
 

EU Risk Management Plan for Jardiance (empagliflozin)

Doc. No.: s00017688-52

RMP version to be assessed as part of this application:

RMP version number: 21.1

Data lock point for this RMP: 09 Sep 2022

Date of final sign off: 11 Oct 2023

Rationale for submitting an updated 
RMP:

Consolidation of v20.1 (current EMA 
approved version) and v21.0 (new indication 
paediatric T2DM indication)

Summary of significant changes in 
this RMP:

V21.0

New indication

- Update of Module SI to include the
epidemiology of the proposed indication

- Update of the clinical trial exposure tables
in Modules SIII to include data from the
DINAMO trial (1218-0091)

- Update of the exclusion criteria in
Module SIV with the DINAMO trial
(1218-0091)

- Update of the risk characterisation section
in Module SVII to include risk analyses
from the DINAMO trial (1218-0091)

- Update of Part VI with the new proposed
indication

Other

Administrative updates (Part I, Appendix 8)

Other RMP versions under evaluation:

RMP version number: 22.0

Submitted on: 14 Sep 2023

Procedure number: EMEA/H/C/002677/WS2571
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SI.Table 2 Summary of estimates of CKD prevalence published between 2014 and 2022 in Europe and the US

Reference
Country/

Region

Time 
Period

Data source(s)
Sample size, 
n

Age, years CKD Prevalence Estimate(s)

AIHW 2020

[R22-3590]

Australia 2011-2012 National Health 
Survey

868 000 18+ Age-standardised (95% CI): 

Overall: 10.0% (9.2-10.8%)

- Men: 11.1% (9.9-12.4%)

- Women: 10.4% (9.1-11.6%)

Crude:

- Stage 1: 4.3% (3.6-4.9%)

- Stage 2: 2.7% (2.3-3.1%)

- Stage 3a: 3.0% (2.6-3.4%)

- Stage 3b-5: 1.0% (0.7-1.3%)

van Blijderveen 
2014 

[R22-3454]

The Netherlands 1994-2011 EMRs of a group of 
150 GPs

784 563 adults≥20 years; Mean (IQR) at the 
start of follow-up: 44.4 (31.7-
59.2)

% (95% CI)

Possible CKD: 6.7% (6.6-6.7%)

Definite CKD: 5.1% (5.1-5.1%)

- Stage 1: 0.32%

- Stage 2: 0.03%

- Stage 3: 4.17%

- Stage 4: 0.38%

- Stage 5: 0.15%
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SI.Table 2 (cont'd) Summary of estimates of CKD prevalence published between 2014 and 2022 in Europe and the US

Carpio 2022

[R22-3567]

UK 1990-2013 Cross-sectional 
study

286 162 
patients 
without 
diabetes

Age, n (%), reported as 
CKD+HTN/CKD-HTN:

- <50 years: 346 (8.4) / 720 
(27.1)

- 50-59 years: 568 (13.8) /
642 (24.2)

- 60-69 years: 620 (15.0) /
480 (18.1)

- 70-79 years: 1127 (27.3) / 
406 (15.3)

- 80-89 years: 1149 (27.8) / 
322 (12.1)

- >90 years: 321 (7.8) /
87 (3.3)

CKD stages 3-5: 3.3%

MacRae 2021

[R22-3459]

UK (Scotland) 2007 Cross-sectional 
study/survey

28 489 Mean (SD):

All CKD: 74.8 (12.3)

- Stage 3a: 73.1 (12.2)

- Stage 3b: 79.4 (10.9

- Stage 4: 78.2 (13.0)

- Stage 5: 72.3 (14.4)

CKD stages 3-5: 2.6%

Bello 2019

[R22-3571]

Canada 2010-2015 Cross-sectional 
study/survey

559 475 Mean (SD):

48.5 (17.8)

Prevalence by stage per 1000, 2010–
2015:

- 3a: 31.8

- 3b: 25.3

- 4: 11.7

- 5: 3.3

Overall: 71.9

Al Kibria 2020

[R22-3198]

United States 2015-2018 NHANES 1814 20+ y

Mean (SD): 61 (17.3)

Any CKD stage: 13.3% (95% CI 12.3, 
14.4%)
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SI.Table 2 (cont'd) Summary of estimates of CKD prevalence published between 2014 and 2022 in Europe and the US

USRDS 2019

[R22-2570]

United States 2015-2018 NHANES 9901 20+ y Overall: 14.4%

- Stage G3: 5.8%

- Stage G4: 0.04%

- Stage G5: 0.1%

Nichols 2020

[R20-4014]

United States 2016-2017 Retrospective study Overall: 
146 132

CKD: 
21 252

Overall: 59.4 (14.3)

CKD: 73.3 (11.2)

Overall: 14.5%

Saran 2021

[R22-3513]

United States 2014 Cross-sectional/ 
survey

7 million VA 
users

NR Liberal CKD definition: 36.3%

Strict CKD definition: 16.4% 

Nitta 2015

[R22-3572]

Japan 2006-2015 KEEP of 
Japan/IKEAJ

KEEP: 1947

Non-KEEP: 
747

KEEP: 

Mean (SD)

56.9 (16.4)

KEEP: 26.5%

Non-KEEP patients: 13.8%

CK-NET 2019

[R20-3726]

China 2013-2019 HQMS

CHIRA

COTRS

887 816 NR Overall: 4.8%

Patients with:

- Hypertension: 11.3%

- Cardiovascular disease: 7.7%

- Diabetes mellitus: 13.9%

Sundström 2022

[R22-3518]

11 countries 1958-2021 
(Varied by 
country)

Health registries 2.4 million Mean (SD)

Canada: 68 (17)

Germany: 77 (11)

The Netherlands: 75 (12)

Norway 70 (16)

Spain76 (14)

Sweden 68 (19)

UK: 75 (14)

Possible CKD: 10.0% (8.7-11.4%)1

Measured CKD: 7.0% (5.6-8.5%)1

Persistent CKD: 5.6% (3.4-7.6%)

Diagnosed CKD: 3.7% (2.6-4.8%)1
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SI.Table 2 (cont'd) Summary of estimates of CKD prevalence published between 2014 and 2022 in Europe and the US

Van Rijn 2020

[R22-3568]

61 countries 2016 Global Health Data

Exchange

NR NR High income countries: Median 6.3% 
(Range: 5.5-10.4%) 

Central/Eastern Europe: Median 8.7% 
(Range: 7.6-13.7% 

Other regions: Median 10.7% 
(Range:7.4-13.1%)

10.7%

Liberal definition: Presence of ≥1 at any time between FY2006 and FY2014: ICD-9-CM CKD-related diagnosis, ≥1 eGFR <60 mL/min/1.73 m2, or ≥1 proteinuria measurement 
(including urine dipstick alone) categorised as moderate or severe. Strict definition: Consistent with the KDIGO definition, based on the presence of any of the following: ICD-9-
CM CKD-related diagnosis, persistent eGFR <60 mL/min/1.73 m2 (≥2 values at least 90 days apart), or with the most recent quantitative assessment of albuminuria or proteinuria 
(i.e. not including dipstick) being moderate or severe.
1Possible CKD, patients with a CKD diagnosis or one pathological uACR or eGFR measurement; Measured CKD, patients with KDICGO confirmed CKD using uACR and eGFR; 
Diagnosed CKD, patients with a registered CKD diagnosis.
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SI.Table 14 Characteristics of the studies reporting incidence rates of T2DM in children and adolescents aged under 
20 years identified from the systemic review

Country or
territory

Study region Sample
representation

Ascertainment type Study year Age
range
(years)

Incident
cases

PY

Australia
[R22-2358]

Western AustraliaRegional Clinical 1990–2012 0–16 135 10 384 615

Austria
[R22-2359

Whole nation National Clinical 2017 0–14 8 1 263 740

Bangladesh
[R07-1216]

Dhaka District Regional Clinical 2018 0–19 29 5 087 719

Canada
[R12-3066]

Whole nation National Clinical 2006–2008 0–17 227 14 717 870

Mainland China
[R19-2683]

Zhejiang provinceRegional Clinical 2013 5–19 105 2 900 552

Fiji
[R22-2450]

Whole nation National Clinical 2001–2012 0–14 13 3 023 256

Finland
[R18-3622]

Whole nation National Clinical 1992–1996 15–19 8 1 600 000

Germany
[R22-2441]

Saxony state Regional Clinical 1999–2008 0–14 5 5 000 000

Hong Kong
[R22-2448]

Whole region National Clinical 2015 0–19 104 1 188 800

Hungary
[R22-2441]

Whole nation National Clinical 2016 0–18 92 1 818 413

India
[R22-2453]

New Delhi and
Chennai

National Clinical 2011–2012 0–19 41 7 445 000

Iran
[R22-2451]

One district in
Tehran

Local Screening 1999–2011 10–19 22 24 237
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SI.Table 14 (cont'd) Characteristics of the studies reporting incidence rates of T2DM in children and adolescents aged under 
20 years identified from the systemic review

Country or
territory

Study region Sample
representation

Ascertainment type Study year Age
range
(years)

Incident
cases

PY

Japan
[R22-2452]

Tokyo Local Screening 2015 6–15 5 322 832

Kuwait
[R22-2439]

Whole nation National Clinical 2011–2013 0–14 32 1 252 434

Mexico
[R22-2445] 

Whole nation National Clinical 2013 10–14 19 11 280 718

New Zealand
[R22-2446]

Auckland Local Clinical 2009–2015 0–14 52 2 888 888

Qatar
[R22-2440]

Whole nation National Clinical 2012–2016 0–14 45 1 551 724

Sweden
[R12-3057]

Kronoberg Local Clinical 1998–2001 0–19 4 129 032

Taiwan
[R10-0746]

Whole region National Screening 1999 6–18 186 2 862 083

United
Kingdom
[R22-2442]

Whole nation National Clinical 2015 0–16 94 13 008 432

United States
[R22-2443]

Washington, 
Ohio, South
Carolina,
Colorado, and
California

National Clinical 2014–2015 10–19 355 2 575 000

US Virgin
Islands
[R22-2449]

Whole nation National Clinical 2001–2010 0–19 32 333 333
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Boehringer Ingelheim 
Risk Management Plan 
Version 21.1 

MODULE SV POST-AUTHORISATION EXPERIENCE 

SV.1 POST-AUTHORISATION EXPOSURE 

SV.1.1 Method used to calculate exposure 

Page 142 of215 
Empagliflozin 
sOOOl 7688-52 

The method used to estimate patient exposure to the marketed dmg is based on the number of 
tablets sold (ex-factory sales). lt was assumed that all tablets were used by the patients. 
Assuming further that each patient was treated with 1 tablet per day ( defined daily dose ), and 
was treated for 365.25 days as the therapy duration. The total number of days of medication 
is then divided by 365.25 to calculate the total patient exposure in PY. 

SV.1.2 Exposure 

Calculated cumulative exposure figures are presented by <lose and region in the table below. 
As there is only 1 fotmulation (tablet) for Jardiance, a presentation by this variable is not 
applicable. The overall cumulative patient exposure to marketed Jardiance is estimated to be 
15 319 021 PY for the period April 2014 to April 2021. Marketing experience in the herui 
failure indication is not yet available. 

SV.Table 1 

Region/ 
Dose 

Tablet, 10 mg 

Tablet, 25 mg 

Total 

Cumulative exposure from marketing experience by <lose and region 
for Jardiance (April 2014 to April 2021) - T2DM indication 

Cumulative exposure [PY] 

Total 

- - - -
- - - -
- - - -

Note: All numbers are rom1ded to the nearest integer 

Data source: Jardiance/Synjardy PBRER, reporting interval 18 Apr 2019 to 17 Apr 2021 (s00096926-01], Table 7 

8 248 029
7 070 992

15 319 021
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Questionnaire: Pancreatitis Questionnaire ‐ V 10.0

Q:PAN13 Pancreatitis Questionnaire What symptoms did the patient have?
‐ Abdominal Pain [No; Yes] 
      ‐ Location [epigastric; right upper quadrant; other (please specify)]
      ‐ Character: (e.g., sharp, dull,burning) 
‐ Nausea [No; Yes]
‐ Vomiting [No; Yes]
‐ Other symptoms [No; Yes, please specify]

Q:PAN14 Pancreatitis Questionnaire Laboratory results [Date; Value (U/L); Reference Range (upper and lower limits of normal)] 
‐ Amylase baseline 
‐ Amylase maximal value (during event) 
‐ Amylase follow‐up 
‐ Lipase baseline 
‐ Lipase maximal value (during event) 
‐ Lipase follow‐up 
‐ ALT/AST 

Q:PAN15 Pancreatitis Questionnaire Laboratory results [Date; Value (U/L); Reference Range (upper and lower limits of normal)] 
‐ Leucocyte count 
‐ CRP 
‐ Trypsinogen 
‐ Bilirubin 
‐ Alkaline phosphatase 
‐ Sodium/potassium/chloride 
‐ Blood urea/creaƟƟne 
‐ Peritoneal lavage results 
‐ Other (please specify)

2
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Questionnaire: Pancreatitis Questionnaire ‐ V 10.0

Q:PAN16 Pancreatitis Questionnaire Imaging results
[Date; Result]
‐ Abdominal sonogram
‐ Abdominal CT scan
‐ Magnetic Resonance Imaging (abdomen, pancreas, etc.)
‐ Chest X‐ray
‐ Abdominal X‐ray
‐ Other (please specify)

3






