S
>
‘QQ
S
\Q Y
e e (] . % (] e (] e
Le sfide attuali per la gestione della tegdyia insulinica oggi
& &
N
.&®
O
O @(b
. . O
Paolo Fioring,sR1& PhD
)
< @
. & D .
Univegsitydf Milan
Fatebenefratelli- 8 elloni Hospitals, Milan
v 2
Sistema Socio Sanitario (bggz 6\‘9\0}?’? o—— % .'
Reginne (5\' Q WL | piMiANO . .if;_-,-__u; B HARVARD
i o FONDAZIONE AOWMED ¢
Lﬂfﬁbﬂl’dlﬂ Q(bg KQ\ LA STATALE ED ENRICA INVERKIZE & MEDICAL SCHOOL
ASST Fatebenefratelli %é’o PEDIATRIC CLINICAL
RS RESEARCH CENTER
S \\
OG') Q@
R

Q



-
O\Oq\
I1 Prof. Fiorina Paolo dichiara di aver ricevuto negli ultimi dl\lp"’a@m compensi O

finanziamenti dalle seguenti Aziende Farmaceutiche e/o %&;%@gétiche:
N

Q&
Z
P &
QA
Dichiara altresi il proprio impegno ad astenersi,@gl @?ngbito dell’evento, dal nominare, in qualsivoglia modo o forma, aziende
farmaceutiche e/o denominazione commercial@%ic@%’on fare pubblicita di qualsiasi tipo relativamente a specifici prodotti di

interesse sanitario (farmaci, strumenti, dzsgb?gg?t' medico-chirurgici, ecc.).
X\



S
. AN
Outline o
R
N\
Q N
& @
@ O
. )
N O
1. Introduction NN
AN
. . N\
2. Insulin therapy in T2D goc’@rf
. N S
3. Weekly Insulin > 2
32 O
4. Conclusions oeb,bé\
o S
v
\é ‘\Q
e’
&L
o .&
QY. ¥
2> &P
QY &
X0 R\2
Q@ @
0 @
@Q A
NI\
@Q@Q’
Q0N
s\\'\ \\
9 HAO
<
N4



S
: N
Outline ¢®
RS
O @
& @
@ O
. )
N
1. Introduction N
AN
. . A\
2. Insulin therapy in T2D goc’@ro%
) N S
3. Weekly Insulin N
A
4. Conclusions 0&@6\
e
v &
\é ’\Q
X e’
@
N
V.Y
L &
X0 R\2
AN\
o @
@Q N\
NR\4
@Q@‘b
Q% &
N \K
O@ Q®
R



@
Role of Insulin Therapy in Diabetes (ére
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e Essential therapy for 150-200 million people w%éﬁ)gﬁ\de
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 Cornerstone of T1D management vqf’@q
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* Inthe US:~12.3% of adults w@%&é‘%etes initiate insulin within 1 year of diagnosis
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ADA Professional Practice Committee. Diab@’s Care. 2024
Garg SK et al., Diabetes Technol Ther 2018



Q\Q.

Is insulin important only for glucose re@iﬁlatlon?
Q\

Lipid metabolism %00\
Inhibition of lipolysis ({, free fatty audQ@ e@
Stimulation of lipogenesis (T trlglyc%faeo@nthesw)
*Inhibition of ketogenesis Q)E} 6\
0 Q)Q}
Protein metabolism e?“
*Stimulation of protein %&
*Inhibition of proteolyw
O\/

Effects on ions Q?\
*Stimulation qﬁht@?ellular K* transport (useful in hyperkalemia)
°Increased{g@ta~l@ of phosphate and magnesium

QL

@
Vascgi;%gﬁ’d cellular effects
°St4j5n @{lon of NO synthesis - vasodilation
rg@eneral anabolic action (cell growth and differentiation)
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The past and present of basal insulin ipfovation
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NPH insulin 15t generation (&\’0 Q}Sltra long-acting Once-weekly
basalinsulin .~ "  basalinsulin icodec
- analogues &V 6\"9 analogues
)
- o &
'."-Nf Mﬁ%@
Half-life 5-10 hours ~1 day ~1 week
(b&
Administration OD/BID >4 oD ow
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BID, twice-daily; NPH, neutral protamine Hagedorn; OD, once-daily; OW, once-weekly.



One-third of people with diabetes are poorly adhere\@%o insulin therapy
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B Adherent 68\\'
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I Poorly adherent NG @
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Proportion of people with diabetes reporting Dlabgj%swg@ated total costs by adherence levels
poor adherence” to insulin (OO.J @Q’ (thousands of USD)?
(Multinational study)? % R\ p<0.05
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*Patient reporting insulin omission/non-adhere Eb%at IQ&% one day in the last month. PDC, proportion of days covered.
1. Peyrot M et al. Diabet Med. 2012;29(5):6&{ 9, 2. Donnelly LA et al. QJM. 2007;100(6):345-350.

PDC, proportion of days covered; USD, Unit@ States dollar.

1. Donnelly LA et al. QM. 2007;100(6):345-350; 2. Boye KS et al. Patient Prefer Adherence. 2016,;10:1573—-1581.



Challenges with insulin therapyé@Og
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Insulin distribution Insulin receptnr,ggtqlg\ﬁd degradation
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Glucose uptake degradation
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Rosenstock J et al., Endocr Rev. 2024
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Challenges with insulin therapy
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Peripheral vs. portal delivery Hyperinsulination, wel%ﬁ%@fﬁ: fasting hyperglycemia
D) %
< 0
N \Q
SubQ vs. plasma Lag-time, post-p(a%@wl hypo/hyperglycemia, lipodystrophy
c}”b &
>
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Lack of stability OQ§ &&MIC variability, Suboptimal titration
<<\
O\/O O{\Q
?\
No glucose feedback &;2 @O«reactlve» management of hyperglycemia with insulin
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Impact on daily |If\@ \\c’@ Reduction of QoL, missed doses, adherence & compliance
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NORMAL

IFG: Impaired fasting glucose; IGT: |
Annali AMD 2022

Natural history of T2D based on U
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.(b~

S
KRDS
R

! 1,2
[ R
& &
I
@i"@ ~
vs;

29,0

12



Subgroups of adult-onset diabetes and ir%\s\??lin use
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* SAID, Severe autoimmune Diabetes
* SIDD, Severe insulin-deficient diabetes
* SIRD, Severe insulin-resistant diabetes

= &%ﬁéﬁ,@} * MOD,. Mild obesity-related diabetes
. Oéc:zz:z:;‘zmzsg) * MARD, Mild ager-related diabetes

@s@et Diabetes Endocrinol 2018 Landgraf W et al., Diabetes Obes Metab 2024



Basal insulin recommended as the initial msub‘ﬁ option for
treatment intensification in T&ﬁ(o
ADA/EASD consensus report@iﬁﬁz

0 Consider immediate start of insulin
e Severe hyperglycaemia

e Acute glycaemic dysregulation
e \When T1D suspected

Consider adding insulin when personuused FbA, .
targets are not met with strategies described in
holistic approach
IR

Start using ba T‘IS@\*
(10U or 0.1-0.2 U/kg per day) at bedgvhe
longersactng a

ore flexibility with timing for

* Maintain cardiorenal protective agents

X

¢ Maintain metformin, SGLT-2i and GLP-1RA to avoid
weight gain and limit insulin dose and hypoglycaemia

A A
Titrate to FPG tagrf)ut aﬁ}?d overbasalisation of insulin
{(\ i roduction of CGM)

risk

,-\‘ A\" v

e Consider using combination products of basal
insulin/GLP-1RA

@(en @ is on target but HbA,_ or TIR is not
V

¥ v
> O
b If@( already on GLP-1RA, consider use of GLP-1RA
RN y
\(b' \(b Add mealtime insulin under form of:
&W Basal plus . X
&Q \Q (Progressive addition of boluses) Premixinsulins
4(0 ’\\0 MDI (Multiple daily injections) @

Q@

When not familiar with insulin
use or when targets not reached, consider
shared care with specialist team

Intensify along the way and preferentially at
each step

e Healthy behaviour
e Nutritional therapy

* DSMES: with additional focus on injection technique,
hypoglycaemia, weight

*NPH insulin or preferably analogue to red {ﬁcturnal hypoglycaemia risk. CGM, continuous glucose monitoring; DSMES, diabetes self-management education

and support; FPG, fasting plasma glucose;

1. Davies MJ et al. Diabetes Care. 2022,45(11);2753-2786. 2. Davies MJ et al. Diabetologia. 2022;65:1925-1966.

-1RA, glucagon-like peptide 1 receptor agonist; SGLT-2i, sodium-glucose cotransporter 2 inhibitor; TIR, time-in-range. 14
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Basal Insulin is a key option in the treatl@ént of T2D
o&{b

Del Prato S et al., Diabetes 2002

In T2D basal insulin is deficient — basal insulin |3}?ie@$ssary to suppress
endogenous glucose production & lipolysis ,b% \@(‘}
> 2

Efficacious, everybody is a responder Q@\g&%’d optimal titration

Anabolic effects (protein synthesgr F&B endothellal anti-atherosclerotic
effects OQ‘ °
N\ \
AN
Best treatment for recovgr?qfs\%-cell & insulin sensitivity
V.Y
No contra- |nd|cat|on?§b%<5°\5|de effects (natural hormone)

15
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Titration of basal insulin in practice,s®

(b ’\
. @ &
Prefer semplicity, safety, empowerment Qf\é’é};}k@nts
RN
X2 .\b
> o

N
00} &\4

Q> O
Measure fasting PG every mornin@’@?ﬁ days take the median:
SR,

o
Median PG > 110 mg/d|, ad&ﬁﬁo\é
O &°
Medi = :
edian PG =110 mgéq/‘Dléng same dose
QY ¥
Median PG < 11Qynggdl, decrease 2U
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DEGLUDEC GLARGINE U-300
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w (Ii_)rf.:-gslula-:ltzt; multihexamers formation \ \@"O Gla-100 Gla-300
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Jonass{)&b et al., Pharm Res 2012 Owens D et al., Diabetes Metab Res Rev 2014



Efficacy and safety of Degludec versus GIargir\géﬁOO in T2

S

A Severe Hypoglycemia B Mocturnal Severe Hypngl}:qr@ \\(b
0.1 .
Rate ratio, 0.60 (35% C1, 0.48-0.7),  Clargine
g superiority confirmed g
3 012- P<0.001 3 3
‘aE 40% at
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0,04
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'Dﬂ"} I | I I | I I I 1 \@' @ I
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Months since Randomization C)Q (bb Months since Randomization
o S
C Glycated Hemoglobin é?“ Q< Fasting Plasma Glucose
Estimated treatment difference, %} ('O\ Estimated treatment difference,
— gﬂ_ ﬂ_ﬂl PEFEE"EEE‘ |:|f.:lir1t5 C,’ 5 \0 lﬁﬂ —?.1 ITIE||Id| {953‘6 ':II —lﬂ:'l to —"1:. _lﬂﬂ
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@th Glm:\u Randomization Months since Randomization
Mo. at Risk \ Mo. at Risk
Degludec 3??4 3@ 3535 3525 2458 Degludec 3757 3521 2457
Glargine 40 3562 31516 3500 2424 Glargine 3760 3498 2425

Marso SP et al., N Engl J Med. 2017
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Less Hypoglycemia with Gla-300 vs G},é 100
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Hypoglycemia at any time (24 h) Nocg&Qal hyboglycemla (00:00-05:59
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10 confirmed* 3-(0\,\ . ulative mean number of
and/or severe events \(,b 0\\ confirmed*
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Riddle MC, et al. Diabetes Care. 2014;37(10): %5—2 Q2 Yk| Jarvinen H, et al. Diabetes Care. 2014;37(12):3235-3243; Bolli GB, et al. Diabetes Obes
Metab. 2015;17(4):386-394; Terauchi Y, et al © eS Obes Metab. 2016 Apr;18(4):366-374 (main article and Supplementary Table 2); Home PD, et al.
Diabetes Care. 2015;38(12):2217- 2225 uhisa M, et al. Diabetes Obes Metab. 2016;18(4):375-383 (main article and Supplementary Table 1),
Ritzel R. et al., Diabetes, Obesity and N@abollsm 2015



Similarities between insulin Glargine 300 and |Q®ﬁqlm Degludec
The Randomized Head-to-Head BR%G&TTrlaI
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Relative plasma insulin levels

The basis for weekly insulin thera@@

‘0 X
O\ \ N
,g
Once daily basal insulins* \\Q} e weekly basal insulins*
NN
XN
QG
s
NPH @° S
IDet 3 6\% » Flatter pharmacokinetic profiles
— IGlar U100 F > « Reduced variability
— 1Glar U300 o 2> « Reduced injection burden
— |De \é ’\Q
g S o
v
N
@% {MFlucose
ursions
: 06
Glucose levels
- ___ Weekly insulin
---------- 4 B T
_ éﬁb @ /, s B
| | | | | | | '? 1 .?‘ I 1
2100 0300 {:90{] ,OQ 5@&. Day 2 Week 2 Week 4
"/ ’\\.\ & : e
& P QY Time after injection
oy Q
@
Q\ 22

Rosenstock J et al., Endocr Rev. 2024
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lcodec S
IR
Q\
¥
8\‘
Three amino acid substltutlo@ @
* Molecular stability *\' \\
* Reduced enzymatic degra O.rb\
* Slow receptor- medlat% eqighce
Al o Removal
I \\(b \\@\ of terminal
threonine

MY

G | V E | ° Q L

B29

630000000090

6\\’6\

2 Q>Q’
o .&
Vo S

RN . -
> @\ C20 icosane fatty diacid
QAQ * Strong, reversible binding to albumin
w0 * Slow receptor-mediated clearance

* @Q
*2x (oligoethylene glycol(OEG) y-L-Glu) spa@ 23
1. Kjeldsen TB et al. ] Med Chem. 2021



Insulin lcodec R

First once-weekly insulin analogue o

PN
Approved in Europe (EMA) in March 2024 for TZD\@ S

\%

Administration: SC injection (thigh, abdomen G%&er arm)

Formulations: pens 1 mL, 1.5 mL, 3 mL; é Il;b??nL concentration
N

Starting dose (insulin-naive): 70 |U/V@%kg’$\?|.0 IU/day

Switching from basal insulin: 1: ]Qﬁ“egglgy conversion, with +50-100% loading dose at first injection

N &
X0 AQ
>0
X2 NG

%
@Q AQ}
,OQ’OQ)

.Q \\
N
N A
0”7 R

&

EMA approval report, 2024, Buse JB et al., Diabetes Care 2023
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Recognised Attributes of Once- weeklgﬁfedlcatlons

b\ \’l}\
"b
Greater convgh |ghce
N KQ

IS
E s Better mg\d?ga“tlon adherence

Imprgye@%ealth -related quality of life

Q.
L@%s,%verwhelmmg sense of treatment

™

N

§83|er for individuals in need of
. . . . . .®p @ °medical assistance
\ V<& 1Y = ~

@Q\\Q}Q’ t2 =196 hours (~7 days)
\\@Q \\c,?) v’ Steady state after 3-4 weekly injections
& Q?}

O
O 25
Polonsky WH et al., Diabetes Obes Metab. 2011
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@
Modelled Glucose-lowering Effect offcodec

Q
RS
20 - Q\(b.@§
& @

0:3 S\\ Dotted line represents
= ) equal distribution
95; LS I . | R N\ across 7 days

= :
)
)
<
"'5 10
C
0
S
o 5
(a R
0 RN
1 3 \/O {\%
O @0
Day within a(bQXé\I@dosing interval
O @
X0 AQ
O
Close to even distribution ?o@ta\[ glucose-lowering effect of insulin icodec over seven days
3\

N\
o, P
Modelled distribution of total glucos%%wiﬁhg effect (AUCgg) of icodec within a dosing interval of one week at close to steady state. All three dose
levels are combined. Individuals (bqinw

g both glucose clamps and with pharmacokinetic data at steady state are included (n=32). Data are
arithmetic mean.

AUC, area under the curve; lucose infusion rate; n, number of subjects.
1. Nishimura E et al. BMJ OpeX Diab Res Care. 2021;9(1). 26
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ONWARDS Programme (§é§\
‘ Q’\ o
ONWARDS 1 ONWARDS 3 ’0®~ 6’\(‘}\ ONWARDS 5
S RCT with real-world elements

Insulin-naive T2D, n=984, 78 weeks Insulin-naive T2D, n=588, 26 weeks

Insulin-naive T2D, n=1085, 52 weeks

(@] Icodec + non-insulin Icodec + non-insulin . . .
N : . Icodec with dosing guide app
- glucose lowering agents glucose-lowering agents
w -
% — — %O Q |
c Insulin glargine U100 + non-insulin glucose- Insulin degludec+ nogpiPsuli 4 . . .
& — . N — . N Once-daily basal insulin analogues
= lowering medications glucose-lowering me@ica
: e Y
= Primary endpoint: change in HbA,. Primary endpoint: @ng&@ bA,. Primary endpoint: change in HbA,,
S o
Q @Q,
ONWARDS 2 RDS 4 ONWARDS 6
O P

Basal switch T2D, n=526, 26 weeks o5 2 s T2D, n=582, 26 weeks Basal-bolus T1D, n=582, 52 weeks
Q Ilcodecl + nor.m-lnsulln Icodec + insulin aspart + = Icodec + insulin aspart
- glucose-lowering agents non-insulin glucose-lowering agents '.;
° X, o —
= P— b‘ . o o—— @
o Degludec * non-insulin largine U100 + insulin aspart £ non-insulin () . .
U — . .. > ) ST s Degludec + insulin aspart
= glucose-lowering medications {5\ @ glucose-lowering medications z
c =
é Primary endpoint: change in HbA,, & ég Primary endpoint: change in HbA, § Primary endpoint: change in HbA,,
£ g@@ Q- ®0

QA9 S
PROs collected 0 CGM ’\\'\ \\
9 H9
o” R
. 0Q

CGM, continuous glucose monitoring; Yhumber of subjects; PROs, patient reported outcomes; RCT, randomised controlled trial. 27

1. Philis-Tsimikas A et al. Diabetes Obes Metab. 2022
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ONWARDS Programme: Topline Resulgs"g

RS
ONWARDS 1 ONWARDS 3 ONWARDS 5 ONWARD ,5\\0 ONWARDS 4 ONWARDS 6
BASAL INITIATION BASAL INITIATION BASAL INITIATION BASAL SW . 6’\\ BASAL/BOLUS SWITCH BASAL/BOLUS SWITCH
. . N\
Trial duration (weeks) 52 (78) 26 52 *\é\ 2 26 26 (52)
Baseline HbA,, 8.5 8.5 8.9 .(bﬂ\(bs N 8.3 7.61
Non-inferiority confirmed v v > v v
Superiority confirmed 4 4
Endpoint assessed (week) 22 2= 22 52
Icodec Icodec Iﬁn
Estimated change from 071 -0,47  -0,51
baseline in HbA, (%) ’
-1,16 -1,18 19,93
-1,35
-1,55 -1,57
10,37
oV 564 5,62
Estimated rate of g?“
. e 0.30 0,16 IR XE 0,19 0,14 0,73 0,27 -
clinically significant or a ) —
severe hypoglycaemia AN ) i ) )
Iusulin-uzive type 2 diabetes Insulin-treated type 2 diabetes Type 1 diabetes
(event per PYE)

<
e &
*insulin degludec or insulin glargine UlOO/UB%.Qﬁin'@ﬁy significant hypoglycaemia (level 2): blood glucose <3.0 mmol/L (<54 mg/dL ) confirmed by blood glucose meter. Severe
hypoglycaemia (level 3): hypoglycaemia wit@ ere’\‘ggnitive impairment requiring external assistance for recovery. OD, once-daily; RCT, randomized clinical trial.
1. Rosenstock J et al. N Engl J Med. 2020;3837219%-2116; 2. Lingvay | et al. JAMA. 2023:10.1001/jama.2023.11313; 3. Lingvay | et al. 2023 ADA Scientific Sessions. 178-OR; 4.
Bajaj H. 2023 ADA Scientific Sessions. @ : 5<a> ilis-Tsimikas A et al. Lancet Diabetes Endocrinol. 2023;11(6):414-425. 6. Mathieu C et al. Lancet. 2023;401(10392):1929-40; 7.
Annual Meeting.

Russell-Jones D et al. 2023. EASD 5 t\
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Dose adjustment was based on three pre-b@?fa #SMBG values, measured two days prior to and on the day of titration. If any of the three pre-breakfast SMBG values
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titration was based on the mean of t ree measurements. Both insulins were titrated once-weekly.
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CGM Parameters during Week 48 to
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Efficacy and Safety of Once-weekly msuIL&*? m T2D

\ .
Y \\
S\\(b
. (b.(\ >
N 0 :
Study TE seTE HbA1c &{b N\L@ 95% CI Weight
. RN
Insulin icodec : c’)\Q) %\b
Rosenstock 2020 -0.18 0.10 — %O o -0.18 [-0.38; 0.02] 10.0%
Lingvay 2021 -0.36 0.11 e \\’b QKQ -0.36 [-0.58;-0.14] 9.2%
Bajaj 2021 -0.23 0.13 L ’b(b {4 -0.23 [-0.49; 0.02] 7.9%
Philis-Tsimikas 2023  -0.22 0.07 - GS‘ oy -0.22 [-0.37;-0.08] 12.5%
Mathieu 2023 0.02 0.07 D%—"—(Sé\ 0.02 [-0.11; 0.15] 13.2%
Lingvay 2023 -0.20 0.05 - QQ, -0.20 [-0.30; -0.10] 14.6%
Rosenstock 2023 -0.19 0.08 &—*@* -0.19 [-0.36; -0.03] 11.5%
Random effects model @ o> -0.18 [-0.27; -0.09] 78.9%
Heterogeneity: / i 0.0068, P )6 Q\O (&Q :
o &

Insulin Fc (BIF) O\’ N :
Frias 2023 0.10 0.10 Q QQ i — 0.10 [-0.10; 0.30] 10.0%
Bue-Valleskey 2023 0.06 0. 0%@ 6\0 T 0.06 [-0.11; 0.24] 11.1%
Random effects model D AQ -—— 0.08 [-0.05; 0.21] 21.1%
Heterogeneity: / 0 T 0,P=0.77 K% \(b' '

&L @ 5
Random effects model Q\ @\\@ <> -0.13 [-0.23; -0.03] 100.0%

Heterogeneity: /2 = 66%, 12 .Q&%Z 0.01 ' ! | |
Test for subgroup dlfference%\ ZQ-dO 11, df=1(P<0.01) -04 -02 0 02 04
Favours once-weekly insulin  Favours once-daily insulin

o<°Q

Karakasis P et al., Diabetes Obes Metab 2023



Efficacy and Safety of Once-weekly insulin a@?ogues in T2D

& D
N\
S\\(b
Weekly Daily Level 1 fb @
\ (1)
Study Events Total Events Total Hypoglycem@ \{b OR 95% CI
24h b’\\
Rosenstock 2020 67 125 46 122 Ofv—-‘}— 1.91 [1.15; 3.17]
Lingvay 2021 46 154 9 51 D @0’* 1.99 [0.89; 4.42]
Bajaj 2021 45 104 22 50 —'%b-o—é‘— 0.97 [0.49; 1.92]
Frias 2023 107 266 S 117 —(b{&—iv 0.71 [0.46; 1.10]
Bue-Valleskey 2023 52 143 36 135 b\s)\' ] (.00_ 1.57 [0.94; 2.62]
Philis-Tsimikas 2023 145 262 118 263 o@ > | —=-— 1.52 [1.08; 2.15]
Mathieu 2023 244 291 251 291 o?—-——— 0.83 [0.52; 1.31]
Lingvay 2023 91 293 65 294\~ Q@ - 1.59 [1.10; 2.30]
Rosenstock 2023 232 492 191 @ "o\ —i— 1.41 [1.09; 1.81]
Random effects model 2130 (B) 5\Q - 1.30 [1.04; 1.64]
Heterogeneity: I” = 55%, t° = 0.0662, P = 0.02 Q\ (b
. PsS «9
octurnal O
Rosenstock 2020 13 125Q?” {@ 122 &= 0.97 [0.43; 2.19]
Frias 2023 122 Kg\ 9 132 — 1.05 [0.69; 1.59]
Bue-Valleskey 2023 19 (g AQ 17 135 = 1.06 [0.53; 2.14]
Philis-Tsimikas 2023 GQ’O 2@ 35 263 —— 1.93 [1.22; 3.06]
Mathieu 2023 ‘@ 132 291 — 0.71 [0.51; 0.99]
Random effects model \Q A@! 87 943 gy 1.08 [0.74; 1.57]
Heterogeneity: [ 67% V%Q)JG@.A P=0.02
Test for subgroup differ:@‘ées;@%‘= 0.72, df = 1 (P = 0.40) ! !
P QY 05 1 2
. @Q Favours once-weekly insulin Favours once-daily insulin

Q\
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Conclusions S°

" . - . . X
Traditional basal insulin, administered once daily, remains a ngnezg@\tone in the management of T2D
%)
\\’(}‘ >

Emerging weekly insulin formulations represent a signi@r@}\nnovation aimed at reducing injection burden,
improving patient adherence, and maintaining stable(gi?y,g@'nic control over a longer period

¥ &
Weekly insulin use requires careful initiation, @gﬁ\gose titration, and further long-term studies to confirm
safety, efficacy, and suitability across diver%&b%ﬁ@\nt populations
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