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Disclosure

La sottoscritta Dr.ssa Francesca Porcellati dichiara di aver ricevuto negli ultimi due anni compensi o 
finanziamenti dalle seguenti Aziende Farmaceutiche e/o Diagnostiche:

• Abbott
• AstraZeneca
• Eli-Lilly
• Novo-Nordisk
• Sanofi

Dichiara altresì il proprio impegno ad astenersi, nell’ambito dell’evento, dal nominare, in qualsivoglia modo o 
forma, aziende farmaceutiche e/o denominazione commerciale e di non fare pubblicità di qualsiasi tipo 
relativamente a specifici prodotti di interesse sanitario (farmaci, strumenti, dispositivi medico-chirurgici, ecc.).
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LA “SERENDIPITY” DELLA DIABETOLOGIA

Il mio diabetologo oggi è fuori 
come un balcone……..

Oggi voglio proporle un farmaco 
innovativo, che è efficace sul controllo 
glicemico, le fa perdere peso, non dà 

ipoglicemie, può agire sul danno 
d’organo….
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Diabetes  Care 2025;48:S181–S206

USE OF GLUCOSE-LOWERING MEDICATION IN TYPE 2 
DIABETES

Diap
os

itiv
a p

rep
ara

ta 
da

 FRANCESCA PORCELL
ATI e

 ce
du

ta 
all

a S
oc

iet
à I

tal
ian

a d
i D

iab
eto

log
ia.

 

Per 
ric

ev
ere

 la
 ve

rsi
on

e o
rig

ina
le 

si 
pre

ga
 di

 sc
riv

ere
 a 

sid
ita

lia
@

sid
ita

lia
.it



Consider insulin as the first
injectable if symptoms of
hyperglycemia are present, when
A1C or blood glucose levels are
very high (i.e., A1C >10% [>86
mmol/mol] or blood glucose ≥300
mg/dL or when a diagnosis of type
1 diabetes is a possibility.

INTENSIFYING TO INJECTABLE THERAPY IN TYPE 2 DIABETES

If injectable therapy is needed to reduce A1C

Consider GLP-1 RA or dual GIP and GLP1-RA 
in most individuals prior to insulin

Diabetes  Care 2025;48:S181–S206Diap
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La Terapia del Diabete Mellito di Tipo 2
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Distribuzione per classe di farmaco ipoglicemizzante
(%) – Annali AMD 2023
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Endocrine Substitute Therapy:
Type 2 Diabetes is an Endocrine Pancreatic Disease

GIVE TYROXINE

GIVE INSULIN

When thyroid fails…….

When β-cells fail…….
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Natural history of Type 2 DM
based on UKPDS

NORMAL IGT/IFG T2DM
lifestyle

+
orals

+
orals

+
injectables

insulin sensitivity remains unchanged

Time (years)
IFG: Impaired fasting glucose; IGT: Impaired glucose tolerance; 

lifestyle lifestylelifestyle

UKPDS. Diabetes. 1995;44:1249-58Diap
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Time to insulin

Proprietary Information – Do not photograph or otherwise copy or distribute
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Features of Basal Insulin

• Mechanisms of action well established
• Research and clinical experience for > 80 years
• Most efficacious and durable glucose-lowering treatment
• The only treatment with 100% of patients as responders (provided titration is appropriate)
• Most efficient removal of glucotoxicity (improved insulin secretion and action)
• Anti-inflammatory, antiatherogenic, vasodilator, and pro-endothelium effects
• Anabolic effects
• Limited contraindications
• Can be titrated from (very) low to (very) high doses
• Can be used with any other diabetes treatment*
• Long-term protection of ASCVD/CKD risk in people in whom other therapies fail to maintain 

target HbA1c

Diabetes Care 2025;48(5):1–11
* Caution with sulfonylurea (risk of hypoglycemia) and thiazolidinediones (risk of fluid retention and heart failure)
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The Need to Achieve a Favorable Insulin-action Profile 
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Hypoglycemia with Degludec and Glargine 300 
Compared with Glargine 100

1 Ratner RE et al. Diab  Obes Metab 2013;15: 175-184 2 Ritzel R et al. Diab  Obes Metab 2015;17: 859-867

Meta-analyses of phase 3 clinical studies of type 2 diabetes

With both new insulins, ~15% fewer overall and ~30% fewer nocturnal events 

Degludec 1 Glargine 300 2

N° of studies 5 3

N° of participants 3372 3496

Definition of confirmed hypoglycemia <56 mg/dl or severe ≤70 mg/dl or severe

Rate Ratio (95% CI)

Anytime events 0.83 (0.74-0.94) 0.86 (0.77-0.97)

Nocturnal events 0.68 (0.57-0.82) 0.69 (0.57-0.84)
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The Need to Achieve a Favorable Insulin-action Profile 
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A total of 9 trials with 3,963 participants were incorporated. 
• The results of our meta-analysis showed:

• No significant difference in the reduction of HbA1c levels between insulin icodec and regular 
basal insulin (MD  0.11 %; 95 %CI:  0.23, 0.01, p = 0.08, I2 = 91 %). 

• The fasting plasma glucose (FPG) and body weight change from baseline also did not differ 
significantly between two groups.

• The total adverse events (TAEs) were shown to be higher in the insulin icodec; 
• The serious AEs (SAEs) and clinically significant hypoglycemia did not differ significantly 

between insulin icodec and these active controls.
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Barriers to Initiating Insulin Therapy

GaldonSanz-PastorA.etal.,FrontEndocrin2024, modified

Conditioning factor Barrier Strategy

Patient Adherence
Perception of failure

Use of long-acting insulin
Dose recall systems
Diabetes education program

Social environment Social rejection Community education

Treatment Dosage

Hypoglycemia

Method of administration

Weight Gain

Use of simple adjustment guidelines
Implementation of FGM/CGM Systems
Documentation of episodes by the patient
Implementation of FGM/CGM systems
Education on signs and symptoms
Adjustments in physical exercise
Instruction in the guidelines for dealing with hypoglycemia
Simple, intuitive devices adapted to different physical 
limitations
Instructions in management technique.
Design of specific devices for patients with needle phobia
Healthy eating education
Prescription of physical exercise
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Clinical scenarios in which starting BI may be preferred in 
the era of GLP-1RAs and SGLT2i

• Metabolic emergencies (hyperosmolality, ketoacidosis)
• Acute or variable hyperglycemia (sick days, steroid therapy, trauma, major surgery, stress)
• Patient preference
• Comorbidities (kidney and liver failure, cancer, chemotherapy)
• Autoimmune pathogenesis (LADA)
• Pregnancy
• Lean, predominantly insulin-deficient T2D

• including some elderly onset
• with excessive weight loss on other therapies

• New-onset T2DM with marked hyperglycemia
• HbA1c not at target with other management
• Intolerance of non-insulin therapies (including GLP-1RA, SGLT2i)
• Possibility that patient may have T1DM

Diabetes Care 2025;48(5):1–11Diap
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Real-world retrospective study using UK CRPD data to evaluate glycemic control with GLP-1 RA (n=5.583) or basal insulin (n=5.606) in type 2DM

Proportion of all patients achieving HbA1c < 7% by baseline HbA1c (≥7% to <8% vs. ≥  8% to <9%
vs. ≥ 9%) for patients initiated on GLP-1 RAs and for patients initiated on BI

In T2D patients inadequately controlled on oral glucose-lowering drugs, 
initiation of first injectable therapy (GLP1 RA or BI) did not occur until HbA1c was considerably 

above target, when control was harder to achieve

Glycemic Control Following GLP-1 RA or Basal Insulin Initiation in Real-
World Practice

Peng XV et al., Diabetes Ther 2020Diap
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Basal insulin intensification strategies: add-on versus switch
• Insulin therapy should be considered at any stage of the natural history of the disease, if situations such

as severe hyperglycemia, symptoms of glycemic decompensation or significant unintentional weight loss
are present

• The add-on of basal insulin therapy allows the achievement of optimal metabolic control in most patients
on therapy with SGLT2i and/or GLP-1 RA not at target 

• In the patient starting basal insulin, it is not appropriate to suspend a pre-existing therapy with SGLT2i
and/or GLP-1 RA, unless specific contraindications or tolerability problems are present

• Switching from SGLT2i and/or GLP-1 RA to basal insulin is appropriate in case of specific clinical situations
such as contraindications, tolerability issues, unwanted weight loss

Basal insulin intensification strategies: inertia to initiate and inertia to titrate
• Timely titration to an individualized glycemic target is necessary to obtain the full benefits of basal insulin
• Inertia to initiate and titrate basal insulin to personalized glycemic target is often a cause of treatment

failure)
• Self-titration of basal insulin should be recommended for all patients, except those who are unable to

manage it

Basal Insulin Therapy in T2D: a Delphi Consensus

Acta Diabetologica (2024) 61:1267–1281

Summary of the statements with high level of consensus (score ≥ 8)
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171.688 T2D subjects who intensified 
therapy with basal insulin

In this large cohort of T2D subjects, a progressively earlier 
start of insulin treatment was observed during a long 
observation period, suggesting a more proactive 
prescriptive approach. 
However, after 12 months from insulin prescription, in
many patients, HbA1c levels were still out-of-target
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Annali AMD 2024 T2D : Inerzia Terapeutica
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22
Proprietary Information – Do not photograph or otherwise copy or distribute

251.339 pts newly diagnosed with T2D without CVD

Pseudo-forest plot showing the adjusted hazard ratios (HR) with the relative 95% confidence interval (CI), derived from the Cox regression analyses exploring the associations between glycemic 
control and the risk of the CVD at follow-up to the degree of glycemic control in the three exposure periods assessed

Compared with mean HbA1c <5.7%
during the first year after diagnosis, the
increase in the risk of CVD was 24%,
42%, 49%, and 56% for patients with
HbA1c of 5.7–6.4%, 6.5–7.0%, 7.1–
8.0%, and >8.0%, respectively.
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Basal Insulin and Mealtime Insulin
• Traditionally, rapid-acting insulin at mealtimes is added to BI when BI alone can no longer keep 

HbA1c at target despite FPG at target (inappropriately referred to as “BI failure”). However, beginning 
rapid-acting insulin is not now recommended in this circumstance unless the options of incretins 
and/or SGLT2i have already been trialed.
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La Terapia del Diabete Mellito di Tipo 2

Geremia B. Bolli et al. Dia Care 2020;43:2333-2335
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La Terapia del Diabete Mellito di Tipo 2

G. Bolli et al. Diabetes Care 2020;43:2333-2335
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You may delay, but time will not……

“….. medications do not ‘fail,’ and more importantly, neither do 
people with T2D……”

Beta-cell modeling suggests that insulin is required approximately 8 years after diagnosis
POSTGRADUATE MEDICINE 2024, VOL. 136, NO. 2, 150–161Diap
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Grazie per l’attenzione! 

INSULIN THERAPY: THE LEARNING CURVE NEVER ENDS
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