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Methodological aspects



Evaluate HbA1c, Hypoglycemia, and adherence before and after U-500R
initiation in real-world setting among the patients who used U-500R in the way
that was consistent with label

Non-interventional study design
Cohort

Study Design

Name of medicine, other
Humulin R U-500

Medical condition to be studied
Insulin-requiring type 2 diabetes mellitus

Study drug and medical condition

Short description of the study population
U-500R Syringe Initiators [Index Event a]
Inclusion Criteria
Patient will be included if they:
  had ≥1 prescription claim for U-500R vial during the identification period
(VHA: 01JAN2014–30JUN2017; Truven: 01JUL2014–30JUN2017), with the first
prescription claim for U-500R vial designated as index Event a (U-500R syringe
initiation), and the date designated as the index date;

Population studied



  had ≥2 claims with an ICD-9/10-CM code for T2DM in any position
(primary/secondary) at any time prior to the index date;
  were aged ≥18 years on the index date;
  had continuous health plan enrollment with medical and pharmacy benefits
for ≥9 months pre- and post-index event;
  had ≥1 prescription claim for any insulin other than U-500R in the pre-index
period;
  had ≥1 HbA1c measurement within 90 days pre-index or 30 days post-index
event;
  had ≥1 HbA1c measurement after the 30-day post-index period at any time
in the 9-month post-index period;
  had claims indicating TDD >180 in the post-index period;
  had claims indicating TDD >180 in the pre-index period; and
Exclusion Criteria
Patient will be excluded if they:
  had both T1DM and T2DM, had no oral anti-diabetic drug (OADs; Appendix 1)
other than metformin, and the ratio between the number of T1DM and T2DM
claims >0.5 at any time in the study period (VHA: 01APR2013–31MAR2018;
Truven: 01JUL2013–30JUN2018);
  had previous use of U-500R in the 9-month pre-index period;
  had ≥1 claim with an ICD-9/10-CM code for secondary diabetes, gestational
diabetes, diabetes complicating pregnancy, childbirth, puerperium, or non-
clinical diabetes at any time during the 9-month pre-index period;
  had claims indicating pump use in the 9-month post-index (follow-up) period;
  had claims indicating TDD above 2000 units/day at any time in the pre-index
or post-index periods; or
  had claims indicating insulin use other than U-500R in the post-index period.

U-500R Kwikpen Initiators [Index Event b]



Inclusion Criteria
Patient will be included if they:
  had ≥1 prescription claim for U-500R Kwikpen administration during the
identification period (VHA: 01JAN2014–30JUN2017; Truven:
01JUL2014–30JUN2017), with the first prescription claim for U-500R Kwikpen
administration designated as Index Event b, and the date designated as the
index date;
  had ≥2 claim with an ICD-9/10-CM code for T2DM in any position
(primary/secondary) at any time prior to the index date;
  were aged ≥18 years on the index date;
  had continuous health plan enrollment with medical and pharmacy benefits
for ≥9 months pre- and post-index event;
  had ≥1 prescription claim for any insulin other than U-500R (Table 1) in the
pre-index period;
  had ≥1 HbA1c measurement within 90 days pre-index or 30 days post-index
event;
  had ≥1 HbA1c measurement after the 30-day post-index period at any time
in the followup period;
  had claims indicating TDD >180 in the post-index period;
  had claims indicating TDD >180 in the pre-index period; and
Exclusion Criteria
Patient will be excluded if they:
  had both T1DM and T2DM, had no OADs other than metformin, with the ratio
between the number of T1DM and T2DM claims >0.5 at any time in the study
period (VHA: 01APR2013–31MAR2018; Truven: 01JUL2013–30JUN2018);
  had previous use of U-500R in the 9-month pre-index period;
  had ≥1 claim with a ICD-9/10-CM code (Appendix 1) for secondary diabetes,
gestational diabetes, diabetes complicating pregnancy, childbirth, puerperium,
or non-clinical diabetes at any time during the pre-index period;



  had evidence of pump use in the post-index period;
  had claims indicating TDD above 2000 units/day at any time in the pre-index
or post-index periods; or
  had claims indicating insulin use other than U-500R in the post-index period.
Sample selection criteria for any U-500R Initiators [Index Event c]
Inclusion Criteria
Patient will be included if they:
  had ≥1 prescription claim for U-500R syringe or Kwikpen administration
during the identification period (VHA: 01JAN2014–30JUN2017; Truven:
01JUL2014– 30JUN2017), with the first prescription claim for U-500R syringe or
Kwikpen administration designated as Index Event c, and the date designated
as the index date;
  had ≥2 claim with an ICD-9/10-CM code for T2DM in any position
(primary/secondary) at any time prior to the index date;
  were aged ≥18 years on the index date;
  had continuous health plan enrollment with medical and pharmacy benefits
for ≥9 months pre- and post-index event;
  had ≥1 prescription claim for any insulin other than U-500R (Table 1) in the
pre-index period ;
  had ≥1 HbA1c measurement within 90 days pre-index or 30 days post-index
event;
  had ≥1 HbA1c measurement after the 30-day post-index period at any time
in the followup period;
  had claims indicating TDD >180 in the post-index period; and
  had claims indicating TDD >180 in the pre-index period
Exclusion Criteria
Patient will be excluded if they:
  had both T1DM and T2DM, had no OADs other than metformin, with the ratio
between the number of T1DM and T2DM claims >0.5 at any time in the study



period (VHA: 01APR2013–31MAR2018; Truven: 01JUL2013–30JUN2018);
  had previous use of U-500R in the 9-month pre-index period;
  had ≥1 claim with a ICD-9/10-CM code for secondary diabetes, gestational
diabetes, diabetes complicating pregnancy, childbirth, or puerperium, or non-
clinical diabetes at any time during the pre-index period;
  had evidence of pump use in the follow-up period;
  had claims indicating TDD above 2000 units/day at any time in the pre-index
or post-index periods; or
  had claims indicating insulin use other than U-500R in the post-index period.

Age groups
Adults (18 to < 46 years)
Adults (46 to < 65 years)
Adults (65 to < 75 years)
Adults (75 to < 85 years)
Adults (85 years and over)

Special population of interest
Other

Special population of interest, other
Type 2 diabetes mellitus patients

Estimated number of subjects
1000

Study design details



Outcomes
HbA1c, Hypoglycemia, adherence

Data analysis plan
pre and post design

Study results
EUPAS39161-39160.pdf(4.68 MB)

Documents

The use of the ENCePP Seal has been discontinued since February 2025.
The ENCePP Seal fields are retained in the display mode for transparency
but are no longer maintained.

ENCePP Seal

Data sources (types)
Administrative healthcare records (e.g., claims)

Data sources

Use of a Common Data Model (CDM)

Data management

https://catalogues.ema.europa.eu/sites/default/files/document_files/EUPAS39161-39160.pdf
https://catalogues.ema.europa.eu/taxonomy/term/54036


CDM mapping
No

Check conformance
Unknown

Check completeness
Unknown

Check stability
Unknown

Check logical consistency
Unknown

Data quality specifications

Data characterisation conducted
No

Data characterisation


