.
Controls were matched for age, sex, and county. 1 bars represent 852 confidence intervals.
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Figure 2. Major Cardiovascular Outcomes in Patients with Type 2 Diabetes and Matched Controls.
Controls were matched for age, sex, and county. I bars represent 95% confidence intervals.
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All-Cause Mortality and Cardiovascular and Microvascular
Diseases in Latent Autoimmune Diabetes in Adults

Yuxia Wei, Katharina Herzog, Emma Ahlgvist, Tomas Andersson, Thomas Nystrom, Yigiang Zhan, Tinamaija Tuomi,
and Sofia Carlsson
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Autoimmune diseases and cardiovascular risk: a population-
based study on 19 autoimmune diseases and
12 cardiovascular diseases in 22 million individuals in the UK

Nat halic Conrad, Geert Verbeke, Geert Mdenberghs, Lovra Goet schaldog Thomas Callender, Geraldine Combridge, fustin € Mason, Kazem Rahimi
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Manrique-Acevedo C et al. N Engl J Med2024;390:1207-1217 e NEW ENGLAND

JOURNAL of MEDICINE
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" Increased cardiovascular risk in rheumatoid
arthritis: mechanisms and implications

Bryant REngland,' ? Geoffrey M Thiele," ? Daniel R Anderson,’ Ted R Mikuls' ?
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Downloaded from http:/f'www bmj.com/ on 25 May 2024 at Biblicteca Virtuale per la Salute - Piemonte. Protected by copyright.
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Prediction of First Cardiovascular Disease
Event in Type 1 Diabetes Mellitus
The Steno Type 1 Risk Engine
Dorte Vistisen, PhD: Gregers Stig Andersen, PhD: Christian Stevns Hansen, MD;

Adam Hulman, PhD; Jan Erik Henriksen, PhD; Henning Bech-Nielsen,
Marit Eika Jgrgensen

Table 2. Rate Ratios (RR) With 95% Confidence Intervals for Risk Factors in the
Prediction Model for the Composite CVD Outcome

RRE6%0) | PVake | FRERC) | Plake
Age (10 v) 1.51 {1.38-1.65) | <0.001 1.50(1.36-1.64) | <0.001

Male sex (vs female sex)

Diabetes duration (10 y)

Systolic blood pressure (10 mmHg)
LDL cholesterol (mmol/L)

1.30 (1.13-1.51) | <0.001 | 1.26(1.09-1.46) | 0.002
1.14 {(1.08-1.20) | <0.001 | 114(1.08-1.20) | <0.0H
1.06 {1.02-1.10) | 0.001 | 106(1.02-1.10) | 0.002
1.09{1.00-1.19) | 0.045 | 1.09(1.00-1.18) | 0.045

HbA,_ (10 mmol/mol) 1.14(1.08-1.20) | <0.001 | 113 (1.07-1.19) | 0.0
Microalbuminuria (vs normoalbuminuria) | 1.55 (1.28-1.86) | <0.001 | 155(1.20-1.86) | <0.001
Macroalbuminuria fvs normoalbuminuria) | 2.19 (1.69-2.84) | <0.001 | 2.00(1.62-2.71) | <0.001
BGFR age <40 y (halving) 1.53 {1.30-1.80) | <0.001 | 1.50(1.27-1.76) | <0.001
8GR age 240 y (haliving) 1.45(1.24-1.70) | <0.001 | 1.41(1.21-165) | <0.0M
Smoking (vs 1o smaking) 1.22{1.01-1.47) | 0041 | 1.23(1.08-148 | 0.034
No regular exercise {yes vs no) 129(1.11-1.48) | <0.001 | 1.26(1.08-146) | 0.002

Pvalue ks for the test of significance of the risk factor. CVD indicates cardiovascular disease (ischemic heart
disease, ischemic stroke, heart failure and peripheral artery disease), eGFR, estimated glomerular filtration
rate; HbAic, hemoglobin Afc; and LDL, low-density lipoprotein.
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Prediction of First Cardiovascular Disease
Event in Type 1 Diabetes Mellitus
The Steno Type 1 Risk Engine
Dorte Vistisen, PhD: Gregers Stig Andersen, PhD: Christian Stevns Hansen, MD;

Adam Hulman, PhD; Jan Erik Henriksen, PhD; Henning Bech-Nielsen,
Marit Eika Jgrgensen

Table 3. Performance of EXISUng CVD Risk Models In Derivation and Valldation Data for Predicting
5-Year Risk of Fatal or Nonfatal CYD

Stero TID ‘Swedish T1D Risk ‘ UKPDS mew
FiskEngine " sooren ik Engine® b
Predicting compasite CVD ottcome (HD, stroke, HF, or PAD) ' ) '
Crigiral CVD outeome® | IHD, stroke, HF, or PAD | 1HD or stroke BD HD or stroke
Derivation daia
C-stafistic(95% C | 0.826(0807-0B45 | 0704(0.72-0.816) | D766 (0.743-0.739) | 0748(0.724-0.771)
C-statistic test = 0031 P<0.001 Pe0.001
Caitbrationt 124 F0A36 | 74304 PDON | =TI 8 P00 | 5=4025 P<O.001
Validation data
C-Statstic(05% C) | 0.803(0767-0B3§ | 0780(0.745-0.815) | 0737(0.698-0.775) | 0748(0.713-0.759)
C-statistic testt E 0377 P=0.014 P=0.036
Catbrationt 7100, 0207 | y=206.8 POD01 | 72108, P00 | 1303, P<0.0M
Pradicting IHD or stroke
Original TVD outcome” IHD or strokz IHD oF stroke HD THD or stroke
Derivation daa
C-stalisic(95% C) | 0.814(0703-0834 | D796(0.75-0817) | 0770(0.747-0.793) | 0748(0725-0.773) |
C-statistic testi - P=0.002 P=0.001 P=01.001
Cafibrationg =114, =078 f=223.7, P<D.001 F=371.8, P<0.01 =251.9, P<0.001
Validation data
C-staistici95% C) | 0.795(0755-0834 | 0781(0.742-0.810) | 0728 (0.686-0.770) | 0736(0.607-0.774)
C-statisfic test - P_OG14 P=0.024 P=0.036
Calibration =103, F=0.244 J=78.8, P<0.001 =114.3, P<0.001 =117.8, P<0.011

ASCVD indicates atherosclerotic cardiovascular disease; CVD, cardiovascular disease (ischemic heart dsease, schemic stroke,
heart failure and peripheral artery disease), HF: heart failure; IHD: ischemic heart dis=ase; PAD: peripheral artery disease, T10, type 1
diabetas mellifus; and UKPDS, Unitad Kingdom Prospective Diabetes Study.

*Original CVD outcome: the outcome for which the model was originally developed.

1C-statistic test test of difference in C-statistic in comparison with the Sieno T1 nisk engine using the Delong method.

$Calibration is Hosmer-Lemeshow test of goodness of fit Pvalue <0.05 ndicates fack of model fit.
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moderate risk (21 to <5¥; high risk (25 to <10); very high risk (210%). Number of patients for QRGK3 calculation & 173 due to minimum age of
25 years and for CVD Check is 116 dus to minimum age of 35 years. (A) (8 QRIS ow sk, (B QRISKS moderete risk, (0 QRISKS high risk. [B) (e CVD
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Cardiovascular risk stratification in
type 1 diabetes: do risk calculators
and guidelines align?

Intemal Medicne Journal 53 [2023) 879-881
) 2073 Royal Australasian College of Physicians,
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SGLT2 Inhibitors: Mechanism of Action

SGLT2 inhibition Mechanism Possible cardio-renal effects CV/renal outcomes

1 Cardiac function

| Preload
| Afterload
T Cardiometabolic efficiency

© @ Osmotic
diuresis NS | Arrhythmia
@ Metabolism
© @ Sodium

= 2
A Glucose removal s T Arterial wall | CVdeath
M Na* | structure/function | Sudden death
a* remova | Fatal HF/stroke
| Hospitalization for
® 7 Glucose removal > l Glomeyula( pressure heart failure
@ 7 Na* removal | Albuminuria | Renal events

Butler J, et al; the EMPEROR Trials Program. Eur J Heart Fail. 2017;19:1390-1400.



HOMO EST QUOD EST
Praticamente ... diabetologia Nutrire il futuro: strategie di prevenzione e cura
TORINDO 01.068.24

GLP-1 RAs: Mechanism of Action

Kidney Heart _
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" Diuresis
Blood vessel @
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Drucker DJ. Cell Metab. 2016;24:15-30.



Praticamente ... diabetologia

TORINO 01.06.24

Clinical and Safety Outcomes With GLP-1 Receptor
Agonists and SGLT2 Inhibitors in Type 1 Diabetes:
A Real-World Study

Khary Edwards,"*@ Xilong L1,>* and lidiko Lingvay'*®

of Intemal 3 " , Univarsity of Texas Southwestarn Madecal Centar, Dallas, Taxas T5390-B8ST, USA
*Department af Populabon and Dats Stiences, Univarsty of Taxas Southwestern Medical Center, Dallas, Taxas 153908357, USA

ince: Khary Edwards, MO, Department of internal

ur

Medical Canter, 5323 Hamry Hnes Bivd, Dallas, TX

. USA. Bt dwsrdshban @ com
wark.

KT and KL are are co-primary authors of this

Table 4. Adverse events experienced during GLP-1RA or SGLTEH use

Event GLP-IRA(N=76)  SGLT2i (N=39)
% o Rae® % n) Tate”
DEA ER-TE i& 1LR{5) (X3
Severe hypoglycemiz 1.3(1 0.5 1E4) i
Pancreatitis oo ] 040} 11
Huospitalizations® 211(18) 138 282{11) 1354
Emergency room visits™  18.7(15) 116 7.743) i3

Ab.bacwanun DEA, diabetic k

GLP-1RA

pepti :—I receprar agonist; SOLTL, mm-gmcmuml
bito

“Numb:r af patients with at least one event.
raported a eventef 100 pﬂhm-'yum.
“Far any reason, not just diabetes related.

M.24

Tablz 3. Changa in outcomes over 12 maonths of GLP-1RASSGTL2 use

Nutrire il futuro: strategie di prevenzione e cura
POLLENZO 23

GLP-1RA SGLT2 Between-group P

HbA, %

Bascline 7.7 (74-8.0) 7.2 {7.5-84)

12mo FA(TOTT 73(6.9-77)

P {within-group change over 12 ma) 007 <001 248
Weight, kg

Bascline 90.4 (§5.3-95.8) 89.2 (B1.1-96.9)

12 ma B4 (80.3-90.8) B7.5 (B0.1-85.5)

P [within-group change over 12 mo) < .00 6B nzy
TDD insulin, units

Raseline ELE(51.3-TLT) 58.0(47.5-71.5)

12 mao 49.5 {42 4-58.8) 57.0(44.3-7L.3)

I iwithin-group change over 12 mo) < .0 0.758 073
Basal msalin, units

Rascline 0T {27.1-34.7) I1.3{26.2-37.5)

12 mo 26.0(22.6-29.8) 256121.0-31.3)

P {within-group change over 12 mo) <« .00 003 £EF
Borlus insuling units

Bascline 375 (30.5-45.1) 325(12.543.4)

12 mo 175 (15.5-35.1) 35.0{22.147.8)

P {within-group change over 12 mo) 004 Jie 068
GFR, mL/min't.73 m*

Bascline B2 (78.5-91.2) BZ3(716-91.0)

12 mo BRLE (744-90.3) BL1{71.0-%1.2)

P {within-group change over 12 mo) £53 fir, 3 o5
Microalbomin:czeatining ratic, mgly

Rascline 104 (64-17.1) 15.1(13.3-47.2)

12 ma 104 {3.6-30.4) 12.3 |6.4-82.0}

P {within-group change over 12 mo) 299 78 07
Total cholesterol, mgidl

Raseling 183.0(171.5-192.5) 170.1 {157.2-183.00

12 mo 136.6 (135117800 168.8 (148.0-189.5)

P {within-group change over 12 mo) 05 B33 D&
LDI, mydL

Baseline 103.5(95.7-112.0) 524 (B1.4-101.3)

12ma TED (58.2-95.8) BE.6 (T0.5-106.7

P {within-group change over 12 mo) oS B 074
Triglycerides, mgfdl.

Bascline 934 (B1LE-106.7) 914 {76.5-109.2)

12 mo B9 (52.1-95.8) 821 (68.7-121.5)

P {within-group change over 12 mo) ETR 958 15
Daza presented sre estimated {least s (95% ). A P value of lessab Hb.\h‘wﬂdn,

TDD insulin, basal irsulin, i

Abbreviasions: urn,anmaud‘gjumsuhr fiitration rate; GLE-TRA,

inw-d:nny lipoprotein; SGLT2, sodiam
‘Berween-group F value represents P for

indicat
e e einita
or agonis; HbA,c, glycar
ucose cotransponer-2 inbi itar; 'I.'DD unn in, t.m:l daily dose of insulin.
¢ difference in change in variable from

means ol
Bdhemo am LDL,

baseline to 12 months between GLP-1RA and SGLT2i wsers.

" g
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Combination SGLT2 Inhibitor and Glucagon Receptor Antagonist
Therapy in Type 1 Diabetes: A Randomized Clinical Trial

Schafer C. Boeder, Robert L. Thomas, Melissa J. Le Roux, Ern R. Giovannetti, Justin M. Gregory, and

Jeremy H. Pettus

Diabetes Care 2024:47(00):1-8 | hitps:¥doi.org10.2337dc24-0212

Combination Sodium-Glucose Cotransporter 2 (SGLT2) Inhibitor + Glucagon Receptor Antagonist (GRA)
in Adults With Type 1 Diabetes Using CGM and Continuous Subcutaneous Insulin Infusion

/ Combining an SGLT2 \

inhibitor with a GRA will:

1. Improve glycemia
2. Reduce insulin use

3. Reduce ketogenesis

Study Design (n=12)
/ SGLT2i = dapaglifiozin 10 mg dally \

GRA = volagidemab 70 mg weekly

I—| SGLT2i + GRA ]—\

SGLTZi + GRA

FRapea
Hudiey

St
SGLTH + ' SGLT21 +
Placebo Placebo
Washout &

\\ during insulinopenia /

| | Crozsover |

\ b laweeks) | (6Weeks) |

|
(4 Weeks) '_/

/_Wi.th combination therapy: \\

+ Average glucose §-19 mg/dL

-

* Time in range "‘ 16%

Mo increased hypoglycemia

Total insulin use §27%

Ketanes in insulinopenia J 1?%-/

Conclusion: Combination SGLT2 inhibitor + GRA is a promising adjunctive therapy strategy for type 1 diabetes
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Che peccato non poter sfruttare
queste opportunita
\ A 4 Usiamo almeno quelle esistenti

o




HOMO EST QUOD EST

Praticamente ... diabetologia Nutrire il futuro: strategie di prevenzione e cura

TORINO 01.06.24

Cardiovascular risk manag'enie»ht in
people with type 1 diabetes:

performance using three guidelines

Rita Delphine Maiko Varkevisser © " Erwin Bimie,?* Charlotte E Vollenbrock © '

Dick Mul,? Peter R van Dijk @ ," Melanie M van der Klauw,! Henk Veeze,®
Bruce H R Wolffenbuttel @, Henk-Jan Aanstoot?

A Dutch lipid guideline recommendation B ADA lipid guideline recommendation c NICE lipid guideline recommendation
and LLM prescription and LLM prescription and LLM prescription
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Flgure 1 Frequency of lipid guideline recommendations in the study population based on the (4) Duich, (B) American
Diabetes Assoclation (ADA) and (C) National Institute for Health and Care Excellence (NICE) guidelines and the prescription of
lipid-lowering medication (LLM) for each recommendation group. Percentages presented are the percentage of LLM use per
recommendation.
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Cardiovascular risk management in
people with type 1 diabetes:

performance using three guidelines

Rita Delphine Maiko Varkevisser © " Erwin Bimie,?* Charlotte E Vollenbrock © '
Dick Mul,? Peter R van Dijk @ ," Melanie M van der Klauw,! Henk Veeze,®
Bruce H R Wolffenbuttel @, Henk-Jan Aanstoot?

A Dutch blood pressure guideline recommendation B ADA blood pressure guideline recommendatiof MICE blood recome
and AHM prescription and AHM prescription and AHM prescription
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Figure 3 Frequency of blood pressure management recommendations in the study population based on the (&) Dutch,

(B) American Diabetes Association (ADA) and (G) National Institute for Health and Gare Excellence (NIGE) guidelines and the
prescription of antihypertensive medication (AHM) for each recommendation group. Percentages presented are the percentage
of AHM use per recommendation.
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Excess mortality in Type 1 diabetes diagnosed in childhood

and adolescence: a systematic review of population-based cohorts

Eileen Morgan « Christopher R. Cardwell -

Catherine J. Black « David R. MeCance -
Christopher €. Patterson

Loecation (Reference) Age  Period of dx (emd Cohort  Observed® Moraliy rate per SMR (95%CT)

at iy of follow-up) slze (Expected) LMK person years SMR (95% CT)
UK (Leicestershire) [ 15] <7y 1970-1989 (1991} 582 10 {3.4) 135 203 {140-53 93t
Cuba (Havana) [17] <I5y 19651980 (1991) 504 70 (8.3) 7.04 K54 (666-1079) N -
Austria [§] <15y 1979-1990 (1990) 118§ 4{26) 0.50 153 (65-346) .
Estania [6] <lSy  1980-1904(1995)  SIB 11 2.8 179 390{199-714) "_._.
Lithuania [6] <13y  1983-1904 (1995) 698 13 3.3) 564 695 {441-1043) e
Tsrael [18] <18y 19651993 (1996) L1861  37(124) 1.55 298 (209-410)
Swaden 9] <ISy 19772000 (2000) 10200  T2(363) 0.96 198 { 155-250) . -
Norway [13] <l5y 19711982 (2002) 1906 101 (26.1) 219 387 (315-470) : .
Lithusnia [4] <15y 19892003 2005) 1,006  2({L6)+ 0.64 125 (15452} = a
Bulgaria {Easem) [4] <15y  10R9-1999 (2004) 443 02.1) 146 476 (228-K76)
Hungary {ex. Budapest) [4] <15y 19893002 (2002) 1,968 5 (4.) 037 L1 (36-259) '_[_'
Austria [4] <ISy 19892002 2003) 1989  3I(3T)E 107 $1{17-237) e
Spain {Catalonia) [4] <15y 19892002 {2005) 1,809 31D 016 42 [9-124) e
Germany (Dusseldor) [4] <15y 19892001 (2005) 757 4(14) .80 286 {(TET32) -
Teeland[4] <15y 1989-2004 {20057 151 0 (035) 0.00 0 [©-738) i
Denmark [4] <13y 19802002 (2002)  2.255 033 0.76 303 (145-537) R
Norway [4] <ISy 19892003 2005)  3.130 19 {9.5) 0.69 200 { 120-312) —.—
UK (Northem Irelind) [4] <15y 19892002 (2003) 1,310 9(32) 0.95 281 (129-534) =
UK {Yorkshire) [2] <ISy 19782004 2005) 3,349  T4{177) 172 418{328-525) -
Ttaly [16] <I9y 19742000 (2003} 677 12 6.1 L84 195 { 102-346) =
U5, { Pittsburgh) [19] <Ify 1965-1979 (2008) 1075 279.(40.4) 812 691 (612-777) -
Finland[ 14] <15y 1970-1999 (2007) 10492 541 (1485) .46 364 (334-396) -
Australia [20] <lfy 19872007 (2011) LETIE  11(42) 0.63 263 {131-469) R

1o 100 1000
— —>

Reduced monality  Increased monality

Fig. 2 Characteristics and forest plot of included smdies, ordered by
publication date. Dx diagnosis, SMR standardised mortality ratio.
*The observed deaths noted here do not include deaths which
occurred at onset and therefore may mot correspond to those
published. 'SMR was calculated only for diagnosis period of

1970-1989. 'Dam were reanalysed o exclide overlapping perinds
with other studies. *This value was taken from another publication on
the register [31] covering cases diagnosed during 1985-2010 and is
therefore an approximation of the cohort used in this review
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Sono partito da un
presupposto ma non
SO 0. Che ora axivo.




