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Shifting Paradigms: Introducing
Weekly Basal Insulin for Type 2
Diabetes

Alexander Abitbol MDCM, FRCPC
Endocrinologist, LMC
Toronto, Ontario, Canada

Diabetes is a significant public health problem in Canada, with an estimated 9% of the
Canadian population diagnosed with the disease. Treatment options for type 2 diabetes
(T2D) include lifestyle modification, antihyperglycemic
agents, and insulin therapy. In the summer of 1921,
Frederick Banting and Charles Best were the first to
extract insulin from the pancreases of dogs and proved
that it can lower blood glucose in dogs. Progressive
advancements led to the evolution of basal insulins
with new options emerging that had longer duration of
actions. Now, just over 100 years after the discovery of
insulin, a weekly basal insulin, icodec (Awiqli®), is finally
available to patients in Canada. Icodec has the longest
half-life of any approved basal insulins through its increased albumin binding. This practical
option will also help clinicians overcome some of the barriers to insulin initiation and thus
benefit more patients affected with diabetes.

Now, just over 100 years
after the discovery of
insulin, a weekly basal
insulin, icodec (Awiqli®),
is finally available to pa-
tients in Canada.
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Preclinical studies show increased albumin binding with icodec gives longer half-life

ONWARDS 1, 3 and 5 evaluated
the benefits amongst insulin naive
individuals ~ and  demonstrated
. leodec superior A1C reduction compared
pean>® | to daily basal insulin, and similar
—oeenr | rates of clinically significant or severe
hypoglycemia. The recommended

starting dose of icodec is 70 units

weekly. Patients are instructed to
look at 3 pre-breakfast capillary

Time (days)

Initiating Insulin

Due to the progressive nature of diabetes, up to
40% of people with T2D eventually require insulin
therapy. Unfortunately, clinical inertia is especially
common with insulin
initiation. A recent
survey of Canadian
family physicians found

Insulin icodec may help
overcome some of the

that the average A1C
before starting insulin
was 9.5%, and the mean
time from diagnosis of
T2D to insulin initiation
was 9.2 years. The major
barriers (identified by
health care providers
themselves) to insu-
lin initiation included
an overestimation by

barriers by providing
greater convenience to
patients, reduced clinical
inertia, better adherence,
less overwhelming sense
of treatment, and will

be easier for individuals
with treatment regimens
in need of medical/
family assistance.

. ) blood glucose or continuous glucose
monitor readings (2 days before
and on day of titration), and target
glucose between 4.4-7.2mmol/L.

I EEE—————— f mean dlucose > 7.2mmol/L, it is

recommended to increase dose of
icodec by 20 units. If mean glucose <4.4 mmol/L, it
is recommended to decrease dose of icodec by 20
units. In clinical practice, the titration values need to
be individualized. A smaller titration increment of 10
units is also an option.

Switching Insulin
There are many reasons for switching an indi-
vidual’s basal insulin including an improved ease
of administration (ex. hypodermic syringe to
pen needle), adverse effects or hypoglycemic
episodes on current therapy, the convenience of
less frequent injections, flexible dosing options (ex:
for shift worker), less glycemic variability, improved
effectiveness (A1C/TIR), or changes in cost or
insurance coverage. To
switch from daily basal
insulin to icodec, the
current  basal insulin

To switch from daily
basal insulin to icodec,
the current basal insulin

clinicians of their quality

of care and adherence to guidelines, a fear of
potential adverse effects (hypoglycemia and weight
gain), and concerns over patient adherence and

dose is multiplied by

dose is multiplied by 7.

ONWARDS 1, 3 and 5
evaluated the benefits
amongst insulin

naive individuals and
demonstrated superior
A1C reduction compared
to daily basal insulin,
and similar rates of
clinically significant or
severe hypoglycemia.

the ability to manage
complex  regimens.
Insulin icodec may help
overcome some of the
barriers by providing
greater ~ convenience
to patients, reduced
clinical inertia, better
adherence, less
overwhelming sense of
treatment, and will be
easier for individuals
with treatment regimens

inneed of medical/family assistance. The ONWARDS
phase 3 clinical program has demonstrated
the effectiveness and safety of insulin icodec.

7. For the first dose, an
extra 50% is adminis-
tered as a loading dose (or 10.5x basal insulin dose).
This one time additional dose is optional, depending
on the patient’s glycemic control and history of
hypoglycemia (Awigli® product monograph 2024).
For the second week, 7x the daily basal insulin dose
is adminis-tered. Starting in week 3, the dose of
icodec administered in week 2 is titrated similarly
to when starting icodec (as outlined above). Icodec
is seven times concentrated (U-700) so the volume
injected subcutaneously is similar to the volume
injected with daily basal insulin. One unit of icodec
provides the same glucose lowering as one unit of
comparator daily basal insulins. Awigli® is available

Prescribe the 3ml pen when the dose of icodec
exceeds 170 units weekly.



Reasons For Switching Basal Insulin

Convenlence of less

Change in cost or
e frequent injections

insurance coverage N

Concentrated insulin
for higher doses

Imp
in range

Adverse Events or
hypoghycemic episodes
on current therapy

Flexibility (e.g. for
shift workers)

in 3 FlexTouch pens: Tml (only available as sample),
1.5ml and 3ml. Prescribe the 3ml pen when the
dose of icodec exceeds 170 units weekly.

ONWARDS 2 evaluated insulin-experienced
participants with type 2 diabetes who switched basal
insulin to weekly icodec or daily degludec. This trial
demonstrated superior A1C reduction with icodec
compared to degludec. There were similar rates of
clinically signifi cant or severe hypoglycemia in both
groups. Changes in diabetes treatment satisfaction
questionnaire (DTSQ) scores favoured icodec
over degludec. ONWARDS 4 evaluated insulin-
experienced participants with type 2 diabetestreated
with multiple daily injections (basal-bolus) of insulin
who switched their basal insulin to weekly icodec or
daily glargine U-100. This trial demonstrated a non-
inferior A1C reduction and similar rates of clinically
significant or severe hypoglycemic events for both
groups.

Summary

Weekly insulin is now available in Canada. Icodec has
demonstrated similar glucose-lowering efficacy and
safety endpoints compared with first- and second-
generation daily basal insulins, and better treatment
satisfaction in the ONWARDS clinical trial program.
The clinical discussion to start basal insulin is not an
easy one to have with your patient. Breakthroughs
in diabetes also don't come along very often. About
100 years after the discovery of insulin, a growing
number of individuals today are still burdened with
type 2 diabetes, many eventually require insulin

therapy, and

Zoerr:/ee |ac:ep is: I_l;l Icodec_ is ;_)ositioned to prevent
diabetes-  complications by combat-
frelated !n:q_cll_mcal inertia to msulm
complications initiation and overcomlng
due to poor poor adherence through its

more convenient weekly

glycemic administration.

control. Icodec
is positioned to
prevent complications by combating clinical inertia
to insulin initiation and overcoming poor adherence
through its more convenient week-ly administration.

Individuals who are start insulin earlier and more
appropriately, and establish better adherence to
therapy will maintain adequate glycemic control
and, ultimately, develop fewer complications from
diabetes.

ONWARDS Program: Topline Results

ONWARDS 5
BASAL INITIATION

ONWARDS 1 ONWARDS 3

BASAL INITIATION BASAL INITIATION
Trial duration (weeks) 52 (78) 26
Baseline HbA,, 8.5 8.5
Non-inferiority confirmed v v
Superiority confirmed 7 -
Endpoint assessed (week) 52 26

LF

89
v

v

52

ONWARDS 2 ONWARDS 4 ONWARDS 6
BASAL SWITCH BASAL/BOLUS SWITCH BASAL/BOLUS SWITCH
26 26 26 (52)
8.13 83 7.61
v v v
v
26 26 52

Estimated change from
baseline in HbA,, (%)

-1.36

=1.57

Estimated rate of clinically
significant or severe

lcodec w/ [N

Guide App
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. 0.93
o 116 -1.18 19.93
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0.14 073 027 -

hypoglycemia
(event per PYE)

Insulin-treated type 2 diabetes




SAVE THE DATE!
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ENDOCRINOLOGY & DIABETES

8th Biannual
Clinical Practice Update - Fall Event

Practical Pearls & Perils for
Hands-On Patient Management

expert discussion for primary care

Pan Pacific Hotel &
Conference Centre
Saturday, November 2, 2024

8:00 AM = 1:15 PM EST 900 York Mills Road,

Toronto, ON
M3B 3H2

Agenda and Accredited Program for Primary Care to follow...

Please RSVP via fax 416.645.2931 or email rsvp@LMC.ca
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