1974
ANNG DI FONDAZIONE

ASSOCIAZIDNE
MEDICI
DIABETOLOGI

La gestione del paziente obeso con e senza diabete
Torino - 12 aprile 2025 ﬁ ) ‘E
s |

SIABETES REMISSION

Dott.ssa Marina Valenzano
S.S.D. Diabetologia e Malattie Metaboliche

: é\-ﬁ A.S.L. TO4

Azienda Sanitaria Locale

di Cirig, Chivasso e fvrea



ARFIT.IA?II'INF

nio
LT BABETOLOG

Cy)

La gestione del paziente obeso con e senza diabete

Torino — 12 aprile 2025

La remissione del diabete
Dott.ssa Marina Valenzano

Chi

: ","\-Q AS.L.TO4

Azienda Sanitaria Locale
di Cirig, Chivasso e lvrea

il «fu diabetico»?

LUIGI PIRANDELLO
Il fu Mattia Pesee

CON RIASSUNTI, COMMENTI,
MAPPE E RISORSE ONLINE Dla betlco

ENCICLOPEDICA
MULTIMEDIALE
EDIMEDIA



La remissione del diabete % AS.L.TO4

Dott.ssa Marina Valenzano Azienda Sanitaria Locale

di Cirig, Chivasso e lvrea

% La gestione del paziente obeso con e senza diabete
veoo Torino — 12 aprile 2025

LUIGI PIRANDELLO
Il fu Mattia Pesee

CON RIASSUNTI, COMMENTI, Dia betico

MAPPE E RISORSE ONLINE

ENCICLOPEDICA
MULTIMEDIALE
EDIMEDIA




:‘fe:-fm
E p055|blle?

b |
La gestione del paziente obeso con e senza diabete i
Torino — 12 aprile 2025 g E
[ ]

La remissione del diabete

Dott.ssa Marina Valenzano

: éh AS.L.TO4

Azienda Sanitaria Locale
di Cirig, Chivasso e lvrea

Table 3—Incidence rates of remission for the full cohort and stratified by time since diagnosis

Total person-years  Incident 7-Year ciymulative fincidence ratAper 1,000
at risk* events (n) incidence|(95% CI)t person-years [95% Cl)
Any remission
All 586,725 1,761 1.60% (1|53—1.68) 3.00 (2.8613.14)
Time since diagnosis <2 years (n = 18,451) 88,473 776 4.55% (4]|25-4.88) 8.77 (8.1549.39)
Time since diagnosis 2—3 years (n = 18,127) 89,526 424 2.54% (2|31-2.79) 4.74 (4.2945.19)
Time since diagnosis 4-5 years (n = 15,122) 75,304 228 1.67% (1|46-1.89) 3.03 (2.6313.42)
Time since diagnosis 6-9 years (n = 20,270) 102,270 152 0.82% (0]70-0.96) 1.49 (1.2541.72)
Time since diagnosis =10 years (n = 30,326) 147,333 98 0.37% (0)30-0.45) \ 0.67 (0.53/0.80)
Baseline diabetes therapy, no medication (n = 13,502) 62,009 1,538 12.33% (11.76-12.93) 24.80 (23.56-26.04)
Baseline diabetes therapy, OHA only (n = 84,968) 419,376 212 0.28% (0.24-0.32) 0.51 (0.44-0.57)
Baseline diabetes therapy, insulin (n = 22,625) 105,340 11 0.05% (0.03-0.10) 0.10 (0.04-0.17)
Partial remission 587,341 1,615 1.47% (1.40-1.54) 2.75 (2.62-2.88)
Complete remission 593,216 140 0.14% (0.12-0.16) 0.24 (0.20-0.28)
Prolonged remission 170,356 6 0.007% (0.003-0.02) 0.035 (0.007-0.063)

OHA, oral hypoglycemic agent. *Defined as the total number of person-years 12 months after cohort inception for partial and complete remission,
and after 60 months for prolonged remission. tDefined as 100% minus the cumulative survival probability calculated using the Kaplan-Meier method.

Incidence of remission in adults with type 2 diabetes: the diabetes & aging study. Diab Care 2014
Type 2 Diabetes Remission: A New Mission in Diabetes Care, Diab Care 2024
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Che cos’e e che cosa non e

DEF. DI USO COMUNE DEF. CONSENSUS 2009

c 6-6,5%)
* Totale 1c < 6,5%)

* Cur

* Reversa

> 5 anni)

* Resolion

Non vi sono sufficienti evidenze per standardizzare un limite temporale Se io avessi un mondo come piace a me, 1a

tutto sarebbe assurdo: niente sarebbe com'e,
perché tutto sarebbe come non é, e viceversa!

Non si devono utilizzare definizioni che sottointendano K - = :
Cio che é, non sarebbe e cio che non é, sarebbe!

* Un precedente errore diagnostico
* Una completa ‘restitutio ad integrum’

La ‘non evidenza di malattia’ € una condizione diversa dalla guarigione, in quanto i soggetti restano suscettibili allo
sviluppo di malattia e delle sue complicanze e questo implica, perlomeno, la necessita di un monitoraggio nel tempo

Consensus Report: Definition and Interpretation of Remission in Type 2 Diabetes; Diab Care 2021
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Come si misura?

HbA1c: OK generally reliable and the simplest and
most widely understood

HGT: NO

 FPG: can in some settings be used as an
] for remission, just as a value higher than that level is an
alternative for initial diagnosis of T2D

* OGTT: NO metabolic surgical interventions can alter the usual patterns
of glycemic response to oral glucose

Consensus Report: Definition and Interpretation of Remission in Type 2 Diabetes; Diab Care 2021
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most widely understood

can in some settings be used as an
for remission, just as a value higher than that level is an
alternative for initial diagnosis of T2D

metabolic surgical interventions can alter the usual patterns
of glycemic response to oral glucose

In cases where the accuracy of HbA1c values is uncertain, CGM can
be used to assess the correlation between mean glucose and HbA1c
and identify patterns outside the usual range of normal. In some
circumstances, an eA1C or GMI| <6.5% can be considered an
equivalent criterion

CONTINUOUS
GLUCOSE MONITOR _ TRANSMITTER

GLUCOSE SENSOR
* / SKIN

CELL

1

INTERSTITIAL
FLUID

GLUCOSE

BLOOD
VESSEL

Consensus Report: Definition and Interpretation of Remission in Type 2 Diabetes; Diab Care 2021
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Esistono diversi tipi di remissione?

INTERVENTO CRITERI TIMING

Stile di vita HbA1lc< 6,5% Dopo almeno 6 mesi dall'avvio delle modifiche
sullo stile di vita e 3 mesi dalla sospensione di
farmaci

Farmacoterapia HbA1lc < 6,5% Dopo almeno 3 mesi dalla sospensione

in assenza di trattamento

Chirurgia bariatrica HbA1lc < 6,5% Dopo almeno 3 mesi dall'operazione e dalla

post intervento sospensione di farmaci

| farmaci andrebbero sospesi per il tempo sufficiente ad esaurirne l'effetto
biologico, anche sulle modifiche dei valori di HbAlc
Tuttavia ad oggi hon vi sono dati sulla sicurezza di gquesto approccio

Consensus Report: Definition and Interpretation of Remission in Type 2 Diabetes; Diab Care 2021
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Esistono diversi tipi di remissione?

INTERVENTO CRITERI TIMING

Stile di vita HbA1lc< 6,5% Dopo almeno 6 mesi dall'avvio delle modifiche
sullo stile di vita e 3 mesi dalla sospensione di
farmaci

Farmacoterapia HbA1lc < 6,5% Dopo almeno 3 mesi dalla sospensione

in assenza di trattamento

Chirurgia bariatrica HbA1lc < 6,5% Dopo almeno 3 mesi dall'operazione e dalla

post intervento sospensione di farmaci

...Amministrativo? ??? ?2??

| farmaci andrebbero sospesi per il tempo sufficiente ad esaurirne |'effetto
biologico, anche sulle modifiche dei valori di HbAlc
Tuttavia ad oggi hon vi sono dati sulla sicurezza di gquesto approccio

Consensus Report: Definition and Interpretation of Remission in Type 2 Diabetes; Diab Care 2021
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Esistono diversi tipi di remissione?

REVOCA ET013 CANCELLAZIONE REGISTRO REGIONALE

¥ Annulla esenzione

ASL emittente PIEMONTE TO4
Esenzione 013

Livello esenzione NAZIOMNALE
Tipologia esenzione MALATTIE CRONICHE
Diagnosi DIABETE MELLITO
Data emissione (gg/mm/aaaa) 28/02/2003

Data annullamento (gg/mm/aaaa) 08/04/2025

Note

| annulla | |Esah-'a |

* Mancanza requisiti clinici (SSN)
* Revisione periodica 0 mancato

aggiornamento documentazione (presso ASL/Regione)
* Trasferimento (ad altra Regione)

Legge 833/1978 e le successive modifiche
Articolo 13 per applicazione regionale
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Chiva in remissione?
Possibili predittori di remissione: ...0 di progressione?
* Eté Variable Importance

03 -

* C peptide
e HbAlc iniziale
* Durata DM

0.25 -
0.2 -

0.15 4

* BMI
* Entita calo ponderale . I I I I
* N° farmaci o 0

Age Gender Initial Alc Glucose Initial HDL Glucose

* Tempestivita intervento Alc _Siope _Seum KDL _Slope _Siope

[ 5-10%/anno }

Progression from Prediabetes to Diabetes in a Diverse U.S. Population: A Machine Learning Model; DTT 2024
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Chi va in remissione? Predizione
o]
140 —
8
120 o] ;
iL‘-?mu ©
% 0 | o 1.Those who achieve remission
* HbA1lc iniziale £ . . start with a lower average HbAlc.
§ % B * 7 2.Those who do not achieve
T remission show a greater
0 | : | 5 improvement in HbAlc
! ®
Soglia 6.5% IR SEEEE ognesas e T 4= The horizontal dotted line is at
& ¢ 40 B E 48 mmol/mol. Individuals below
i — this line may have achieved
p = <0.0001 p =<0.0001

remission

Baseline Latest follow up Baseline Latest follow up
In Remission No Remission

Figure 3 Baseline and latest follow-up HbA1c figures in mmol/mol divided into remission and no-remission groups shown as
box and whisker graphs. Mean duration of the low-carbohydrate diet 33 months. HbA1c, Glycated Haemoglobin

What predicts drug-free type 2 diabetes remission? Insights from an 8-year general practice
service evaluation of a lower carbohydrate diet with weight loss; BMJ 2023
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Number of participants

B
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* Entita calo ponderale

0-35kg  0-4.9 599  10-199 20+ NA
gain loss loss loss loss
Change in weight (in kg)
Figure 2 Number of patients divided into those who achieve
remission and those who do not plotted against change in
weight (in kg). NA, not applicable.

Soglia 5-10% ”

What predicts drug-free type 2 diabetes remission? Insights from an 8-year general practice
service evaluation of a lower carbohydrate diet with weight loss; BMJ 2023
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Chi va in remissione? Predizione
100 @ Complete diabetes remission 89-5%
_ B Partial diabetes remission 79.1%
= 69-3%
RS, T
4 75-
- |
e 48-4% 49-6%
&
s 1
& 504
[ \ o
* Entita calo ponderale £
c
= 25-
. N o O
Soglia 10-15% = 4%
0 ; | | | |
<10 10-19 20-29 >30
Proportion of total bodyweight loss (%)

Impact of bodyweight loss on type 2 diabetes remission: a systematic review and meta-regression
analysis of randomised controlled trials; Lancet Diab Endocrinol 2025
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Come si ottiene? Terapie e meccanismi

* Insulino-resistenza

* Esaurimento beta-cellulare

* Foregut hypothesis

* Ricircolo entero-epatico acidi biliari

 Microbiota
'insulino-resistenza e un fattore non sufficiente e non necessario

per la progressione verso il DM2.

Uiperinsulinismo & conseguenza dell’'obesita e non
necessariamente conseguenza o sinonimo di insulino-resistenza.
'insulino-resistenza € una risposta mal-adattativa che si instaura
guando le scorte energetiche sono «saturev.

|’esaurimento beta-cellulare si instaura a seguito di una prolungata
iperattivita.

Remission of type 2 diabetes: position statement of the Italian society of diabetes (SID), ACDI 2024
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Come si ottiene: Ieraple e meccanismi

How type 2 diabetes remission works

d ’
@ Type 2 Diabetes Remission | Diabetes UK & D Fat treshold
| % Copia lighS Soglia oltre la quale I'accumulo
DR e mleconin Dl b di tessuto adiposo non si limita
professionista in ambito sanitario abilitati...

/

L . allo strato sottocutaneo, ma

\ coinvolge gli organi vitali

9 V. Che cosa aumenta la soglia di
(, ' : tollerabilita?

.

(’ | ‘ * Diete ipocaloriche
‘ * Esercizio aerobico
e @Gestione dello «stress»

y
Pausa (k) B  But when fat builds up, it causes congestion. .
P L P 4 * Routine del sonno

- i And-ketoormuch-trafircomrtheroad

| 1£®) 0457750 - Fat B & Youlube [

DIABETES UK, consultato Apr 2024
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Come si ottiene? Dieto-terapie

Very low calories diet (VLCD)
500-800 kcal

Consistono in pasti
liquidi/precostituiti per
rimpiazzare la normale
alimentazione

+ Total diet replacement

3-4 pasti con prodotti ad hoc
(Shakes/soup)

12-20 settimane

* Look AHEAD
(secondary analysis)

* DIiRECT (RCT) >>>>

 DIADEM (RCT)

La gestione del paziente obeso con e senza diabete
Torino — 12 aprile 2025

La remissione del diabete
Dott.ssa Marina Valenzano
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Phase 1: Phase 2: Phase 3:
Total Dietary Replacement Food Reintroduction Weight Maintenance + Relapse Management
Total Dietary Replacement (~3-5 months) | Food Reintroduction (~1-2 months) | Weight Maintenance

o Low calorie diet (800-800 kcal/day)
* 3-4 meal replacement products per day
(shakes! and soups! }—no additional food
e 22 L calorie-free fluids/day
Examples of calorie-free fluids:
o water, plain/sparkling
o black tea/black coffee
o O-calorie drinks
* Soluble fibre supplement (optional)
Examples of soluble fibre supplements:
o psyllium
o wheat dextrin
o No exercise is recommended in this
phase
o Health-care provider (HCP) to follow up
after 1 week, then every 2 weeks
o If BMI falls below 23 kg/n¥, the food
reintroduction phase should be started

Aim: reach a 10-15 kg weight loss

o Low calorie diet (800-900 kcal/day)
e 2-3 meal replacement products
per day (shakes! and soups')

+ 1 complete real-food meal!
o 100 mL milk
o 90 g high-protein food (meat,
fish, poultry, eggs, tofu)
o 2 portions non-starchy
vegetables
o 1 portion of fruit
e 22 L calorie-free fluids/day
o Fibre supplement (optional)
o HCP? to follow up every 2 weeks
e Provide nutrition education +
printed materials (worksheets,
info on portion sizes)

Aim: client readiness to prepare
healthy, balanced meals on
their own

« Energy and protein needs calculated by registered dietitian (RD) or diabetes care team
(DCT) and tailored to the client to maintain the weight loss

» Transition to nutrient-balanced foods

* Regular physical activity encouraged

o Weekly weighing

e HCP? to follow up monthly + ongoing support and nutrition education from RD or DCT

e Social and peer support encouraged

Aim: maintain weight loss

Relapse Management Plan'

o |f weight regain 22 kg, reintroduction of meal replacement products (soups and shakes) to
get back on track. Quantity and duration of meal replacement products to be determined
between client and HCP.

» During consultation for relapse management, the HCP should explore the reasons for
weight regain and provide support to prevent recurrence.

Aim: weight loss to retum to maintenance weight

* Adapted from the DIRECT trial, which enrolied nonpregnant aduits with type 2 diabetes with
BMI 27-45 kg/m? with less than 6 years® duration and less than 12% A1C, who were not on
insulin therapy, with an estimated glomerular filtration rate of 230 mUmin/1.732 m?,

! See page 2.
# At each HCP appointment, weight, blood pressure and blood glucose shoulkd be monitored.

Remission of type 2 diabetes: User’s Guide. Diabetes Canada Clinical Practice Guidelines Expert Working Group, Can J Diabetes 2022
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Come si ottiene? Terapie oraI| e iniettive

GLP1RA e GIP/GLP1RA sono attualmente gli unici trattamenti ipoglicemizzanti che
consentano ai pazienti con DM?2 di raggiungere un calo ponderale > 10%

28,7% semaglutide 1 mg —
45,6% semaglutide 2,4 mg

60,5% tirzepatide 10 mg

64,8% tirzepatide 15 mg

GLP1RA e GIP/GLP1RA hanno consentito di raggiungere la remissione in una quota
elevata di pazienti con pre-diabete (o di prevenirne la progressione)

— % dipazienti

66% vs 0% Liraglutide 3 mg vs placebo

80-84% vs 37-48% Liraglutide 2,4 mg vs placebo (STEP-5, STEP-1)
76% vs 10% Semaglutide 50 mg vs placebo (OASIS-1)

95% vs 65% Tirzepatide vs placebo in pre-diabetici (SURMOUNT1) S

Remission of type 2 diabetes: position statement of the Italian society of diabetes (SID), ACDI 2024
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Come si ottiene? Terapie orali e iniettive

C Incidence of Type 2 Diabetes

Off-Treatment
Period
20—
B‘? 18-
o 167 Placebo
g 14
T& 124
J
= 10
2 3
-
=]
E 4
O a Pooled tirzepatide 1
0 12 24 72 124 150 176 193
Weeks since Randomization
No. at Risk
Placebo 270 266 257 209 137 126 121 99
Pooled tirzepatide 762 751 742 700 581 570 557 454
No. of Participants
with Diagnosis
Placebo 2 3 7 20 31 32 36 37
Pooled tirzepatide 0 1 2 5 9 10 10 18

Tirzepatide for Obesity Treatment and Diabetes Prevention; NEJM 2024
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Come si ottiene? Terapia insulinica... e tecnologia

Il trattamento insulinico intensivo riduce la
glucotossicita e preserva le beta-cellule.

Remission rate
* 51,1% CSlI

* 44,9% MDI
* 26,7% OAD

Trattamento mantenuto per 2 settimane dopo
remissione

(FPG > 110 mg/dl,
PPG < 140 mg/dl)

100 — CSII
— MDI
e OHA
7 80
=
| -l
g " P=0.0012
2
g
'.g 60
oy
B 0 _
') L
g !
= - )
[P
2 20 L
L
-
0 ' | , | |
90 180 270 360 450
Nllﬂlbf!r DH.YS 111 Iremmission
at risk
CSII 133 95 79 - o
MDI 118 66 61 5 o
OHA 101 53 3 B 22

Effect of intensive insulin therapy on B-cell function and glycaemic control in patients with newly diagnosed type 2 diabetes: a
multicentre randomised parallel-group trial; The Lancet 2008
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Riduzione di piis del %0 Riduzione di piu del 10%
del peso corporeo nel 59% del peso corporeo nel 27%
dei pazienti dei pazienti

@ Plenity, N = 223
® Placebo, N= 213

&

212

Responders %

=7 5%

Weight Loss

Percentuale di responder con perdita di peso = 5%

[_*F' = D,GDBS}, = 75% [ *p = n,nm?}, o = 10% {*F‘ = 0_01{}?} in tutti i pazienti.
*PMalue

La remissione del diabete % AS.L.TO4

Dott.ssa Marina Valenzano

Azienda Sanitaria Locale
di Cirig, Chivasso e lvrea

GLOW TRIAL
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Diabetes duration at baseline
<1yr
1-3 yr
- >4 yr
10 15

Follow up time (Years)

position statement of the Italian society of diabetes (SID), ACDI 2024



M La gestione del paziente obeso con e senza diabete La remissione del diabete = 43 AS.L.TO4
AEENCIAFIONE .

1974 By Torino — 12 aprile 2025 Dott.ssa Marina Valenzano Azienda Sanitaria Locale

R di Cirié, Chivasso e lvrea

Come si ottiene? Terapie e chirurgia bariatrica

Purtroppo, il 20-25% riprende peso e/o ottiene calo ponderale < 50% a 18-24 mesi

Tricks and Tips nel perioperatorio:

* SGLT2i riducono dumping syndrome precoce
*  Metformina: assorbimento aumentato del 50%
Evidenze limitate su GLP1-RA post-operatorio, ma dimostrato effetto su weight regain

Ricordarsi di ridurre insulina almeno 20% per chi in trattamento e affronta intervento

Remission of type 2 diabetes: position statement of the Italian society of diabetes (SID), ACDI 2024
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Ci sono dei rischi? Chi va piano va sano

Table 2
Potential side effects of rapid weight loss

Physiological Moderate-to-severe dehydration
Depressed immune function
Hormonal imbalance
Reduced bone density
Temporary growth impairment
Psychological
Hyperthermia
Reduced muscle strength

Reduced plasma and blood volume

Lower renal blood fluid and the volume of ligquid
filtered by the kidneys

Comprised thermoregulation

Electrolytic imbalances

MNausea

Cramps Performance
Kidney failure (improper use of diuretics)

Vomiting

Fainting

Death (in the most extreme cases)

Mental fatigue

Increased tension

Sleepiness

Headaches

Mood swings (such as increased anger and irritability)
Reduced cognition and processing speed
Reduced vigor

Increased risk of developing eating disorders
Reduced time to exhaustion in aerobic activities
Reductions in anaerobic performance
Decreased myocardial efficiency

Decreases in maximum oxygen consumption

(1-4,6-9,13-21,23-2527-37,39,40,42).

The Potential Dangers of Using Rapid Weight Loss Techniques; Strength

and conditioning journal 2014



La gestione del paziente obeso con e senza diabete La remissione del diabete $ A.S.L.TO4
Torino - 12 aprile 2025 Dott.ssa Marina Valenzano ' Azienda Sanitaria Locale

di Cirig, Chivasso e lvrea

Ci sono dei rischi? Chi va piano va sano

" .
o WD 8% Ci ht D WMD 5% CI Weight
- a
1
Senechal et al. 2012 —_— -270(-452,-088) 1498 Senechal et al, 2012 ———— 250075, 425) 1260
| |
Purcl et al. 2014 : —1.40(-552, 2.72) 204 Purcell ot ai, 2014 —_ : -060(-085,025) 2340
| a
.
Vink et al. 2046 _ —0:20 (~145, 1.05) 3176 Vi ot ol 2015 —_— 100 (0,45, 155) 2233
.
1 ]
1 1
Ashtary-Larky st al. 2017 i —1.60 (-585, 265) 275 AshtaryLarky et al, 2017 : 131 (20, 482) 583
1 i
] ]
Coutinho et ai. 2018 —_— —100 (-211, B.41) 4078 Coutinha ef &, 2018 J . 050 (011, 111) 2194
: i
Hintzs et al. 2018 ; 0.7 {-302, 456) 347 Hintzs et al. 2018 077 217, 371) 670
1 ]
] ]
1 1
Ashtary-Larky ot al. 2018 : ~1-90 (-578, 1.98) 331 AsharyLarky of al, 2018 ; 180 (127, 4.27) 731
1 |
Overall (= 0% P = 0416) <> 100 (470, -0.28) 10000 Overall (7 = B32% P= 0000} ¢® 074 {015, 1.64) 100,00
] ]
: |
: Mote: Welghts are from random eflects analysis

T T

-85 585 a2 M
assa magra
Sludy " "
o WD 85% ¢l Welgit D WM 85% €I Weight
5 .
! [
Senechal el al, 2012 I —1.00 (581, 3.61 1033 I
" H ¢ ! Pureell et &, 2014 ! —180 (—637, 2.57) 996
! ]
! ]
Purcell o al, 2014 g —070 (—5-8E, 4.48) B1R !
i Vink et al, 2016 . | 100 (066, 2-68) 7247
! [l
H i
Vink ef al, 2018 ———— 040 (156, 238) 5741 !
i Asmary-Larky et al, 2017 [ -186 (-563, 277) 880
H 1
Ashiary-Larky of al, 2017 . —1.52 (—512, 3.08) 10:39 !
i Ashtary-Latky et al, 2018 ! —160 (=631, 341) EEL
AshiaryeLarky ef al, 2018 ! 170571, 2.31) 1370 i
I
: Overall 7 = 32 P=0:377) < | 021120, 163) 10000
Overall (= 0.0% P = 0.854) <> —0.32 (—1.80, 1.18) 10000 [
! 1
I

Effects of gradual weight loss v. rapid weight loss on body composition and RMR: a
systematic review and meta-analysis; BJN 2020
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Ci sono dei rischi? Chi va piano va sano ...e lontano?

(B) 68-week treatment phase

10

Body weight (%) — change from baseline

20 - \k ; 5

52-week off-treatment
extension phase L 10

g | S ]
‘il g u--u X ./‘/i'
10 hla IS . = - 10
R.\ h i Bl ¢ I,’ ,"/
e _#
e e | /l ¥
‘.’-. » B /
D | = i

—— <5% | §
95 M- 25% - <10% = .
- -m- - 210% - <15% .
il 215% - <20% . 30
-30-4—- ® — 220% |
| N PV Y. PO | I I I I I | | O I I
04 8121620 28 36 44 52 60 68 7580 104 120
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25% -<10% 41 40 41 41 40 41 41
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1961 soggetti obesi (BMI >30 kg/m2)

Trattati con semaglutide 2,4 mg vs placebo

STOP alla settimana 68

327 soggetti osservati dopo la sospensione
Rebound peso +11(SD 7,7)% vs +1,9(SD 4,8)%

dopo 52 settimane

Weight regain and cardiometabolic effects after withdrawal
of semaglutide: The STEP 1 trial extension; WILEY 2022
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5.8 1

HbA1c (%)
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Placeboarm 9

5.1

—&— Semaglutide 2.4 mg arm
—¥— Placebo arm

68-week treatment phase

HbA1lc

52-week off-treatment -40
extension phase

HbAlc (mmol/mol)

T
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20 52 68 7580 104 120

Time since randomization (wk)
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98 % %
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Weight regain and cardiometabolic effects after withdrawal
of semaglutide: The STEP 1 trial extension; WILEY 2022
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Ci sono dei rischi? Chi va piano va sano ...e lontano?

Figure 2. Effect of Tirzepatide vs Placebo on Body Weight and Waist Circumference

: A Percent change in body weight (week 0-88)

Overall mean baseline body weight=107.3 kg

h :
2 i
_-g-; e : -9.9
‘w =10+ //;//"{ - ;
) ) 5 Placebo i '
670 soggetti obesi (BMI >30 kg/m2) = 4
£ .15-
=
Calo ponderale mantenuto - Tirzepatide lead-in
nell’80% vs 16% dei trattati 5 20/
con tirzepatide 10-15 mg vs placebo  ~ | — s 58 | 253
-25- : =
| B S S
! Tirzepatide
-3':. T T T T T T T T T ': T T T T T - 1
0 4 8 12 16 20 24 28 32 36 40 52 64 76 88 Hybrid
imputation
Time after start of lead-in period, wk
No. at risk
Tirzepatide lead-in 670 666 669 668 667 667 669 663 659670
Tirzepatide 335333 328 317 310 310 335
Placebo 335330 317 303 292 289 335

Continued Treatment With Tirzepatide for Maintenance of Weight Reduction in Adults With Obesity
The SURMOUNT-4 Randomized Clinical Trial; JAMA 2023
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| Loosers...

In generale soltanto 20% sono ‘successful weight loosers’
Successful = perdono 10% del peso e riescono a mantenere la riduzione a un anno

Secondo il National Weight Control Registry (10000 soggetti, coord. Universita del Colorado)
sono predittori e/o buone abitudini per favorire la persistenza dal calo ponderale:

1) Engaging in high levels of physical activity;

2) Eating a diet that is low in calories and fat;

3) Eating breakfast;

4) Self-monitoring weight on a regular basis;

5) Maintaining a consistent eating pattern; and

6) Catching “slips” before they turn into larger regains

Long-term weight loss maintenance; Am J Clin Nutr 2005
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Conclusioni (1)

HbA1c Bariatric
Short Surgery
1% intensive
insulin
10% ~
Insulin +
o Metformin
G based
w—t— combination

== Regression to normal glucose tolerance (NGT)

2
o
@

©

sl Progression to type 2 diabetes mellitus (T2DM)

‘ NGT ! ‘ T2DM

Personal Fat Threshold

20 23 30 35 40 Body mass index (kg/m?)

Metformin
based

combination

Calorie—restriction based weight reduction

Not Control but Conquest: Strategies for the Remission of Type 2 Diabetes Mellitus; DMJ 2022
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Updating obesity management strategies: an audit of Italian

specialists
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Use of anti-obesity medications in overweight
patients (BMI 27-30 kg/m?) with prediabetes
who cannot control body weight by lifestyle
modifications alone

Statement 5: In patients with BMI 27—30 kg/m* who cannot
control body weight with lifestyle modifications only, the
presence of prediabetes is a sufficient criterion to consider
anti-obesity pharmacologic therapy (Expert panel median
consensus estimate: 8).

Events per 100 person-years

- Giovanni Pappagallo'™

25 -

2.0 -

1.5 1

1.0 5

0.5 +

1.0 0.76 0.73 0.45
{0.53,1.07) (0.47,1.19) (0.25, 0.82)

0.0 -

||||

Il pre-diabete é gia

una condizione a rischio CV

1.0 0.66 0.59 0.51
{0.46,0.94) (0.37,0.94) (0.20, 0.88)

Im

MNona 1 visit 2-3 visits =4 visits

CKD (high risk or very high risk)

Mone 1 visit 2-3visits =4 visits
Composite CVD

Updating obesity management strategies: an audit of Italian specialists. Eat Weight Disord (2022)



ASSOCIAZIONE
1974 [
. 1‘{“-{“, DIABETOLOG

Conclusioni (davvero!)

E possibile ottenere la remissione del DM2.

b |
® La gestione del paziente obeso con e senza diabete La remissione del diabete % A.S.L.TO4

Torino — 12 aprile 2025 Dott.ssa Marina Valenzano Azienda Sanitaria Locale

. di Cirig, Chivasso e lvrea

Il concetto di remissione NON equivale a guarigione.

| mezzi per diagnosticare la remissione sono gli stessi utilizzati per la
diagnosi di malattia (HbA1lc).

| predittori di remissione sono principalmente ivalori di HbAlc e I'entita del calo ponderale
raggiunto. Una riduzione graduale &€ meno rischiosa rispetto ad un calo brusco.

Una terapia combinata o sequenziale puo garantire la remissione ed il suo mantenimento,
agendo su diversi meccanismi fisiopatologici, in particolar modo riducendo I'accumulo di adipe.
GLP1-RA e GIP/GLP1-RA sono comungue gli unici farmaci a garantire una riduzione >10%.

Permangono aspetti controversi sul timing e 'opportunita di sospendere i trattamenti.
Alla loro sospensione e frequente osservare un nuovo aumento di peso.

Il pre-diabete ha un tasso di progressione e costituisce gia di per sé una condizione
ad aumentato rischio CV.

Sarebbe auspicabile una maggiore accessibilita ai trattamenti anche per la
condizione di pre-diabete. Da ‘coccio’ a gioiello
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