Update on Diabetes Mellitus management focus on GLP-& RA

and SGLT-e inhibitor
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REVIEW AND AGREE ON MANAGEMENT PLAN ASSESS KEY PATIENT CHARACTERISTICS

Revew managemsnt plan «  Quren! Iilestyle

= Nutual agresment on chenpes «  Comorbidities i, ASCVD. (XD, HF

«  Easure agreed moditication of ery i3 implemented «  Cinical characteristics, e, age, HbA _, weight
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ONGOING MONITORING AND CHOICE OF TREATMENT
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AGREE ON MANAGEMENT PLAN
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TO AVOID

FIRST-LINE therapy is metformin and comprehensive lifestyle (including weight management and physical activity)
If HbA, _ above target proceed as below

NO

CLINICAL INKRTIA
REASSESS AND
MODIFY
THEATMENT
REGULARLY
(3-8 MONTHS)

=

ESTABLISHED ASCVD OR CKD

J

WITHOUT ESTABLISHED ASCVD OR CKD
ASCVD PREDOMINATES HE OR CKD ¢
PREDOMINATES : 5 = e ’
lll’;:l/ col | \ VAN . y - ; COST IS A MAJOR

PREFERABLY ISSUE*"
SGLT2Y SGLT2I with evidence of -
GLPRA with reducing HF and/ar CKD A

with proven progression in CVOTs If eGFR QLPs1 RA SGLT2F — » 3
Proven cVvD aduauate’ GLPA RA S0 TZ0

VD bonefit, ssmnsnnae O e annnn- ";""'" it sGLT2P
benafit! If eGFR IF SGLT2i not toleratod or f....f,f:ﬁoﬁ-

adacunte’ contraindicatod or It @GR loss /

than agequate’ add GLP-1 RA
with praven CVD benefit!

i % i 2 GLP A SGLT217
SGLT2I SGLT2I OR OR y ‘
OoR onr DPP-41 DPP-4| GLP-1 RA TZD™ sUv
126 120 on an SGLT2E with Giood
If further intensification is TZ0 GLP-1 RA wiflcacy for
roculred ar pationt is now » Avoid TZD in the wolght loss®
unable to tolorato wotting of HF
GLP RA and/or SGLT21, Choosa agents
choose sgonts demaonstrating demonstrating CV safoly:
afety:
g » Conslder adding
w» Consider adding the ather the other class with [ Continue with sddition of othur agents as outlined above ] » i bk Basal
class (GLP-1 RA or SGLT21) proven CVD benefit' If triple therapy required ar Insulin with lowest
with proven CVD benefit ® DPP-AL (nol saxaglipting SGLT21 and/ar GLP-1 BA not acquisition cost
. DPPA I not on GLPY RA in tha setting ql HFQr tolerated or contraindicated oR
» Basal Inauline not on GLO-1 RA) Lse regiimen with lowest risk of » Consider DPF-4] OR
. TZDY ® Basal Insulln® waight galn SOLT2I with lowest
- U » 50" Consider the addition of 5U° OR basal insulin: PREFERABLY acaulsition cost'
® Choose later gunwration SU with lowsr risk of hypoglycemla DPR-41 (If not on GLP RA)
u Conslcor basal Insulin with lower risk of hypaglycemia’ based on waight neutrality
1. Proven CVD benefit means It has label Indication of reducing CVO ovents. For *
GLPA RA for > »
reloase. For SGLT2| for > " 6. Choose later genetation SU with lower risk of hypogiycemia I DPPA) not tolerated or
2. Re aware that SGLT21 vary by reglon and individual agent with regard 7. Degludoc / plargine USO0 < glargine U100 / detemir < NPH insulin contraindicated or patient
to Indicated level of eGFR for Initlation and continued use 5. Ide > > » » 1 d alraady on GLP-T RA, cautious
3. Both and have shown red addition of
9. If no apecific e, no CVD, low risk of hypoglycemia,
In HF and reduction In CKD pregression in CVOTS and lower prierity ta aveld welght gain or no welght-related comaraiditios) s BUC - TZDY » Basal Insulin
4. O or 100 have GVO safoty 10, Cansidar country- and reglon-spocific cost of drugs, In some countrios
5 Low dose may e better talerted though less woll studied far CVD effects TZD3 relatively more expensive and DM 4) relatively cheaper
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INITIATION FOR GLP-1 RA

o Pitiaie starting cose
{varies pcross coss)

;‘ )

TITRATION FOR GLP-1 RA

dose (verees across clss)

* Gracue Usation to mantonance

Use principles in Figure 8.1

Consider GLP-1 RA in most prioe to insulin'
Consider; + INITIATION « TITRATION

INITIATION FOR BASAL

* Stort ¥ A b coy OR
0302 g adey

LTI s e ee e,
o

A4

TITRATION FOR BASAL
® Patient sl titrton i
wom effoctive
* 5ot FRG spet et oereliies
10 oA, 1ot
= Choose pvicence-coved titration
slgorthm e g, mcraese 2 uniy
wvery § dayy 1o reach FPG
terpet without hypogyoema

INITIATION FOR PRANDIAL
& 40 chay or 0N of Beas! o

® FHoA L <aid mmolmol (5%}
coraiour lowaring the 1otel dose

ty 4 W » day o WIS of basel gove

TITRATION FOR PRANDIAL
® hovine dose by V-2 W or
10-15% twics weasly
* For ypoghyoemis determing
cause, I no clear neason lower
comesponding dose by W-20%

————

INITIATION OF STEPWISE
PRANDIAL

o Sspwitg a0doen of prandal
nwdn vy 3 sonths I HBA_ »
Lt s sadSOslnd with bwar rik
of Iy pogiyCem and Beama
DObANt MABATRC LN COMEare
win mmedate introduction
o full basd-Eoka rog man

Add basal insulin
Consadar « INITIATION * TITRATION

For patient on GLP-) RA and
basal insulin
Carsxder FRC of GLPRA and
ndin (iDeglins or iGlerLixi)

But note max dosa of nsuin in |

the FRCs

Adut pradlal Insulin

Utually ote Sose with the largest meal or maal
with gresiest POG excarsion
Contider !

revervew

PEERERRE R et

Py
Consider twice or
thres times dally

4

Stepwise additional Injections of prandlal Insulin
(Le, twe, then three additional injections)
Corsder: « INITIATION « TITRATION

[ TITRATION FOR PRANDIAL J

[ INITIATION FOR PRANDIAL

[ TITRATION FOR PRANDIAL

Proceed to FULL basal
bolus regimen, Le., basal

A

IF HBA_ DORS NOT
MPROVE REVIEW
ONGOING NEED FOR
BASAL-BOLUS REGINEN
CONSIDER ADDITIONAL
DEMES

Insulin and prandial
insulin with each meal

Y.

f alroady on GLP-1 RA or if
GLP-1 RA not appropriate
OR insulin preferred

cessssnsnssnass

sssssssssssnand

PERTTRT:

rrrereees

INITIATION

® If on GLP-1 8A wse
10+15 dose steps (Deglin)
00 015 unity (Glerlx0

S |
— |

TITRATION

» Trvate 10 FPG tarpet
andd toRrabiity

INITIATION

® Ininsuin-neive patients
0412 U or 0.3 I%g

& |1 on waisbing insuln segmen
ususlly Ut Lo unit ot the
same total nsuin dose but
may equne rjustment
o indvidal noacks

I

TITRATION

® Indwichal doae scfustment
aepeos on type of
Eiphasic imsadey

® Moro commgplax f on three
times claiy regimen
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A Type 2 DM - Drug naive patients

ASCVD, or high / vary high

+ i
[#] r CF ek e i S —IU

I HbA,, above target If HbA, above target
Add Metformin OPP4i | GLP.IRA| SGLTZ | TZD |
if eGFR
l l l adequate l
If HbA,, above target If HbA, above target
* Cansider adding the SGLT2 | SGLT21 | GLP-1 RAISGLT2ior

othar class (GLP-| RA, or or or DFP-41 | DPP-4| or
or SGLT) with proven TZ0 TZD orTZD | GLP.| RA

CVD benefit
« DPP-4| If not on 1 l l l
S If HbA,, above targes
* TZD (not in HF pat) l
S0
Contirue with sddition of ather agents
as outlined above

l

If HbA,, above target

l

Consider the addico of SU OR

Basal eveuling

+ Choose Lter peneration SU with lower
risk of hypoghycaemia

+ Consider basal insulin with lower risk
of hypoglycaemiy

e

B Type 2 DM - On metformin

= — -

or multiple risk factors)*

Continue Metformin
Monatherapy

I HbA,, above target If HbA,, above target

l S ——

DPP4i | | GLP.IRA| SGLTZ | T2D

* Consider adding the If eGFR
other class (GLP-| RA sdecpate
or SGLT21) with prowan 1
CVD benafit
* DPP-4i If not on
GLP-| RA I HbA,, above target
* Bazal lnsuln
* TZD {not o HF pat) l l 1 ‘
*SU SGLTY SGLT2i | GLP-1 RA| SGLTZ or
or or or DPP-4i| DPP-4i or
TZD TZD or TZD | GLP.I RA|

S T B

W HbA,, above target

}

Contirne with addition of other agents
as outlined above

l

If HbA,, above target

!

Consider the addition of SU OR

basal insulire

* Choose later generatian SU with lower
risk of hypoglycaema

* Conslder basal wsuln with lower rigk
of hypoglycaemia
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nsfinsandenldenansysuthmaluden msisanlivaauiugUisusazse
LazmsAdadaseavsnwlunisasinmiaveen nalnniseags  eandedunisiinanie
dhaaludons nadeduiings ennislifiedsvasiy q auazenlunsléen wavsa
UMY
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Insulin ®.&-n.¢%
Metformin o-©%
Sulfonylureas o-©%
Mesglitinides ©-6.¢%
Thiazolidinedione 0.&-e.c%
Alpha-glucosidase inhibitors 0.&@-0.:%
DPP-& inhibitors o.&-0.&¢%
GLP-@ analogues 0.z 0%




SGLT-e inhibitors 0.@-0.&¢%

Nanﬂsﬁﬂwﬂﬂjaﬂﬂﬂuﬂdu SGLT-le inhibitors i@ cardiovascular outcome

SGLTe inhibitors aaﬂqwéﬁugﬂmiﬁﬁmwﬂm sodium-glucose cotransporter o @
nuusavioled@usu (proximal convoluted tubule) voswiaele (nephron) 1ng SGLTe
Lﬂuﬁamuﬁaﬁﬁwﬁﬂﬁhmi@@ﬂé’UﬂQIﬂaﬁmaamu glomerulus N&UKEI19NY Fauilesn
ffudla SeLTe Fedwmalvisrsnigliannsagandunglaaaintaangld Usinaunglaaiigndy
senmellaanziaiinty wasildsesuinaludenanas m‘lumjmﬂéﬂ,m dapasliflozin,
empagliflozin wag canagliflozin®°”
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