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Role of medicines used to manage type 2 diabetes

Glucose lowering

» Blood pressure lowering

Lipid lowering

Lifestyle is important for all of these

 Many people require multiple medications to control
glucose and BP ', Baker



Role of medicines used to manage type 2 diabetes

* Glucose lowering — what are the aims?

€) Baker



Chronic Diabetes Complications — traditional view

Microvascular Complications Macrovascular Complications

‘Pathognomonic’ or characteristic of
diabetes

Can occur in people with or without
diabetes
Directly due to prolonged hyperglycaemia Risk is increased in diabetes

Many factors involved in aetiology

Prevented by good glycaemlc
control 3

Good glycaemic control has onIy
limited benefit '

Eye disease Heart attack
Kidney disease Stroke
Nerve damage Peripheral artery disease




Role of medicines used to manage type 2 diabetes

* Glucose lowering

‘Just’ lowering glucose is not enough to prevent the complications of diabetes
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Medicines used for T2DM — options and issues
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Medicines used for T2DM
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Medicines used for T2DM

« Multiple options — hard for primary care to keep up with best
choices

* Frequent need for multiple drugs — adequate treatment vs
polypharmacy

 Adherence

* Glucose-lowering vs impact on clinical outcomes (CVD, kidney
etc)

 Cost (individual and to Medicare)
¢ COmpleXitieS of PBS " Baker



SGLT2i

Majority of glucose
reabsorbed

Minimal to no
glucose excretion %

Glucose
filtration
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CV and renal outcomes of SGLT2i in T2DM
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Outcome Hazard ratio, 0.61 (95% Cl, 0.51-0.72)

50% decline in
eGFR or ESKD or P<0.001

renal/CV death

HR 0.61

(0.51-0.72)

Placebo

Dapagliflozin

Months since randomization (, B
aker
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Dapagliflozin — CKD with or without diabetes (Dapa CKD)

Heerspink. NEJM
2020; 383:1436-
46

>45 ml/min/1.73 m?

45/880 95/902
Urinary albumin-to-creatinine ratio
=1000 44/1104 84/1121
=>1000 153/1048 228/1031
Systolic blood pressure
<130 mm Hg 46/793 96/749
=130 mm Hg 151/1359 216/1403

Subgroup Dapagliflozin Placebo Hazard Ratio (95% Cl)
no. of participants/total no.
All participants 197/2152 312/2152 ——— 0.61 (0.51-0.72)
Age :
<65 yr 122/1247 191/1239 —a— 0.64 (0.51-0.80)
>65 yr 75/905 121/913 — 0.58 (0.43-0.77)
Sex i
Male 126/1443 209/1436 —— 0.57 (0.46-0.72)
Eemmale Z1/709 103/716 P l QL5042 0 2R
Type 2 diabetes I
Yes 152/1455 229/1451 —.— 0.64 (0.52-0.79)
No 45/697 83/701 —a— 0.50 (0.35-0.72)

| —
—— 0.49 (0.34-0.69)
|
—— 0.54 (0.37-0.77)
—— 0.62 (0.50-0.76)
|
I
— ! 0.44 (0.31-0.63)
—— 0.68 (0.56-0.84)
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Empagliflozin — Heart failure with or without diabetes (EMPEROR Reduced)

A Primary Outcome

100

Outcome
CVD death or HHF 90
804

70

60+

Estimated Cumulative Incidence (%)
wA
T

35+
30— P<0.001
25+
20+
15+

10+ -7

Hazard ratio, 0.75 (95% Cl, 0.65-0.86)

Placebo

_ - Empagliflozin

| |
0 90 180 2

| | |
70 360 450

| | 1 1
540 630 720 810

Placebo

, — = Empagliflozin

40+
30+
204
10+
]
No. at Risk
Packer. NEJM 2020; T

383:1413-24

1867
1863

1715 1612 1
1763 1677 1

|
270

|
360

| | | |
450 540 630 720

Days since Randomization

345
424

1108
1172

854 611 410 224
909 645 423 231

|
310

109
101

0

HR 0.75

(0.65-0.86)

Baker

HEART & DIABETES INSTITUTE



Empagliflozin — Heart failure with or without diabetes

Subgroup Empagliflozin Placebo Hazard Ratio (95% Cl)
no. of patients with events/total no. I

T T T -

Baseline diabetes status

Diabetes 200/927 265/929 = 0.72 (0.60-0.87)
No diabetes 1617936 1977938 =] 0.78 (0.64-0.97)

=65 yr 233/1188 269/1127 = 0.78 {0.66-0.93)
Sex

Male 294/1426 353/1411 = 0.80 (0.68-0.93)

Female 67/437 109/456 F— 0.59 (0.44-0.80)
Race

White 264/1325 289/1304 = 0.88 (0.75-1.04)

Black 24/123 48/134 —— 0.46 (0.28-0.75)

Asian 62/337 99/335 — 0.57 (0.41-0.78)

Other 5/51 14/63 I | 0.41 (0.15-1.14)
Baseline body-mass index

<30 226/1263 322/1300 = 0.70 {0.59-0.83)

=30 135/600 140/567 —=—H 0.85 {0.67-1.08)
Baseline eGFR (CKD-EPI)

=60 159/969 224/960 = 0.67 {0.55-0.83)

<60 202/893 237/906 = 0.83 (0.69-1.00)
HF hospitalization in =12 mo

No 208/1286 285/1293 = 0.71 (0.60—0.85)

Yes 153/577 1777574 —=— 0.79 {0.64-0.99)
C e of hear] i
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NICE 2025 draft guideline

Early-onset Atherosclerotic

Heart failure

No relevant comorbidites Frailty

Obesity Chronic Kidney disease

Metformin contraindicated or
not tolerated?

Offer an SGLT-2 inhibitor

fe
= metformin and
+ an SGLT-2 inhibitor

Metformin contraindicated or
not tolerated?

Offer an SGLT-2 inhibiter

|

Further treatment needed to
reach glycaemic targets?

Add a DPP-4 inhibitor

|

DPP-4 inhibitor contraindicated,
not tolerated or not effective?

Offer:

« asulfonylurea or

» pioglitazone or

+ an insulin-based treatment

|

Further treatment needed to
reach glycaemic targets?

Consider adding a GLP-1 receptor
agonist if not already taking

one and initial therapy started

3 months ago or more

|

Additional further treatment
needed to reach glycaemic
targets?

If the person is taking a GLP-1
receptor agonist, add:

+ a sulfonylurea or

= pioglitazone or

» an insulin-based treatment

If a GLP-1 receptor agonist is
contraindicated, not tolerated, not
appropriate or not effective, add a
DPP-4 inhibitor

DPP-4 inhibitor contraindicated,
not tolerated or not effective?

Offer:

= a sulfonylurea or

= pioglitazone or

= aninsulin-based treatment

Metformin contraindicated or
not tolerated?

Offer either dapagliflozin or
empaglifiozin alone

For guidance on managing other
aspects of kidney disease in
adults with type 2 diabetes,

see NICE's guideline en chronic
kidney disease

type 2 diabetes

Metformin contraindicated or
not tolerated?
Offer an SGLT-2 inhibitor
Consider adding a GLP-1 receptar

not tolerated?

Offer an SGLT-2 inhibitor

Metformin contraindicated or

cardiovascular disease

Metformin contraindicated or
not tolerated?

Offer:
s an SGLT-2 inhibitor and
s subcutaneous semaglutide

!

Further treatment needed to
reach glycaemic targets?

Consider adding a DPP-4
inhibitor (if not already used)

!

DPP-4 inhibitor contraindicated,
not tolerated, not effective or
already being taken?

Consider adding:

+ pioglitazone or

+ asulfonylurea (if e5FR above
30 mifmin{1.73 m,) or

« an insulin-based treatment

agonist

Further treatment needed to
reach glycaemic targets?

Consider adding a GLP-1 receptor
agonist.

If the person is taking a GLP-1
receptor agonist, add:

= a sulfonylurea or

= pioglitazone or

+ an insulin-based treatment

If a GLP-1 receptor agonist is
contraindicated, not tolerated, not
appropriate or not effactive, add a
DPP-4 inhibitor

DPP-4 inhibitor contraindicated,
not tolerated or not effective?

Offer:

= a sulfonylurea or

= pioglitazone or

= an insulin-based treatment

|

Further treatment needed to
reach weight management
targets?

Consider adding

subcutaneous semaglutide if:

« the person is living with

oabesity

there are no concerns

about frailty that may

increase the risk of adverse

@vents with the madicine

« they have a preserved
ejection fraction

}

Further treatment needed to
reach glycaemic targets?

Add:
+ a sulfonylurea or
» aninsulin-based treatment

|

Further treatment needed to
reach glycaemic targets?

Add:

« a sulfonylurea or

« pioglitazone or

+ aninsulin-based treatment

Person develops atherosclerotic
cardiovascular disease after
starting initial treatment?

Add subcutaneous semaglutide

Further treatment needed to
reach glycaemic targets?

Add:

= a sulfonylurea or

« pioglitazone or

« an insulin-based treatment

Medicines that are suitable for

people with some comorbidities
may not be suitable for people
with other comorbidities shown
on this diagram. See NICE's

on

Metformin contradicted or not
tolerated?
Consider a DPP-4 inhibitor

Consider medication review
(see medication review box)

Medication review
Consider reviewing the person’s
overall diabatas treatment plan
to ensure that they are taking
the smallest effective number
of medications, at the lowest
effective dosage

|

Further treatment needed to
reach glycaemic targets?

Consider adding a DPP-4
inhibitor (if not already used)

!

DPP-4 inhibitor contraindicated,
not tolerated, not effective or
already being taken?

Offer:

» pioglitazone or

+ a sulfonylurea or

» aninsulin-based treatment

Take into account the risk of
hypoglycaemia and falls with
sulfonylureas and insulins

Y Baker
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NICE 2025 draft guideline — all roads lead to Rome

Atherosclerotic
cardiovascular disease

Early-onset
type 2 diabetes

Heart failure

No relevant comorbidites Obesity Chronic Kidney disease Frailty

fe
= metformin and
+ an SGLT-2 inhibitor

Metformin contraindicated or Metformin ¢ ntraindicated or Met ormin contraindicated or Metformin contraindicated or Metformin contradicted or not

Metformin contraindicated or

Metformin conti vindicated or

not tolerated? not tolerated? not toler, ted? not 1 lerated? not tolerated? / not tolerated? tolerated?
Offer an SGLT 2 inhibitor Offer: Consider a DPP-4 inhibitor
Offer either dapagli lozin or Consider addi g a GLP-1 receptor O fer an SGLT-2 inhibitor « an SGLT-2 inhibitor and Consider medication review

Offer an SGLT-2 inhibitor Offy - an SGLT-2 inhibiter \

empaglifiozin alone agonist J « subcutaneous semaglutide (see medication review box)
y
l \ l FRfrom 20 upto 30rYjmin/1.73m, 1 l l 1 P
Offer either dapaglifio ‘1 y Medication review
Further treatment needed to Further tre: “nt needed to emp ne Further tre stment needed to Further treatment neade’ Further treatment needed to Consider reviewing the person's
reach glycaemic targets? reach glycaem. = targets? reach gly ic targets? reach weight manager ént reach glycaemic targets? overall diabetes treatment plan

to ensure that they are taking

Add a DPP-4 inhibitor Consider adding a GLP-\ -eceptor Consider ad% g a GLP-1 receptor Add: the smallest effective number

agonist if not already takin, agonist. Consider adding . of medications, at the lowest

l one and initial therapy star’ subcutaneous = « a sulfonylurea or effective dosage
3 months ago or more ioglitazone or
S If the parson [s taking a GLP-1 / + the person’ * plogl
DPP-4 inhibitor contraindicated, l receptar ago iist, add: obasity « an insulin-based treatment l
t tolerated 't effective? ! )
not toler: or not effective’ \ « & sulfonyl frea or . Il:ra'ar /
| apou Further treatment needed to
Addi ment pioglita: or -
i n.ﬂ:.,“:r.‘::::’;,:..m For guidan se on managing ¢ ther : an Insulinbased trastmant 4 incr Ase the risk of adverse T . reach glycaemic targets?
+ asuffonylurea or taraate? N\ aspects of “dney disease i ev ants with the medicine
+ pioglitazone or " SR Ol < R Person develops atherosclerotic Consider adding a DPP-4
see NICE's guideline on chronic If a GLP-1 receptor agonist is i i i

e e e Tt If the persan is taking a GLP-1 \cid J Pl cardiovascular disease after inhibitor (if not already used)

: starting initial treatment?
receptor agonist, add: 9

+ a sulfonylurea or

= pioglitazone or

» an insulin-based treatment

If a GLP-1 receptor agonist is
contraindicated, not tolerated, not
appropriate or not effective, add a
DPP-4 inhibitor

DPP-4 inhibitor contraindicated,
not tolerated or not effective?

!

DPP-4 inhibitor contraindicated,
not tolerated, not effective or
already being taken?

Add subcutaneous semaglutide

Further treatment needed to
reach glycaemic targets?

Offer:

» pioglitazone or

+ a sulfonylurea or

» aninsulin-based treatment

Add:

= a sulfonylurea or

« pioglitazone or

« an insulin-based treatment

e metformin and
e an SGLT-2 inhibitor

Take into account the risk of
hypoglycaemia and falls with
sulfonylureas and insulins

Medicines that are suitable for

people with some comorbidities
may not be suitable for people
with other comorbidities shown
on this diagram. See NICE's

on

Offer:

= a sulfonylurea or

= pioglitazone or

= aninsulin-based treatment

an insulin-based treatment

Y Baker
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GLP1 receptor agonists

Brain
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GLP1 Agonists and CV/renal outcomes

in T2DM

GLP-1receptor Placebo, Hazard ratio NNT pvalue
agonist, n/N (%) n/N (%) (95% Cl) (95% Cly
Three-point MACE ‘
9 ELIXA 400/3034 (13%)  392/3034 (13%) —— 1.02 (0-89-117) 078
3_p0| nt MACE LEADER 608/4668 (13%)  694/4672 (15%) - 0-87 (0.78-0.97) 0.01 H R 086 (080-093)
SUSTAIN-6 108/1648 (7%) 146/1649 (9%) [ — 074 (0-58-0-95) 0-016
EXSCEL 839/7356 (11%)  905/7396 (12%) & 0-91(0-83-1-00) 0-061
Harmony Outcomes 338/4731 (7%) 428/4732 (9%) e 078 (0-68-0-90) 0-0006
REWIND 594/4949 (12%)  663/4952 (13%) - 0-88(079-0-99) 0-026
PIONEER & 61/1591 (4%) 76/1592 (5%) e 079 (0-57-111) 017
AMPLITUDE-O 189/2717 (7%) 125/1359 (9%) —— 073 (0:58-0-92) 0-0069
Subtotal (I=44-5% p=0-082) 0-86 (0-80-0-93) 65 (45-130) <0-0001
Cardiovascular death
ELIXA 156/3034 (5%) 158/3034 (5%) —— 098 (078-122) 0-85
CV death LEADER 219/4668 (5%) 278/4672 (6%) —— 078 (0-66-0-93) 0.007 H R 0-87 (0.80'0.94)
SUSTAIN-6 44/1648 (3%) 46/1649 (3%) E—— 0-98 (0-65-1:48) 092
EXSCEL 340/7356 (5%)  383/7396 (5%) i 0-88(076-1.02) 0.096
Harmony Outcomes 122/4731 (3%) 130/4732 (3%) — 093(073-119) 058
REWIND 317/4949 (6%) 346/4952 (7%) —- 0:91(0-78-1:06) 021
PIONEER 6 15/1591 (1%) 30/1592 (2%) 4—————— 049 (027-092) 0021
AMPLITUDE-O 7512717 (3%) 50/1359 (4%) —— 072(0-50-1-03) 007
Subtotal (I’=13-4%, p=0-33) 4 0-87(0-80-0-94) 163 (103-353) 0-0010
Fatal or non-fatal myocardial infarction
ELIXA 270/3034 (9%) 261/3034 (9%) e 1.03 (0-87-1.22) 071
Fatal/non-fatal Ml LEADER 20204668 (6%)  339/4672 (7%) = 0.86(073-1.00) 0046 HR 0.90 (0.83-0.98)
SUSTAIN-6 54/1648 (3%) 6711649 (4%) — 0-81(057-1-16) 026
EXSCEL 483/7356 (7%) 493/7396 (7%) —— 0-97 (0-85-1-10) 062
Harmony Outcomes 181/4731 (4%) 240/4732 (5%) — ‘ 075 (0-61-0-90) 0.003
REWIND 223/4949 (5%) 231/4952 (5%) —— 096 (079-1-15) 063
PIONEER 6 37/1591 (2%) 35/1592 (2%) ———— 1.04 (0-66-1-66) 049
AMPLITUDE-O 91/2717 (3%) 58/1359 (4%) e 075 (0-54-1-05) 009
Subtotal (I’=26-9%, p=0-21) ? 0-90 (0-83-0-98) 175 (103-878) 0-020
Fatal or non-fatal stroke
ELIXA 67/3034 (2%) 60/3034 (2%) — 112 (079-1-58) 054
Fata |/n0n‘fata| St ro ke LEADER 173/4668 (4%) 159/4672 (4%) — 0-86 (071-1-06) 016 H R 083 (076-092)
SUSTAIN-6 30/1648 (2%) 46/1649 (3%) r 065 (0-41-1-03) 0-066
EXSCEL 187/7356 (3%) 218/7396 (3%) —— 085 (070-1.03) 0-095
Harmony Outcomes 94/4731 (2%) 108/4732 (2%) — 0-86 (0-66-1:14) 030
REWIND 158/4949 (3%) 205/4952 (4%) —— 076 (0-62-0-94) 0-010
PIONEER 6 13/1591 (1%) 17/1592 (1%) — 0.76 (0-37-1:56) 043
AMPLITUDE-O 712717 (2%) 31/1359 (2%) —— 074 (0:47-1.17) 019
Subtotal (I’=0-0%, p=0-64) 3 0-83(0-76-0-92) 198 (140-421) 0-0002 , B a ke r
05 1 15 HEART & DIARETES INSTITUTE
+“— —»

Sattar. Lancet Diabetes Endocrinol 2021; 9:653-662

Favours GLP-1 receptor agonists  Favours placebo




GLP1 Agonists and CV/renal outcomes in T2DM

GLP-1 receptor Placebo, Hazard ratio NNT pvalue
agonist, n/N (%) nfN (%) (95% ClI) (95% Cl)
All-cause mortali
All-cause death ELIXA N 2113034 (7%)  223/3034(7%) - 0-94(07810113) 050 HR 0.88 (0.82-0.94)
LEADER 381/4668 (8%) 44714672 (10%) = 0-85 (074 t0 0-97) 0.02
SUSTAIN-6 62/1648 (4%) 60/1649 (4%) . 1-05 (074 to 1-50) 079
EXSCEL 507/7356 (7%) 584/7396 (8%) =~ 0-86 (077 to 0-97) 0-016*
Harmony Outcomes 196/4731 (4%) 205/4732 (4%) —~‘— 0-95 (0-79 to 1-16) 0-64
REWIND 536/4949 (11%)  592/4952 (12%) B 0-90 (0-80 to 1.01) 0.067
PIONEER 6 23/1591 (1%) 45/1592 (3%) e 051(0:31t00-84) 0-008
AMPLITUDE-O 111/2717 (4%) 69/1359 (5%) — 078 (0-58 to 1.06) 011
Subtotal (I’=10-1%, p=0-35) Y 0-88 (0-82t0 0-94) 114 (76 t0 228) 0-0001
Hospital admission for heart failure
g 1223034 (4%) 127/3034 (4%) = 0-96 (075 t01:23) 075
Heart failure hosp o BAGSBSN)  24BA6T2(5% - 087 07310105 0 HR 0.89 (0.82-0.98)
SUSTAIN-6 59/1648 (4%) 54/1649 (3%) = 111 (077 to 1-61) 0.57
EXSCEL 219/7356 (3%) 231/7396 (3%) —— 0-94 (078 t0 1-13) 049
Harmony Outcomes 79/4731(2%) 111/4732 (2%) — 0-71(0-53 to 0-94) 0019
REWIND 213/49489 (4%) 226/4952 (5%) —— 0:93 (077 to 1-12) 0.46
PIONEER 6 21/1591 (1%) 24/1592 (2%) —_— 0-86 (0-48 to 1.55) 059
AMPLITUDE.O 40/2717 (1%) 31/1359 (2%) —_— 0-61(0:38t0 0-98) 0-04
Subtotal (F=3-0%, p=0-41) 0-89 (0-82 10 0-98) 258 (158 to 1422) 0-013
Composite kidney outcome including macroalbuminuria
. o ELIXA 172/2647 (6%) 203/2639 (8%) = 0-84 (0-68 t01-02) 0.083
Kldney outcome incl. MA LEADER 2684668 (6%)  337/4672(7%) e 078 (0-67 t0 0:92) 0-003 HR 0.79 (073-087)
SUSTAIN-6 62/1648 (4%) 100/1649 (6%) o 0-64 (0-46 t0 0-88) 0005
EXSCEL 366/6256 (6%) 407/6222 (7%) o 0-88 (076 t0 1.01) 0065
REWIND 848/4949 (17%)  970/4952 (20%) -~ 0-85 (0-77 to 0-93) 0.0004
AMPLITUDE-O 353/2717 (13%) 250/1359 (18%) —— 0.68 (0-57 t0 0-79) <0-0001
Subtotal (F=47-5%, p=0-090) ¢ 0-79 (073 to 0-87) 47 (37 t077) <0-0001
Worsening of kidney function
g = . ELIXA 4173031 (1%) 35/3032 (1%) — 116 (074 t01-83) 0513
Worsening of kidney function LEADER BIA66B2N)  S74672(2%) - 089(06710119) 043 HR 0.86 (0.72-1.02)
SUSTAIN-6 18/1648 (1%) 14/1648 (1%) 4‘_.7 1.28 (0-64t02.58) 048
EXSCEL 246/6456 (4%) 273/6458 (4%) —— 0-88 (074 t01.05) 016
REWIND 169/4949 (3%) 237/4952 (5%) —— 070 (0-57 to 0-85) 0.0004
AMPLITUDE-O 712717 (<1%) 711359 (1%) 035 (010 t0 1-27) 011
0-86 (0-72101-02) 241(120t0-1694)t  0-089

Sattar. Lancet Diabetes Endocrinol 2021; 9:653-662

Subtotal (F=43-0%, p=0-12)
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Favours GLP-1 receptor agonists Favours placebo

Y Baker
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Semaglutide in obesity without DM

Cumulative Incidence (%)

No. at Risk
Placebo

100+
90 -
80+
70+
60—
50+
40+
30-
20-
10

l:]_l
0

4801

Semaglutide 8803

A Primary Cardiovascular Composite End Point

109" Hazard ratio, 0.80 (95% CI, 0.72—-0.90)

P<0.001 for superiority

Placebo

Semaglutide

| T | | | | |
6 12 13 24 30 36 42 43

Months since Randomization

4652 82487 8326 2led 7101 5660 4015 1672
24695 8561 8427 23254 7229 5777 4126 1734

Lincoff. N Engl J Med. 2023 Nov 11. doi: 10.1056/NEJM0a2307563 !

“ ORIGINAL ARTICLE ”

Semaglutide and Cardiovascular Outcomes
in Obesity without Diabetes

A. Michael Lincoff, M.D., Kirstine Brown-Frandsen, M.D., Helen M. Colhoun, M.D.,
John Deanfield, M.D., Scott S. Emerson, M.D., Ph.D., Sille Esbjerg, M.Sc.,
Seren Hardt-Lindberg, M.D., Ph.D., G. Kees Hovingh, M.D., Ph.D.,

Steven E. Kahn, M.B., Ch.B., Robert F. Kushner, M.D., Ildiko Lingvay, M.D., M.P.H.,
Tugce K. Oral, M.D., Marie M. Michelsen, M.D., Ph.D., Jorge Plutzky, M.D.,
Christoffer W. Tornge, Ph.D., and Donna H. Ryan, M.D.,
for the SELECT Trial Investigators™*
>____________________________________________________ __
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Semaglutide improves walking distance in PAD in T2DM

Observed median ratio to baseline in

maximum walking distance

Median maximum walking

distance at week 52
- — Semaglutide
—Placebo
Median difference vs placebo 1;21
7 26-4m(95%Cl11-8-40-9*
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1-12 ;*’/f
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T |
0 26 52
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Median pain-free walking distance
atweek G2

Median difference vs placebo
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Meta-analysis of RCTs shows benefits are not diminished in >75s

able 2 - Meta-analysis results versus placebo for patients 75 years or older and patients younger than 75 years.

Outcome Number of trials Age categories (n events/N analyzed)® HE 95% CI P-interaction I*

GLP-1 receptor agonists versus placebo

3-p MACE 2 All patients 0.87 0.79 to 097 0.07 40%
<75 years (2598/22,006) 0.92 0.85 to 0.99
>75 years (448/2086) 0.75 0.61 to 0.92

SGLT2 inhibitors versus placebo

3-p MACE 2 All patients 0.91 0.83 to 099 016 4%
<75 years (2075/22,432) 0.93 0.85 to 1.02
=75 years (256/1748) 0.77 0.60 to 0.99

CVD 2 All patients 0.78 0.58 to 1.06 0.54 71%
<75 years (691/22,432) 0.79 0.52 to 1.20
=75 years (112/1748) 0.77 0.40 to 146

CVDHHF 2 All patients 0.75 0.62 to 0.90 0.83 52%
<75 years (1089/22,432) 0.76 0.63 to 0.91
=75 years (187/1748) 0.71 0.40 to 127

HHF 2 All patients 0.71 0.61 to 0.23 070 0%
<75 years (607/22,432) 0.72 0.61 to 0.84
=75 years (102/1748) 0.64 0.36 to 1.12

Renal composite outcome 2 All patients 0.59 0.52 to 065 049 0%
<75 years (1147/21,667) 0.59 0.51 to 0.68
=75 years (133/1668) 0.51 0.36 to 0.65

Abbreviations: HR, hazard ratio; CI, confidence interval; GLP-1, glucagon-like peptide-1; SGLT2, sodium-glucose co-transporter 2; 3-p MACE, 3-point composite of major adverse cardiovascul ar events;,
CVD, cardiovascular death; CVDHHF, cardiovascular death or hospitalization for heart failure; HHF, hospitalization for heart failure. *Number of events (n) and patients analyzed (M) are both for

Y Baker

HEART & DIABETES INSTITUTE
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TGA indications and PBS restrictions

Indication (TGA) m Key PBS restrictions

Ozempic

T2DM for glucose lowering (incl.

monotherapy)
Wegovy

Wt management
CVD risk reduction

Dapagliflozin/Empagliflozin

T2DM for glucose lowering (incl.

monotherapy)
CV prevention

CKD
Heart failure

v

x

NN X

A1c >7.0% (excl. monotherapy)
Not 1st line
If SGLT2i can’t be used

A1c >7.0% (excl. monotherapy)
DM plus high CV risk (no A1c limit)
ACR 22.6-565 mg/mmol

NYHA classes I, lll or IV



How should glucose-lowering drugs be selected?

 For those at elevated CV or renal risk
« Add SGLT2i or GLP1-RA, irrespective of A1c — only partially supported by PBS

* For ‘pure’ glucose lowering

 Most classes have a potential role
« Avoidance of hypoglycaemia is valuable

« Avoidance of weight gain is desirable, but not of proven benefit for hard outcomes

€) Baker



What does the future hold?

* Likely further evidence about the broader benefits of SGLT2i
and GLP1-RA

* Liver disease, cognitive function

- Better evidence about potential harms of GLP1-RA
 Eye complications, muscle loss

 Oral GLP1-RA
 GLP-1-like drugs that preserve muscle mass/function

* Incorporation of technology (CGM and insulin pumps) into

T2DM
€) Baker
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Summary

« Multiple options for drug management of type 2 diabetes

* Glucose lowering by any means lowers risk of microvascular
disease

« SGLT2i and GLP-1RA further lower renal and cardiovascular risk
through non-glucose mechanisms

« SGLT2i and GLP1-RA often need to be used based on CV/renal
risk, not just for HbA1c

€) Baker



Resources

* Royal Australian College of General Practitioners (RACGP)
Guidelines

* https://www.racgp.org.au/clinical-resources/clinical-quidelines/key-racgp-quidelines/view-

all-racgp-quidelines/management-of-type-2-diabetes/introduction

» Australian Diabetes Society (ADS) Clinical Guidelines

 https://www.diabetessociety.com.au/quideline/

€) Baker
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