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Introduction

e According to the National Institute of Clinical Excellence (NICE),
exenatide™:

- use should be restricted to:
e patients with HbA1c=7.5%

e patients with BMI = 35 kg/m? (or BMI < 35 kg/m? in certain ethnic
groups) unless there was a professional hazard using insulin

e third line therapy to metformin and sulfonlyurea

- continuation should be restricted to those who achieve HbA1c
reduction of = 1% AND weight loss of = 3% initial body weight at 6
months

e \We examined the utility of this recommendations against results from
the ABCD nationwide exenatide audit

e In the audit, 315 contributors from 126 centres submitted data on 6717
patients.

e Two groups of patients were analysed:
- All patients with both HbA1c and weight at baseline and 6 months

- Patients above but also who satisfy NICE patient selection guidelines
ie. patients were excluded if:

e HbA1c <7.5%

e BMI <35 kg/m? (unless has occupational hazard using insulin)
e on insulin

e on triple oral therapy

Results

Effects on patient numbers
e 1882 patients had baseline and 6 month HbA1c and weight data

e 1081 patients had baseline and 6 month HbA1c and weight data, and
also satisfy NICE criteria

- The number of patients excluded by each NICE criteria is outlined in
Table 1

Table 1: Effects of NICE guidelines on patient numbers and NICE criteria for
treatment success

Both HbA1c | HbA1c | Weight

and weight | success | success

success only only
Allpatients With 6 1882 286%  163%  393%  15.8%
el 1693  307%  18.1%  357%  15.4%
Exclude BMI
;?Eu‘g;ttt‘gr‘gl 1638 28.6% 15.6%  39.9%  15.8%
reason only

Exclude patients
on triple oral 1500 30.3% 17.8% 37.0% 14.9%
therapy only

Exclude patients
on triple oral 1780 28.7% 16.0 39.7 15.7
therapy only

Exclude all 4

. 1081 32.9% 18.9% 34.0% 14.2%
criteria together

e Patient examples whereby NICE patient selection criteria appears
problematic

- Patient 1: Baseline HbA1c of 7.1% but achieved HbA1c reduction of
1.5% and 9kg weight loss

- Patient 2: BMI of 32 (Caucasian) but achieved HbA1c reduction of 2.5%
and 6.9kg weight loss

- Patient 3: On long acting insulin 180 units/day but achieved HbAc
reduction of 1.5% and 11 kg weight loss

- Patient 4: On triple oral therapy but achieved HbA1c reduction of
1.2% and 8kg weight loss

e Effects of NICE criteria on the frequency of successful treatment
response

e Any HbA1c or weight improvement

- Among the 1882 patients, 89.2% had a weight reduction, 68.2% had
HbA1c reduction, and 60.1% had a reduction in both.

- Among the 1081 patients, 88.6% had a weight reduction, 72.1% had
HbA1c reduction, and 63.4% had a reduction in both.

e NICE criteria for successful treatment response

- Among the 1882 patients, 67.9% achieved weight loss criteria, 44.9%
achieved the HbA1c criteria, only 28.6% achieved both

- Among the 1081 patients, 66.9% achieved weight loss criteria, 51.8%
achieved the HbA1c criteria, only 32.9% achieved both

e Effects of NICE criteria on the frequency of successful treatment
response

e Not surprisingly, excluding patients using NICE criteria led to patients
with higher mean baseline HbA1¢c, weight and BMI (Table 2)

e |t also selected more patients who were Caucasian and with lower
duration of diabetes

e Patients also achieved greater HbA1c and weight reduction (Fig. 1)

Table 2: Effects of NICE selection criteria on baseline characteristics of
patients

Patients before Patients after NICE
NICE criteria criteria exclusion P value
exclusion (n=1882) (n=1081)

n n
Male % 1785 57.3 10.16 57.2 0.971
Caucasian % 1400 87.7 692 94.1 <0.001
Age (yrs)”? 1757 55.3 (10.3) 991 55.0 (10.4) 0.512
Olabetes grge 1497 97(58) 871 89(4) 0.001
HbA1c (%) 1882 9.47 (1.67) 1081 9.74 (1.47) <0.001
Weight (kg)? 1882 114.2(22.9) 1081 117.1 (22.4) 0.001
BMI (kg/m?)? 1047 40.3 (8.2) 556 42.5 (6.5) <0.001

Figure 1: Effects of NICE selection criteria on HbA1c and weight reduction
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Discordant HbA1c or weight response among individual patients

e There were many patients who achieved a substantial reduction in
HbA1c but not weight and vice versa See Fig. 2,3,4,5

Figure 2: Examples of patients who respond predominantly to either
HbA1c or weight
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Figure 3: Range of weight changes in those who failed the NICE HbA1c
criteria for success — in 1882 and 1081 patients
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Figure 4: Range of % TBW changes in those who failed the NICE HbA1c
criteria for success — in 1882 and 1081 patients

400 A 200 A
360 183

300 - 1505

216 102
100 - ] 90
174

159 = &3

Number of patients
]
[
=
|

56
41 18 26
11
. | IFARNE I
D ITI | | | | | I |_I| '_II D IT| IT‘ | I | | I |_I| '_I|
;;g:u E:{p Gg—: 0.53 ¢ 09 ij x(,;Eb A ;.55 G;;}:: Q:ga G:ga R e Q’(‘j X A
R\ M N (8] (%] .@ N M R O O O .@
2 T G e o Tl - T R e
N N AP Q Qf" <2 NN a2 Q x,\;: 10

Percentage total body weight change (%)

Figure 5: Range of HbA1c changes in those who failed the NICE weight
criteria for success — in 1882 and 1081 patients
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Conclusion

e Many patients would potentially have been excluded if NICE
patient selection criteria were adhered to; some of these
patients still responded very well to exenatide

Selecting patients based on NICE criteria only led to marginal

increase in successful treatment response

- This was mainly driven by an improvement in HbA1c
response in the context of patients who had higher baseline
HbA1c, shorter duration of diabetes and not being on insulin

Over 60% of patients achieve the ideal of both HbAc
reduction and weight loss, but only about 30% achieve the
NICE guideline standard

Many patients had a significant metabolic response but only in
one parameter of HbA1c or weight

e The NICE guideline should change to acknowledge that either
significant HbA1c reduction or significant weight response
may represent a beneficial response
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