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Oggi voglio proporle un farmaco &\Q}\\S\\(b
innovativo, che e efficace sul controllo \é}i’b @q’
glicemico, le fa perdere peso, non da %00.,\@@
ipoglicemie, puo agire sul danno NI
d’organo....

\' mic diabetologo oggi e fuori
come un balcone........
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USE OF GLUCOSE-LOWERING MEDICATION IN TYPE(;)@‘O

—. N American
o Diabetes
i . Association.

HEALTHY LIFESTYLE BEHAVIORS; DIABETES SELF-MANAGEMENT
EDUCATION AND SUPPORT; SOCIAL DETERMINANTS OF HEALTH

Goal Cardiovascular and Kidney Risk Reduction in
High-Risk Individuals with Type 2 Diabetes*

+Indicators of C
[ +ASCVD" ] [ high CVD risk ] +HF +CK_D + ievement and maintenance
) Current or prior eGFR <80 mLimin/1.73 m?® OR ma . of ﬂyr:emil:: guals
symptems of HF alowminuria (ACR 23.0 mg/mmol \
with documentad [30 mgsgl). Repeat measurement N\ N
HFrEF or HFpEF is required ta confirm CKD @\ l
+ASCVD/indicators of high CVD risk* - %
1) U d Metformin or other agent (including
GLP=1 RA* SCLTZi# with " I combination therapy) that provides
gvitg n:vrm:'rr pn:nen JT‘VD SGLT2it +CKD (on maximally tolerated adequate EFFICACY 1o achieve and
benefit i enefit with proven WF benefit dose of ACEi or ARB) msiw::::;ﬁ;: .;eta
i Iati
" SGLT2I" with primary evidence__ ) in high-risk Incividuals
of reducing CKD progression .
= SGLTZI can be started wit
— — 2GFR =20 mLimn/1.73 l
K AIC is above goal = Continue urntiliniziatio
dialysis or transplagtat Efficacy for glucose lowering
Very high:
Dulaglutide (high dose), semaglutide,
« For ingivicuals on a GLP=1 RA, consider adding - = tirzepatide, insulin
SGLT 2 with proven CVD benefit or vice versa SGLTZ Combination oral, combination
+ Pioglitazone® . injectable (GIJL'1 RA andinsulin}
\4
. GLP=1 RA (not listed above), metfarmin,
AIC is, goal, for individuals
stGLI' sider incorporating plogitazane, SGLT2,
R or vice versa Intermediate:
\

If additional cardiowvascular and kidney 1. <= - “ductisr . n anagement of othar H A1C is above goal or significant hypog|ycemia or
metabolic comorbidiies, and/ .= al,camic I-v.\ ng Is needad hyperg/ycemia or barriers to care are identified

&
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1
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[ +Miﬁgnlimri k ofm.Sl.D or MASH ] : = Refer o DSMES Lo support self=afficacy in achievermeant af
]
i
]
1
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1

treatment goals
GLP1 RA, dusl GIF @1

= Consider technology (e.g., diagnostic or personal CGM) 10
'“ﬂ’sﬂlﬂ"

identify therapeutic gaps and talor therapy
= |dentify and address SDOH that impact achisvament of
treatment goals

heheﬂt in MASLD or MASH
ftazone, or combination of GLP-1 RA with picgltazona -
setiing of decompensated cimhosis

* In people with HF, CKD, est muIIJpIs risk factars for CVD, the decision to use a GLP-1 RA or SGLT2i with proven benefit should be made irmespective of background use of metformin or A1C.

T ASCWVD: Defined diffenal tall included ingividuals with establisned CWD (a.g., M, stroke, and arterial revascularization procecurs) and varlanly included conditions such as transient ischamic
attack, unstable angl utmlm na syrnpmmatlc ar asyrl\otnmatlc coronary artery disease. Indlramrs of high risk: While definitions vary, most comprise =55 years of age with two or more additional risk
factors (including e ypertens ug, or ia),

tion ks warranted for pecole with CVD and a weaker recommendation for those with indicators of high=risk CWD. Moreover, a higher absoblute risk reduction and thus kawer numbers needed
ighes levels of baseline risk and should be factored inte the shared decision-making process. See text for details.

% CWOTs demonstrate thelr efficacy In reducing composite MACE, GV death, alcause mortality, ML, stroke, and kidney end points in individuals with T2D with established or high risk of CVD. One
j trial demonstrated benefitin reducing persistent eGFR reduction and CV death for a GLP=1 RA in individuals with CKD and T20.

Py
= A strong recoming
to treat are se ul

i, OV and kidney oulcomes Lrials demanstrale their efficacy in reducing the risks of composite MACE, CV death, alFcause mortally, ML, HHF, and kidney cutcomes in individuals with T2D and
had ar high risk of CVD.

se poglitazons may be better olerated and similarly effective as higher doses.

Diabetes Care 2025;48:5181-S206



| Consider insulin as the
" injectable if symptoms  of |
. hyperglycemia are present, wheni
IA1C or blood glucose levels are
1 very high (i.e., A1C >10% [>86
i 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 %@IABETES

O\’O

American
Diabetes
. Association.

Useprinciples in Figure 9.3, includir ions (weight
mmﬂmmmﬂmmm nmmmuwm

Consider GLB-1BA or dual GIP and GLP-1 RA in most individuals prier to insulin®
NITIATION: ini ate i starting dase &r age braries within class)
ITRATION: Tirate fo manienance dase fvarieswithin clas)

Considerations for adding bas alinsuin®
Choice of nazal n=uin shoud be hased on person- e consideratinns, nolding ooz Aefer 1o Tahls 9.4 forinsulin
cost infymmaton. C onsider prescription of gucagaon fr emement iypogiycemia

! ' S )

inifiation and ftration of hasalanalog or bodtima NPH insulin® e

HITIATION: STrt 10 units per day OR 0102 unitskog per day 0
wi-@ é

« St PG goal [see Section 8, “Giyoeme Goals and Hypogyoema®)
= Cnoose evidence-based tiraton algork hem, &g, increase 2 units every 3 days 1o mach FPG
hypagheema
+  For hypogiyoemix deermine cause; f no cear rexson, hower dose by 0-20%
J V7N
h\)

Assess adequacy of insulin doss at every visit
Consgider clinical signais 10 evaiute for overasl mmmnmmmau-nm/ g
‘to-marming andiar g g ey

+ AIC isabove goaland the individual is notalready ona GLP-1P* v wal GIF and GLP-1 "4, consider these
ol sesin combination and with insulin (mayuse fxed-ratio p oduo. it availstie & 4 sppropriam)
goat:

l

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

1FPG excurdon;

lllllllll

actng insuins separately

|nd|1r.|ual esds
----------

rrrrrrrrr

1 Consder insulin as he drst injectatie vnunm Fhypemiycem @ am present, when A15 or bicod glucase levels are wery high fLe., A5 > 0% [=86 mmalimal] or tiood glucase 2300 mg/dL 2
mmalfL]), or when of fpe

consicerindaidusl preference, A1C lowerng, weightHowerdng effect, and frequency of njection.  CVD ks present, consider GLP-1

2 When seecing GLP-1HAs, RA with proven CVD benefit; oral or imjectabie
GLP-1 RAs are appropriate

3. For peopie on GLP-1 RA and basall insulin combinaton, consider use of a WRarLing)

4 Gonsider switching fmm evening NPH 1 a basal anaiog ifthe Ndvidusl develops ypoglyoemia m.lu vmquerm fargets 1 adminster NPH in the evening and would be hetter managed with a moming dase
af 3 long-acing ezl Nain Conser dasing NPH In The maming for stercid -nduced ype gy Cer

5 Frandal rapid- =0 LETLE 1, o inhaled Puman nsin
6 Hadding prandal nsulin to NPH, consider intation of 2 sef-mixed or premived insulin plan to decase the numner of injections moquired_

Diabetes Care 2025;48:5181-S206
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Nessun evento
cardiovascolare, non
scompenso cardiaco,

eGFR= 60 mi/min

sso evento

&Jrgﬁ:uuscmare; non

N .fgsBmpensa cardiaco

Scompenso

cardiaco

SGLT2i
&
SGLT2i GLP1RA Met.? GLP1RA
e - b e |- -
s | # ™
DPP4T [ .d.-cur.} Pio. Ins. DPP; Acuar. Pia. Ins DPP4 ] Acar { Insulin
. )| = .,

\Q <
N

122 la mretforming non & contraindica gﬁ%tm aGFR.

“ge o reetforming nomn & cartrainai] ’\i?,:ﬂr ridotita funzione cardioca.

Eeceria saxagliptin che mon & in to in caso ol scompenso cardiaco

Lo roccomandazione sui poziegfcon eGFR< &0milmin ¢ debole per carensa of studi clinicl effettuati su questo popolazions

Si roccomanda fo dc'prE'Ei:r.i@ﬁf di sulfanilurre e glinidi




Distribuzione per classe di farmaco i |g(, ghcemlzzante
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Endocrine Substitute Therapy: ¢
Type 2 Diabetes is an Endocrine Pancrggﬁiic Disease

When thyroid fails....... O
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Natural history of Type 2 DM@\"
based on UKPDS iq,

NORMAL

Q\(b UKPDS. Diabetes. 1995;44:1249-58



Novel subgroups of adult-onset diabetes and their association 3 o
group > ~® Heterogeneity of Diabet Q,@-Cells, Phenotypes, and

4with outcomes: adata-driven cluster analysis of six variables Precision Medicine: Pre@eedings of an International
- Emma Ahlquist, Petter Storm, Annemari Kardjamaki*, Mats Martinell*, Mozhgan Dorkhan, Annelie Carlsson, Petter Vikman, Rashmi B Prasad, SympOSium Of the C dian Instltutes Of Health
Dina Mansour Aly, Peter Almgren, Ylva Wessman, Nael Shaat, Peter Spégel, Hindrik Mulder, Eero Lindholm, Olle Melander, OlaHansson, ’ H ¥ HH H
Ulf Malmaquist, Ake Lernmark, KajLahti, Tom Forsén, Tiinamaija Tuomi, Anders H Rosengren, Leif Groop R_esearCh S InSt“E f Nu_trltlon’ M_etab0|lsm and
R O -3 Dlabet:as and th&)U,S. National Institutes of _
Health’s Natig@al Ipstitute of Diabetes and Digestive
2018; 6: 361-69 and Kidne ’Oise\&es

N\
William T.@an@gndersen,z Guillermo Arreaza-Rubin,! Christopher L. Pin,? Sheryl Sato,*

e,4- na Woo,7-? and Norman D. Rosenblum,19-12 on behalf of the symposium
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GLUCDSE METABOLISM THRESHOLDS
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Figure 1: Patient distrjyytion a @ing to method of classification ,_;_04‘“ o
(A) Distribution of, pal 'é(n=8980) according to traditional
classification. ( ribu fANDIS patients (n=8980) a‘:cording to m islet Autoimmunity ®m Monogenic Insulin Secretion Defect Polygenic insulin Secretion Defects Insulin Resistance
E k-means clu, g. (€)@igtfibution of patients in the Scania Diabetes Registry )
(n=1466, ding {Q¥means clustering. (D) Distribution of patientsin the Figure ?t- Mﬁﬂel 3* ct!;ea?eh:s ef-opa:jhoger;essbet:ased o; Tgelpahtelte Ds?e;sedMoze(I (78) andt;lgrgshbc;u :—'vpm:esrs 79) thinld eaxgel?m het-
- - . . _ - erogeneity within dia 25 lypes and overiap ween diabetes lypes. Individuals (represen Yy rs) may have several di ogenic
Al N_ oetl Uppsala c‘_)hort {I_j 844) accSermg to k_ means clustering. mechanisms (represented by different colors) that, in combination, may cause glucose to reach a threshold. DM, diabetes mellitus; T1D,
[ Cluster 1 (SAID) (E\st UQH IREVA patients with newly diagnosed diabetes (n=878) type 1 diabetes; T2D, type 2 diabetes
s [ Cluster 2 (SIDD) « abfding to kdmeans clustering. () Distribution of DIREVA patients with R 2
[ Cluster 3 (SIRD) ’\ nger-term diabetes (n=2607) according to k-means clustering. LADA=latent
[ Cluster 4 (MOD) O autoimmune diabetes in adults. SAID=severe autoimmune diabetes.
[53 Cluster 5 (MARD) Q SIDD=severe insulin-deficient diabetes. SIRD=severe insulin-resistant diabetes.
19-8% S (b MOD=mild obesity-related diabetes. MARD=mild age-related diabetes.
<O ANDIS=All New Diabetics in Scania. DIREVA=Diabetes Registry Vaasa.

Proprietary Information — Do not photograph or otherwise copy or distribute
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Features of Basal Insulin & Dlabetes Care ADiabeies
Q® o N Assoiaon
S
Q‘}\& ,\\Q;\\’b The Modern Roleof BasalInsulnin Advancing Therapy in
* Mechanisms of action well established ,;fo*\@é\b People ith Type 2 Diabetes
. . Q.

* Research and clinical experience for > 80 years %00\.,\{&\(0 Gevenia B, ol hily . Hone, Frncesa Pclla et C. Ridde, Horze . Gesten, Paoa Lud,

Garmine . Fanel, and Daid R Oneng

* Most efficacious and durable glucose-lowering tr%é‘zfr;g‘e?lt
 The only treatment with 100% of patients asg)&‘s%@hders (provided titration is appropriate)
* Most efficient removal of glucotoxicity (u@ﬁr@ﬁed insulin secretion and action)

* Anti-inflammatory, antiatherogenic, @‘;Xg&Pator and pro-endothelium effects

* Anabolic effects OQ~

* Limited contraindications %OV «9

* Can be titrated from (veré \Q(Zto (very) high doses

e Can be used with any@g@"alabetes treatment®

* Long-term protect &?@%SCVD/CKD risk in people in whom other therapies fail to maintain
target HbA1lc ‘2§®er

* Caution with sulfonylurea (risk of h mia) and thiazolidinediones (risk of fluid retention and heart failure X
! ( y%s& ) ( ) Diabetes Care 2025;48(5):1-11



The Need to Achieve a Favorable Insulin-action Pr@ﬁle
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Once daily basal insulins* & ,5\\’0’
@&
L&
¥ @
O D
o N
© N
> N
2 NPH N
R IDet O * Flatter pharmacokinetic profiles
=1 o’ & s
e = |Glar U100 Q2 &2 * Reduced variability
é —— |Glar U300 F @Q@ * Reduced injection burden
2 — IDeg QQ}{ 3
o
2
©
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Glucose levels
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-
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| | | | | @) ! | |
2100 0300 0900 1«5@00@A 2100 ’ Day 2 ’ Week 2 Week 4
@Q N . o
Q Time after injection
*Schematic repres:fzr:@mn of single doses 2023 Endocrine Society
N
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Hypoglycemia with Degludec and Glargm@f*‘?,oo
Compared with Glargine 100 c\
<<>

\
Meta-analyses of phase 3 clinical studies qﬁ%& 2 diabetes

o . X0 c.Q
N°® of studies Oe,bo& 3
N° of participants &\6 6\9(3372 3496
Definition of confirmed hypoglycemia OQ/\’<{98’ mg/dl or severe <70 mg/dl or severe
Rate Ratio (95% Cl) L ¥
R
Anytime events o@% @é\ 0.83 (0.74-0.94) 0.86 (0.77-0.97)
oy
Nocturnal events ((Q‘?*ee}%\o 0.68 (0.57-0.82) 0.69 (0.57-0.84)
X\
&0 @\’b
X0 S
o Q}@\O@A
With both new,bii)sgﬂ)ns ~15% fewer overall and ~30% fewer nocturnal events
N
&
X

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



The Need to Achieve a Favorable Insulin-action Pr@ﬁle
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. .. . . Cn. clia':leresrese@c(bhandcli:[calpra:[ice205::2023)‘110984
Once-weekly insulin icodec as novel treatment for type 2 diabetes mellitus: & O

: . : : . : xO
A systematic review and meta-analysis of randomized clinical trials N0 Contents liss available at ScienceDirect

\S
Nanny Natalia Mulyani Soetedjo®, Hikmat Permana® ", Timotius Ivan Hariyanto 5, _ @% etes Research and Clinical Practice
Marshell Tendean *°, Maya Kusumawati °, Ervita Ritonga “, Theo Audi Yanto °, Ketut Suastika “ > ’003

N

jousfsl page: www.journals.elsevier.com/diabetes-research-and-clinical-practice

2% S
O

: : . : D
A total of 9 trials with 3,963 participants were mccp%’gﬁéted.
>
* The results of our meta-analysis showed: @6&?@@
N
* No significant difference in the reduction of Hbé \céﬁavels between insulin icodec and regular
basal insulin (MD 0.11 %; 95 %Cl: 0.23, 0.0% P 0.08, 12 = 91 %).

* The fasting plasma glucose (FPG) and bg_&g@?ght change from baseline also did not differ
significantly between two groups. QQ@Q
* The total adverse events (TAEs) weéfev%@wn to be higher in the insulin icodec;

* The serious AEs (SAEs) and clinga%w%ignificant hypoglycemia did not differ significantly
between insulin icodec and gRésefactive controls.



Barriers to Initiating Insulin Therapy &

Conditioning factor

Patient

Social environment

Treatment

Adherence Use of Iong-act@lin
Perception of failure Dose recall
Diabetes ,(ﬁ?‘lon program
Social rejection Com@@n'(a/(%ducation
S ) Ly
Dosage Lg"e‘q,ﬁlmple adjustment guidelines
?ﬁhw)z;ﬁ’?ementation of FGM/CGM Systems
Hypoglycemia (<>>’ @%cumentation of episodes by the patient
Qg’ é\QImpIementation of FGM/CGM systems
VQO\(\Q}@ Education on signs and symptoms
%0 O{\q Adjustments in physical exercise
%O(?OQ@ Instruction in the guidelines for dealing with hypoglycemia
Method ofz@k’ng}{ ration Simple, intuitive devices adapted to different physical
& \@A limitations
(5@ &@ Instructions in management technique.
Weigh‘t.ﬁ(\&ﬁm Design of specific devices for patients with needle phobia
Q&Qe} Healthy eating education
§® Prescription of physical exercise
o)

GaldonSanz-PastorA.etal,FrontEndocrin2024, modified




N0

Clinical scenarios in which starting Bl may be preferred\‘h b eSCare AAgeﬂ"s"
. ,Associaton,
the era of GLP-1RAs and SGLT2i <
®§ (b‘i\ The Modern Role of Basal Insulin in Advancing Therapy in
~\<§ o People With Type 2 Diabetes
R
* Metabolic emergenCieS (hype rosmolality, ketoaCidOSiS) \Q\(b (b@% g:;riﬂni:gE::ié‘ﬁhlfd%am(F}r;gﬁ:scaPorcella:LManhe;\voHidd\e,Henze\C.Gers:ein‘FaolaLucidi,
QI e
* Acute or variable hyperglycemia (sick days, steroid therapy, trauﬁb?a ajor surgery, stress)
NG
* Patient preference ,@'b@’b
O
 Comorbidities (kidney and liver failure, cancer, chemoth@}g@t)@
Q.9
« Autoimmune pathogenesis (LADA) ?'S\ )
N
* Pregnhancy QQ/.Q\
Q‘ N\
* Lean, predominantly insulin-deficient T2D QO ,gQ)

* including some elderly onset %Ov «9
* with excessive weight loss on othg&‘ I\b‘éraples
* New-onset T2DM with marked hyd&ggh?cemla
* HbAlc not at target with otheg@*n@c?égement
* Intolerance of non-insulin @ﬁerefples (including GLP-1RA, SGLT2i)
* Possibility that patlen,tsl@fay%ave Ti1DM

O\(bQ

Diabetes Care 2025;48(5):1-11
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Glycemic Control Following GLP-1 RA or Basal Insullnolﬁitlatlon in Real-
World Practice RSN
v
@ &

Proportion of all patients achieving HbA, < 7% by baselmeoﬁ&@l@ >7% to <8% vs. > 8% to <9%
vs. > 9%) for patients initiated on GLP-1 RAs and for pa%@wtg"r%tlated on B

"b

1.0 =7 8% \) >7 <80
@ =8—<0% Q% =8—<9%
s 0.8 =00 =00¢
Z ; S ,baé’ g
[ o ] o=l e i V b | Y e

& Q< &>
O‘Z~
<

In T2D patients inadequ Y\g&%ntrolled on oral glucose-lowering drugs,
initiation of first injectable therapf .\@Q‘_QPl RA or Bl) did not occur until HbA,_ was considerably
above t e@?/vhen control was harder to achieve

Real-world retrospective study using.\l{t&RPD data to evaluate glycemic control with GLP-1 RA (n=5.583) or basal insulin (n=5.606) in type 2DM

Sa

Peng XV et al., Diabetes Ther 2020
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Basal Insulin Therapy in T2D: a Delphi Cong@ﬁsus
6\

O .o
Sun\{rﬁry@@he statements with high level of consensus (score > 8)

*{b . 8\'

Basal insulin intensification strategies: add-on versus switch » @%\

* Insulin therapy should be considered at any stage of the nat%a?\?i\&%ry of the disease, if situations such
as severe hyperglycemia, symptoms of glycemic decompenﬁjﬁf,@or significant unintentional weight loss
are present 60\(0 @@

 The add-on of basal insulin therapy allows the achievgn%\%é‘?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 Qéﬁate to suspend a pre-existing therapy with SGLT2i
and/or GLP-1 RA, unless specific contraindicaﬁbné,\%r tolerability problems are present

* Switching from SGLT2i and/or GLP-1 RA o%a\g@?insulin is appropriate in case of specific clinical situations
such as contraindications, tolerabilityé'/éﬂeg,\ot’mwanted weight loss

é) \U(\Q’

Basal insulin intensification strQQX' <: inertia to initiate and inertia to titrate

* Timely titration to an individu&?ﬁzg&glycemic target is necessary to obtain the full benefits of basal insulin

* Inertia to initiate and titr%@(b%é%al insulin to personalized glycemic target is often a cause of treatment

failure) & Ki\c’
e Self-titration of bas@u%ﬁ?m should be recommended for all patients, except those who are unable to
manage it i

@
Q Acta Diabetologica (2024) 61:1267-1281
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Temporal trends in the starting of insulin therapy in type 2 diabetes

in Italy: data from the AMD Annals initiative

A. Giandalia' - A. Nicolucci® - M. Modugne® - G. Lucisano? - M. C. Rossi? - V. Manicardi® - A. Rocca® - G. Di Cianni® -

P. Di Bartolo’ - R. Candido®® - D. Cucinotta' - G. T. Russo'

171.688 T2D subjects who intensified

therapy with basal insulin

HbAlc levels in T2D subjects starting basal insulin

2005-2009
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In this large co@%@o}% T2D subjects, a progressively earlier
start of insg&%%{é tment was observed during a long
observa\{t&\é&riod, suggesting a more proactive

presc\rgﬁt&/é approach.
Hg@%y\&‘, after 12 months from insulin prescription, in

\m%@c’patients, HbAlc levels were still out-of-target




Annali AMD 2024 T2D : Inerzia Terapeutica

Indicatore

Soggetti in sola dieta con
HbA1lc <7,0%

Soggetti in sola dieta
nonostante valori di HbAlc
>8,0%

Soggetti non trattati con
insulina nonostante valori
di HbAlc 29,0%

Soggetti non trattati con
GLP1-RA e/o SGLT2i e/o
insulina nonostante valori
di HbAlc =9,0%

Soggetti con HbAlc 29,0%
nonostante il trattamento
con insulina

Soggetti con HbAlc 29,0%
nonostante il trattamento
con GLP1-RA e/o SGLT2i e/o
insulina

Soggetti con eta 275 anni e

'?ﬁi con eta 275 anni
HbAlc <7,0% trattati con . \0 e HbAlc <7,0%

secretagoghi e/o insuli%é§
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Denominatore % @ : \hdard
gﬁ" percentile)
Soggetti in sola dieta X «
(nei5.691) 94,6 f 3 100,0
Soggetti con valori di \\(b N
HbAlc >8,0% (n=111.072) 0,1 \(O(b o 0,0
0‘ AQ}
Soggetti con valori di ® S
HbAlc 29,0% (n=44.956) &\2&5&6 20,2
Soggetti con valori di Q>>y~ \Q’q
HbA1c 29,0% (n=44.956) Qg) é\Q . @
L ®
Soggetti trattati con O?“ K\\Q
insulina (n=213.268<)</% @O 155 12.8
07
W O
Soggetti traqgﬁ @ GLP1-
RA e/o SGIZF2i €o insulina
(n=408428)x% 7,0 5,6
27 3
> P
AR
27,7 22,2

(n=112.657)
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When Does Metabolic Memory Start? Insights From the 6\0
Association of Medical Diabetologists Annals Initiative (b’\\
on Stringent HbA,. Targets &
Giuseppina T. Russo,! Antonio Nicolucci,? Giuseppe Lucisano,? Maria Chiara Rossi,? Antonio Ceriello,3 2 5 1 3 39 pts n e\r g%g n osed Wlth T2 D Wlt h O Ut CVD
Francesco Prattichizzo,3 Valeria Manicardi,4 Alberto Rocca,® Paolo Di Bartolo,® Salvatore De Cosmo,”? \(b
Graziano Di Cianni.® and Riccardo Candido?® C‘)\Q . \(b@
' Hazard Ratio (95% CI) ' &P &
(s ‘\b\
HbAlc (%) 6.5-7.0 - - 1.42 {1.30-1.56) O\(OAQ}Q)
HbALe (%) 7.1-8.0 § . 149136068 (oc}\ Compared with mean HbAlc <5.7%
HaAls M) =80 — 1.56 (1.42 1€/}\ ’bb\ during the first year after diagnosis, the
WAl (X)5764 2years exposure o= 127, [1@}4’1 & increase in the risk of CVD was 24%,

HbAlc (%) 6.5-7.0 . t@%ﬁé?ﬁsj

HbAlc (%) 7.1-8.0

—— v:s&ﬁamm
HbAlc (%) >B.0 '
: —il— Q/% Q6 (1.49-1.84)
IR T N e Ry S
HbAlc (%) 6.5-7.0 — {<Q’ AQK 1.43 (1.28-1.40)
HbAlc (%) 7.1-8.0 E . ? 6\(0 180 {LA2-1.7%)
HbALc (%) >8.0 ' (5\'(0 Aé
: N G 1.77 {1.57-2.00}
@ .
R Q
0.5 QK > g 2 2.5
Ref. HbALc (%) <5.7 - R -
N
B\

Pseudo-forest plot showing the adjusted hazard ra @
re

control and the risk of the CVD at follow-up to e of glycemic control in the three exposure periods assessed
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42%, 49%, and 56% for patients with
HbAlc of 5.7-6.4%, 6.5-7.0%, 7.1-
8.0%, and >8.0%, respectively.

R) with the relative 95% confidence interval (Cl), derived from the Cox regression analyses exploring the associations between glycemic

22
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The Modern Role of Basal Insulin Germe & sai #aiip 0. fome; 6\0\
in Advancing Therapy in People — Mt c fiaas® rerieic. Gerstein & oY
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Basal Insulin and Mealtime Instllih

N7
* Traditionally, rapid-acting insulin at mealtimes @édcglgd to Bl when Bl alone can no longer keep
HbA1c at target despite FPG at target (inappg@@"fely referred to as “Bl failure”). However, beginning
rapid-acting insulin is not now recommen Q}m@this circumstance unless the options of incretins
and/or SGLT2i have already been trialee)v @“
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GLP-1 RA and/or basal insulin O?* Q $

Geremia B. Bolli et al. Dia Care 2020;43:2333-2335




La Terapia del Diabete Mellito di Tipo Zé@"q
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Traditional “one-way™ Conceptual appr«&l@@(ith
treatment intensification multiple "turni@ ints®
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G. Bolli et al. Diabetes Care 2020;43:2333-2335




5274  Older Adults

Simplification of Complex Insulin Therapy

Diabetes Care Volume 48, Supplement 1, January

Individual on basal {lang- or intermediate-acting]*

and/or prandial (short- or rapid-acting)t insulins

|

N 4
individual on m@djq\@.\

-

Basal insulin I

[ Prandial imsulin

-

(2N
%\

Usa 700L of teo 2ose as basal
unly in the morming

[ Change timing from bedtime to marning

-

P& 1

! S

e

Titrate dose of basal insulin based on fasting
fimger-stick glucose tast rasults over 1 week

Fasting goal: #0150 mg/dL {5.0-8.3 mmei/L]
* May change goal based on overall health
and goals of care

.

If 50% of the fasting fingar-stick glucose
values are over the goal:

* Increase dose by 2 units

If »2 fasting finger-stick valuesweek ara <80
mg/dL (<4.4 mmaol/L}:

* Decrease dose by 2 units

If prandial insulin =10 wnits/dose: (@) prandial insulin =10 unitsfdose:
* Decrease dose by 50% and add ng i in N 1 Discontinue prandial insulin and add
agent§ ’& E> noninsulin agent|{s)§

Titrate prandial insulin doses dow a? o
noninsulin agent doses are inc wil
to discontinuee prandial insuli A

NN\

)
.2} b 4

4 \adf

e ﬁz.(\(b

Add noninsulin

= [feGFRis

2 week ole
= [fed

olg(a

.73 m®, start metformin 500 mg daily and increase dose every

iT=d min/1.73 m*, individual is already taking metformin, or metformin is not
, ed to second-line agent

Additional Tips (o
= Do not use rapid- and short-acting insulin a:émi

2
» While adjusting prandial insulin, a simpns({bslidiéﬁale may

be used, for example:

o [For premeal glucose =250 mg}dL@%@'ﬂ. give

limg:

2 units of short= or rapid-actin A\
o [For premeal glucose =350 [\ i-‘rﬁ; mmeaoliL), give
9 8@y

A units of short- or rapid-
» Stop sliding scale when& ebddaily
.\3
2
O

&%
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w »

the dose of madication

Using Individual comorbidities [e.g., CKD, ASCVD, low body weight, and risk of
dehydration) and drug characteristics to guide decision-making, as depicted in
Fig. 8.3 and Table 8.2, select additional agent(s] as needed:

»  Every 2 weeks, adjust insulin dose andfor add glucose-lowering medications
based on finger-stick glucose testing performed before lunch and before dinner
= Gpal: 90150 mg/dL {5.0-B.3 mmol/L) before meals; may change goal based on
owverall health and goals of care
= |f 50% of premeal finger-stick values owver 2 weeks are above goal, increase
the dose or add another agent
= |f »2 premeal finger-stick values/week are <90 mg/dL (5.0 mmol/L), decreass
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You may delay, but time will not...... $°
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“..... medications do not ‘fail,” and more importay; aieither do
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people with T2D......” ]
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Bet@@%modeling suggests that insulin is required approximately 8 years after diagnosis
POSTGRADUATE MEDICINE 2024, VOL. 136, NO. 2, 150-161
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INSULIN THERAPY: THE LEARN@!N@%URVE NEVER ENDS
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