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e 13:30 CRM — Nephrology Dr Andrew Frankel
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You said — we did...

e Clinical templates updated to version 16 — please
refresh them

» SystmOne

e Auto-consultation>21. NWL Enhanced Services
— Custom — Cardiorenal Metabolic CRM

» EMIS

e NWL EMIS Enterprise S&R - Cardiovascular &
Renal - NWL ICS Custom — Cardiorenal
Metabolic (CRM) Review ES 2026/27

» KP1/Enhanced Services metrics — please refresh
e Look in the NWL Enhanced Services 2026 27 v1.0

e Folder 05 Cardiovascular — Renal — Metabolic
(CRM)
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care for everyone

» Run — your practice KPI - it will give you an
indication of the practice case loads

QRISK2
Calculate

Next to it is light blue “view” button -

click this....

ClhinRis qkﬁ

COEOCOLPSD [ Peinuats th (R foe

Heart age =

Ethnicty =

Smalang status -
Diegbetes category =
Systodc blood pressure @
Cholesterol / HOL ratio =
BMI :

Postcode =

Atrial fibrillstion? =
Chrcnic kidney dsease? :
Family history of CVD? :
Hypertensive on Bx? :
Riheunabold arthritis? :

lelelalalale @-@ @

@@@@@ C‘@ ©
PP

Risk of heart attack ar
stroke

©
©
©
@
@
@
©
@

Rﬁknfﬂ-’[}nthenﬂtlﬂyears— 0.8%

¢ 2 40y old Fermale in the UK, the aveage rsk 5 1.2%

37

Incan

Mon Smoker
None

120 Hg
2.7

21.1 kg/m?
LB10 9AL
o

no

o

o

)

Print Close



From progression to prevention:
A new paradigm for success in chronic
kidney disease

Dr. Andrew Frankel
Consultant Nephrologist

Imperial College Kidney & Transplant Institute

Imperial College o s 4 Imperial College Healthcare WYz
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Chronic Kidney Disease

CKD is defined as abnormalities of
kidney structure or function, present for
a minimum of 3 months, with
implications for health. «

Kidney Health Check

Blood (eGFR)

Urine ACR

Urine dip haematuria (> 1+)
Blood pressure

1 -KDIGO-2024-CKD-Guideline.pdf



https://kdigo.org/wp-content/uploads/2024/03/KDIGO-2024-CKD-Guideline.pdf

Recognition — The Kidney Health Check e« st 3

Reduced eGFR Albuminuria

Creatinine clearance Protein leaks
is reduced through glomerular
basement membranel

eGFR is an important indicator of CV risk and progression?
but

eGFR testing alone does not give a true picture
of a patient’s risk of worsening outcomes
such as DKD progression and MACE

. eGFR: estimated glomerular filtration rate; CV: cardiovascular; DKD: diabetic kidney disease; MACE: major adverse cardiovascular events.
Reidy K, et al. J Clin Invest 2014;124:2333-40.

NICE Guideline CG182. Chronic kidney disease in adults: assessment and management. July 2014.
[Accessed July 2020]. www.nice.org.uk/guidance/cg182



Who should be screened? — Reveal the hidden boxes



https://www.nice.org.uk/guidance/ng203/chapter/Recommendations#investigations-for-chronic-kidney-disease

Who should be screened?

Cardio Vascular
Disease

Diabetes Hypertension

Acute kidney Injury

»0

ischaemic heart disease, chronic

Yearly, or up to 5 yearly if heart failure, peripheral vascular
Yearly disease or cerebral vascular
BP well controlled disease Yearly for 3 years

Multisystem Structural renal Incidental Family Hx of
diseases tract disease hematuria or kidney failure
proteinuria
(], %
- o e.g. prostate hypertrophy,
eg arthritis, lupus, HIV, psoriasis, renal calculi Eg. Polycystic kidney disease

gout

Recommendations | Chronic kidney disease: assessment and management | Guidance | NICE



https://www.nice.org.uk/guidance/ng203/chapter/Recommendations#investigations-for-chronic-kidney-disease
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ACE, angiotensin-converting enzyme; ARB, angiotensin receptor blocker; BP, blood pressure; CKD, chronic kidney disease;
CV, cardiovascular; SGLT2, sodium-glucose cotransporter-2.




How Early is Early?



Risk of CV death (HR)

How Early is Early?
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Average time to follow up: 4.3 years.
American Society of Nephrology, Ninomiya T et al. 2009.2

Increasing mortality risk

Imperial College Healthcare INHS |
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Risk of all-cause mortality by eGFR in people

with diabetes
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How Quickly is Quickly?



London Kidney Network “3in3” Initiative

3 key actions within 3 months to

save lives

. . In adults with albuminuria, without Type 2 diabetes
In adults with Type 2 diabetes and CKD (UACR > 22.6mg/mmol and eGFR 45 -
(uACR > 3mg/mmol) 75ml/minute/1.73m?2 OR eGFR 20 to 45 irrespective
of ACR
|

ACTION 1 Maximum intensity RAS/
RAAS blockade

ACTION 2 Initiate SGLT-2 inhibitor
according to license

ACTION 3 Initiate further blood
pressure agent to achieve BP target




Chronic Kidney disease — RAASi up-titration guidance @ i

Avoid rapid RAASI up-titration In patients with low baseline blood Page 6

pressure or with significant comorbidities

Confirm if the patient suitable for rapid RAASI
up-titration

Consider reducing other BP agents
Use individualised BP targets when significant frailty { page 13)
Attempt slower RAASI up-titration

Start ACEi (or ARB if ACEi not tolerated) at half
max daily dose
(e.g. Ramipril 5mg OD or irbesartan 150mg OD)
Advise on sick day rules
Advise patient to maintain good fluid input 1- Creatinine and eGFR
2L/day depending on size Accept a serum creatinine rise up to 30% or eGFR fall of 25%: after
ACEifARB initiation or dose increase

If renal function deterioration greater than stated above seek
nephrologist advice (to exclude possible renovascular disease)
ICHC-tr.ckdadvice@nhs.net, and

Check Creatinine and potassium 1 to 2 weeks

after initiation

Review blood results and blood pressure. If STOP ACEi/ARB if no other causes of deteriorating renal function (e.g.
appropriate continue dose increment dehydration, use of NSAIDs) is found

Potassium [K+)

Increase ACEi/ARB dose to maximum tolerated click here for hyperkalaemia management algorithm

(e.g. Ramipril 10mg OD or Irbesartan 300mg
op) If K>6.0 stop ACEifARB and start low potassium diet

if the patient has proteinuria or heart failure with reduced ejection
fraction and would benefit from an ACEi/ARB seek nephrologist
advice as introduction of potassium binders, diuretics or bicarbonate
can facilitate reintroduction of these agents.

Check Creatinine and potassium 1 to 2 weeks

after dose increase

Review blood results and blood pressure. If
appropriate continue max dose Concomnitant use of ACEifARB with spironolactone and other

potassium sparing diuretics requires monitoring of potassium

Morth West London Chronic Kidney Disease wersion 8 Author: Clinical Reference Group Nephrology resiesw supported by MW London Medicines Optimisation team Appraved by: NW London IMOC Approsal date: 10th July 2024  Rewew Date: July 2005 ]



Characteristics of finerenone & pei Colge Heatthcare [TZE3
currently available MRAs?

Characteristic! Spironolactone Eplerenone Finerenone

Mineralocorticoid Steroidal Stercidal Non-steroidal

receptor class . _— .

T Finerenone is highly selective for

the mineralocorticoid receptor,

Potency High Low High with no relevant affinity for the

. . " l glucocorticoid , androgen,

estrogen or progesterone

Selectivity Low Medium ; High ; receptors?

§ il oll
Metabolites Multiple active metabolites No active metabolites No active metabolites

Half-life Long Medium to short 9 Short

Tissue distribution Concentrated r Concentrated r Balanced r
in rodents in the kidney @ in the kidney °

Finerenone has not been compared to currently available MRAs in phase 3 clinical trials
The clinical consequences of differences between the characteristics described is therefore unknown

1. Kolkhof P et al. Handb Exp Pharmacol 2017; 243: 271-305. 2. Frampton JE. Drugs 2021; 81(15): 1787-94.



FIDELIO - Primary Renal Composite Endpoint
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Kidney failure*, sustained 240% decrease in eGFR from baseline over a period of at least 4 weeks,
or death from renal causes”

1004 40— : o
IF—’I_aEa{;glratlo, 0.82 (959 ClI, 0.73 93 After 3 years:

20 s0d Placebo ARR 3.4% (95% Cl, 0.62-6.2)
X 80- NNT = 29 (95% Cl| 16-166)
§ 60— Iinerenone
£ 50 104
@ 04)t
2 s0- | Placebo 600/2841 (21.1%)
e ] | | | | | | | |
E 30 0] 6 12 18 24 30 36 42 48
S 297 Finerenone 504/2833 (17.8%)*

10—

0 | | | | | | t -
0 6 12 18 24 30 36 42 48 Median follow up 2.6 years
Months to First Event
No. at Risk

Placebo 2841 2724 2586 2379 1758 1248 792 453 82
Finerenone 2833 2705 2607 2397 1808 1274 787 441 83

*ESKD or an eGFR <15 ml/min/1.73 m?; #*Events were classified as renal death if: (1) the patient died; (2) KRT had not been initiated despite being clinically indicated; & (3) there was no other likely cause of death;

ARR, absolute risk reduction; Cl, confidence interval; ESKD, end-stage kidney disease; HR, hazard ratio; NNT, number needed to treat

Adapted from Bakris GL et al., N Engl J Med 2020; 383:2219-2229



Imperial College Healthcare INHS |

Finerenone Initiation Criteria (NICE 2024)

e Adult patient
e Type 2 DM
* GFR 25 to 60 GFR >45 can be prescribed in Primary Care on Specialist Advice

e Treated with an appropriate dose of ACEi/Ag2RB and SGLT2i or
intolerant to one of these

e Persistent Albuminuria (ACR >3)
e K<5



Prescribing

Eligibility (as per NICE TA877) & Care setting:

« Patients with diabetic kidney disease and albuminuria

eGFR level Care setting (Aligned with draft updated NW London CKD guidelines)
>45-59ml/min Primary care initiation with specialist recommendation (Amber 1)
25-45ml/min Specialist initiation and stabilisation required (Amber 2)

<25ml/min Not recommended

Benefits of the proposed change:

» Faster access to finerenone for eligible patients

» Reduced waiting times for general nephrology appointments

« Earlier optimisation of renal-protective therapy

« Streamline CKD pathways and supports timely treatment initiation

@ North West London m

Integrated Care System
18 North West London



FLOW trial design \

= Randomised, double-blind, parallel-group, multinational phase 3b trial
= Included a broad patient population with both CKD and T2D and at high risk for progression of CKD

< Number of participants with eGFR 260 mL/min/1.73 m2 at randomisation was capped at 20% to ensure
predominance of participants with moderate-to-severe CKD

The first and only
dedicated kidney
outcomes trial

| | | | GLP1RA
Screening Treatment period Follow-up
(up to 3 weeks) (5 weeks)
< I Event-driven trial with expected duration of approximately 5 yearst I >
*Stratified by sodium-glucose cotransporter-2 inhibitor use (yes/no). tThe trial was stopped early for efficacy after median follow-up of 3.4 years.
F LO CKD, chronic kidney disease; eGFR, estimated glomerular filtration rate; EOT, end of treatment; GLP-1 RA, glucagon-like peptide-1 receptor agonist; N, number; OW,

semaglutide | renal once-weekly; s.c., subcutaneous; SOC, standard of care; T2D, type 2 diabetes; W, week. L@
TN | outeomes trial Rossing P, et al. Nephrol Dial Transplant. 2023;38:2041-51. novo nordisk

October 2025 | UK250ZM00182



Composite primary endpoint

Ozempic® significantly reduced the risk of major kidney events in
people living with T2D and CKD

Time to first major kidney disease event ) _
Both kidney and CV components contributed to

risk reduction of first composite kidney event

100 + End of study: -
o0 | HRO.76(95% CI 0.66,0.88) Bl Ozempic® (n=1,767) .
— - - 1
0 p=0.0003 Placebo (n=1,766) Composite kidney outcomel |.-. i 0.76 (0.66, 0.88)
Events: Initiation of chronic kidney i
g 70 - ') F® e replacement therapy i H 1 084(0.63, 1.12)
S zempic® n=331 ]
b= i Placebo n=410 Onset of persistent eGFR !
g 60 <15 mL/min/1.73 m2 i 0.80(0.61, 1.06)
Y T
© 50 A1 Onset of persistent 250% 1
5 reduction in eGFR Hl- E 0.73(0.59, 0.89)
S 40 1 I
o 23204 Kidney death } } 0.97(0.27, 3.49)
S 30 - 18.7% .
e N 0 - CV death - | 0.71 (0.56, 0.89)
....................................... !
Absolute risk I I : I I
difference at EOS: 4.5% 01 0.4 1.0 27 73

HR (95% Cl)

& [
<% >

Favours Ozempic® Favours placebo
Q
F LOW Full analysis set. Data from the in-trial period.
semaglutide | renal Cl, confidence interval; CKD, chronic kidney disease; CV, cardiovascular; EOS, end of study; HR, hazard ratio; T2D, type 2 diabetes. L@
U | outcomes trial Perkovic V, et al. N Engl J Med. 2024;391:109-21. novo nordisk

October 2025 | UK250ZM00182



Estimated treatment effects on CKD progression and all-cause mortality with
SGLT2i, GLP-1 RA, and ns-MRA, alone and in combination, when added to RAASiI in

patients with type 2 diabetes.

Outcome HR (95% ClI)
CKD progression
SGLT2i —— 0.63 (0.53, 0.77)
GLP-1 RA —— 0.86 (0.72, 1.02)
ns-MRA —— 0.77 (0.67, 0.88)
GLP-1 RA + ns-MRA —— 0.66 (0.53, 0.83)
SGLT2i + GLP-1 RA —— 0.54 (0.42, 0.70)
SGLT2i + ns-MRA —— 0.49 (0.38, 0.61)
SGLT2i + GLP-1 RA + ns-MRA —— 0.42 (0.31, 0.56)
All-cause mortality
SGLT2i —— 0.85 (0.75, 0.96)
GLP-1 RA - 0.88 (0.82, 0.94)
ns-MRA —i 0.89 (0.79, 1.00)
GLP-1 RA + ns-MRA —_— 0.78 (0.68, 0.90)
SGLT2i + GLP-1 RA —— 0.75 (0.65, 0.86)
SGLT2i + ns-MRA —i— 0.76 (0.64, 0.90)
SGLT2i + GLP-1 RA + ns-MRA —&— 0.67 (0.55, 0.80)
I | ] |
0.25 0.5 075 1 125

Favors combination therapy

Favors conventional care

Neuen et al Circulation Volume 149, Number 6 https://doi.org/10.1161/CIRCULATIONAHA.123.067584



https://www.ahajournals.org/toc/circ/149/6
https://doi.org/10.1161/CIRCULATIONAHA.123.067584

57 years old man

Social

Works as a chef

Lives with his partner
Drinks 8-10 units of
alcohol per week (mostly
beer and wine)

PMH
T2DM (16 years)

Obesity BMI 33

Background diabetic retinopathy

Medication

Metformin 1g BD
Empagliflozin 10 mg OD
Ramipril 5 mg OD
Amlodipine 5mg OD
Atorvastatin 40 mg OD

Results

eGFR 48

UACR 42

Hbalc 58

Non-HDL cholesterol 2.2
BP 134/78



57 years old man

What is the first intervention you would wish to undertake?



57 years old man

What is the first intervention you would wish to undertake?




57 years old man

Social

Works as a chef

Lives with his partner
Drinks 8-10 units of
alcohol per week (mostly
beer and wine)

PMH
T2DM (16 years)

Obesity BMI 33

Background diabetic retinopathy

Medication

Metformin 1g BD
Empagliflozin 10 mg OD
Ramipril 5 mg OD
Amlodipine 5mg OD
Atorvastatin 40 mg OD

Results

eGFR 48

UACR 42

Hbalc 58

Non-HDL cholesterol 2.2
BP 134/78



57 years old man

What additional information may be useful?



57 years old man

Social

Works as a chef

Lives with his partner
Drinks 8-10 units of
alcohol per week (mostly
beer and wine)

PMH
T2DM (16 years)

Obesity BMI 33

Background diabetic retinopathy

Medication

Metformin 1g BD
Empagliflozin 10 mg OD
Ramipril 5 mg OD
Amlodipine 5mg OD
Atorvastatin 40 mg OD

Results

eGFR 48

UACR 42

Hbalc 58

Non-HDL cholesterol 2.2
BP 134/78

Potassium 4.5



57 years old man

INTERVENTIONS

1) Lifestyle and risk factor reduction
2) Ramipril optimisation

3) Finerenone 10mg OD

4) Semaglutide initiation




58 years old man — 1 year later

Social

Works as a chef

Lives with his partner
Drinks 4 to 6 units of
alcohol per week (mostly
beer and wine)

PMH
T2DM (17 years)

Obesity BMI 30

Background diabetic retinopathy

Medication

Metformin 1g BD
Empagliflozin 10 mg OD
Ramipril 10 mg OD
Amlodipine 2.5mg OD
Finerenone 10mg OD
Semaglutide 1mg once weekly
Atorvastatin 40 mg OD

Results

eGFR 39

UACR 12

Hbalc 52

Non-HDL cholesterol 2.2
BP 129/75

Potassium 5.2
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Chronic kidney disease

Home > Professionals » Referral guidelines and clinical documents » Chronic kidney disease

www.nwlondonics.nhs.uk/ckdguidelines
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