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INTERNATIONAL SYMPOSIUM 
FACING THE CHALLENGE OF CLINICAL INERTIA IN 2021

Evidence for early, tight glycemic control
Good outcomes are obtained with early glycemic control, as shown by 
the UK Prospective Diabetes Study (UKPDS), but the legacy benefits 
continue ten years after the study ending, and are also present for lipid 
and blood pressure management. The ADA and EASD consensus report 
now has, for the first time, evidence-based recommendations: among 
them, on a blue circle on the top of the flowchart, it is recommended to 
“avoid clinical inertia”, and “to reassess and modify clinical treatment 
regularly, every 3-6 months”(1).

Therapeutic inertia 
When we look at mean glycated hemoglobin (data from the UK data-
base, 2010-2017), after first-line therapy, second-line therapy, up to the 
fourth-line therapy, we do not see much of the change in terms of im-
provements in HbA1c outcomes, despite progress is being made in a 
number of therapeutic areas with some fantastic therapies to improve 
outcomes(2). This is really therapeutic inertia: the failure to advance 
therapy or de-intensify therapy when appropriate to do so(3).
Therapeutic inertia is very different from clinical inertia. Therapeutic 
inertia mainly refers to a treatment regimen, while clinical inertia could 
be much wider: preventing and delaying negative outcomes, including 
referral to self-education programs, lack of screening, lack of assess-
ments, the lack of preventive measures or referrals, for example.
We used to think that clinical inertia was mainly present when we came 
to initiate insulin or indeed intensify insulin, but now we have all warn-
ing evidence showing that therapeutic inertia is present throughout ev-
ery step of the process, even initiating a first-line therapy. 
A database of a study with more than 80,000 people in the UK shows 
that people with HbA1c >/= 7.5% present a medium of three years to 
intensify therapy when taking one oral antidiabetic drug (OAD), 7 years 
when on two OADs, and more than 6 years to intensify therapy with in-
sulin when taking three OADs(4). 
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Even with insulin, patients remain poorly controlled 
on OAD treatment for prolonged periods of time in 
clinical practice, with high differences among coun-
tries in the assessment of initiating QD insulin de-
temir in patients with T2DM treated with >/= 1 OADs, 
with a mean pre-insulin HbA1c ranging from 8.3% in 
China to nearly 10% in Turkey and in the UK(5). We 
are not late only in initiation, but also in titration: 
with an initiation dose at range of 0.1 to 0.3 U/kg, but 
at 24 weeks some countries were still only at about 
0.15 U/kg, some had titrated more aggressively, and 
this is despite studies showing that with insulin de-
temir, for example, at 52 weeks we can get to 0.7 U/
kg without getting any hypoglycemia. Despite that, 
this was not occurring in titration(5). 
We see inertia even in patients treated with basal 
insulin. As shown in another study that included pa-
tients with HbA1c >/= 7.5% treated with basal insu-
lin, about 30% had intensified therapy while about 
32% stopped basal insulin, and it took a median of 
3.7 years to intensify therapy.(6)

Summarizing, we can say that therapeutic inertia is 
a global problem and all of these studies show that 
we wait too much to switch from an oral therapy to 
insulin therapy, as we usually wait an average of 2 
to 7 years.
However, therapeutic inertia is not only the failure 
to advance therapy, but also the failure to de-inten-
sify therapy when it is appropriate to do so. This is 
what is called “quaternary prevention”, that is inter-
ventions that protect a group at risk of over-medica-
tion, for example with patients who become older, 
frail, who are not very well, and stop therapy as well, 
since this also is therapeutic inertia.

Consequences of inertia
The study of Osataphan showed the impact of ther-
apeutic inertia on microvascular complications, 
such as retinopathy. People who had timely inten-
sification had a lower risk of progression, and the 
incidence of diabetic retinopathy in those who had 
inertia was about 4.9 higher than in people who did 
not(7).
Consequences of inertia can be seen also in cardio-
vascular complications, with a significant increase 
of myocardial infarction, stroke, heart failure, and 
composite cardiovascular events in the case of 
therapeutic inertia. Among patients with newly di-
agnosed type 2 diabetes from a UK retrospective 
cohort study, 26% didn’t receive treatment intensifi-

cation within the first 12 months(8). Another US study  
reported that therapeutic inertia is also associated 
with mortality: for example, a 3-year delay in inten-
sification would be associated with a 37% increased 
mortality, and a 6-year delay would be associated 
with a 54% risk of mortality(9). Therefore in summary, 
therapeutic inertia is associated with both micro-
vascular and macrovascular outcomes, as well as 
mortality.

Potential solutions
In terms of barriers, which is a very complex area, 
there are patient-level barriers, physician-level bar-
riers, and system-level barriers. The latter refers to 
resources that are unable to access or do not have 
access to certain medications.  
In term of physician- and patient-level barriers, some 
of them are very similar: fear of hypoglycemia, im-
paired quality of life, lack of patient adherence to 
treatment, financial restrictions, complex regimes so 
that people do not intensify their therapy properly(10).
In terms of number of interventions to overcome 
inertia, not many interventions are been tried truly, 
and this is an area that we need to look at in the fu-
ture. Nevertheless, some of the areas that are been 
used to overcome therapeutic inertia include educa-
tion programs, motivating and supporting patients 
on self-management, trying to improve adherence 
to medications and to guidelines, developing qual-
ity measures, and using effective information sys-
tems. 
A systematic review of 36 studies and over 22,000 
participants, published in 2021 as part of an ADA 
initiative, showed that the interventions having the 
best effect to mitigate therapeutic inertia were those 
that empower nonphysician providers such as phar-
macists, nurses and diabetes educators to initiate 
and intensify treatment independently, whereas 
physician-based interventions probably have the 
least efficacy, with a 0.3% reduction(11). So now we 
have overwhelming evidence that we can do some-
thing to contrast therapeutic inertia.

Overcoming Therapeutic 
Inertia initiative
Three years ago, an ADA initiative was started to 
overcome therapeutic inertia by empowering pa-
tients and healthcare professionals, trying to opti-
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mize care and treatment programs, and adopting al-
gorithms that could be put in the computer systems 
to create and use a patient registry, and integrate 
programs to support healthcare professionals to 
improve outcomes. The three main pillars that can 
help us overcoming therapeutic inertia are research, 
education and awareness, and collaborative barrier 
busting. Quite a lot of work has already been done, 
and a key point was the collaboration between a 
number of groups(12). 
In summary, type 2 diabetes is a progressing disease 
and tight glycemic control is associated with long 
terms benefits, but there are huge amounts of barri-
ers in translating evidence in clinical practice for im-
proving outcomes. So, we need to work together to 
overcome clinical inertia and to arrive to a solution, 
individualizing interventions.
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