The Real-World Diagnostic Pathway In Patients With IgAN
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Introduction

* Immunoglobulin A nephropathy (IgAN) Is a rare disease with an estimated
global annual incidence of 25/million?t.

* Despite being a rare disease, IgAN Is the most common form of primary
glomerulonephritis worldwide?.

* |n patients with primary glomerular disease, IgAN constitutes the main
cause of kidney failure2.

* |gAN Is associated with a poor prognosis, 30% or more of patients with
>1g/day of proteinuria progress to kidney failure within ten yearsz2.

* Poor prognosis is partly due to delayed diagnosiss.

* This analysis aims to describe the diagnostic pathway of patients with IgAN.
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Study design

« Data were drawn from the IgAN Disease Specific Programme™ (DSP), a
point-in-time survey of nephrologists, and their IJAN patients, conducted In
the EUS (France, Germany, ltaly, Spain, and the United Kingdom (UK)), the
United States (US), China and Japan between June and October 2021.

* Ethics exemption was obtained from the Pearl Institutional Review Board
and H. Clinic de Barcelona.

 The DSP methodology has been published previously in detail”.

* Ethics exemption was obtained from the Pearl Institutional Review Board.

* Nephrologists completed a structured online patient record form for each
successive consulting IgAN patient providing information on patient’s
demographics, clinical data, and reasons for delay of diagnosis.

* Analyses presented are summarised descriptively

Demographics

Table 1. Patient demographics by geographical region

I T T T T

rl:lumber .

Age: mean (SD) 45.0 (14.9)  44.7 (14.7)  39.8 (13.7)  47.1 (16.2)

Sex, male; n (%) 413 (66.8) 169 (55.4) 329 (56.0) 141 (50.0)

BMI; mean (SD) 25.5 (4.3) 26.1 (4.7) 23.0 (2.6) 22.8 (3.9)

X\r’noé';‘ir';‘%;”)"/ part 422 (68.3) 226 (74.1) 393 (67.0) 182 (64.5)
’ (78.3) (86.9) (83.3) (98.2)

(%0)

BMI; Body Mass Index; EU5 — France, Germany, ltaly, Spain, and the United
KKingdom; SD — Standard deviation; US — United States /

Table 2. Physician-reported time of patient’s symptom onset to first
consultation with any physician and time from the patient’s first
consultation with any physician to an IgAN diagnosis.

I T T T T

Time from symptom

onset to first 4.4 4.4 4.4 6.7
consultation (weeks); (0.5-9.3) (1.3-11.9) (0.6-14.0) (2.0-21.6)
median (IQRY)

Time from first

consultation to IgAN 5.3 4.0 2.6 8.4
diagnosis (weeks); (2.4-13.0) (0.9-8.7) (0.9-6.4) (3.7-18.0)
median (IQR)

EUS5 — France, Germany, ltaly, Spain, and the United Kingdom; IgAN —
Immunoglobulin A nephropathy; IQR — Interquartile range; US — United States

Table 3. Physician-reported patient estimated glomerular filtration rate
and proteinuria (g/day) level at IgAN diagnosis

I T T T

eGFR
(mL/min/1.73m?) level
at diagnosis; mean
(SD)

Proteinuria level at
diagnosis; mean (SD)

63.9 (30.2) 58.1 (25.7) 83.9 (28.9) 66.8 (21.4)

2.9 (3.5) 2.3 (1.8) 2.3 (1.9) 1.1 (0.9)

eGFR — Estimated glomerular filtration rate; EUS5 — France, Germany, Italy, Spain, and
the United Kingdom; SD — Standard deviation; US — United States
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Figure 1. Nephrologist reported top 3 reasons for a time delay®
between the patient’s initial consultation with a physician and IgAN
diagnosis
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2. A delay was defined as more than four weeks
EU5 — France, Germany, ltaly, Spain, and the United Kingdom; IgAN
nephropathy; US — United States
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Figure 2. Proportion of patients at chronic kidney disease stages 3b-5
based on eGFR at diagnosis (<45mL/min/1.73m?)
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Figure 3. Percentage of patients for which physicians were satisfied vs.

Table 4. Physician-reported duration from first consultation to diagnosis
(weeks) and whether they were satisfied vs not satisfied with the
diagnostic process.

I T TR T T

4.6 3.1 2.1 6.4
(2.1-10.6) (0.7-6.9) (0.6-4.6) (3.7-14.9)

Number of
patients, n

Time from first
consultation to
IgAN diagnosis
(weeks); median

(IQR)

Not satisfied

Number of 117 43 108 70
patients, n

Time from first
consultation to

IgAN diagnosis Ee 6.9 8.4 10.1

(weeks): median (4.1-22.8) (4.0-25.6) (2.2-17.4) (4.3-44.5)

(IQR)

EU5 — France, Germany, Italy, Spain, and the United Kingdom; IgAN —
Immunoglobulin A nephropathy; IQR — Interquartile range; US — United Statey

. A total of 295 nephrologists completed online patient record forms for
1792 patients. Mean patient age was 45.0 (14.9) years in the EUS5, 44.7
(14.7) in the US, 39.8 (13.7) in China, and 47.1 (16.2 in Japan (Table
1).

. Median time from symptom onset to the patient consulting any physician
was reported for 79% of patients (n=1423). In the EU5 (n=456), US
(n=233) and China (n=547), this was 4.4 weeks (Interquartile range
(IQR) EU5: 0.5-9.3, IQR US: 1.3-11.9, IQR China: 0.6-14.0) and in
Japan (n=187) this was 6.7 weeks (IQR: 2.0-21.6) (Table 2).

. Median time from first physician consultation to confirmed IgAN
diagnosis was reported for 86% of patients (n=1537). In the EU5
(n=491) this was 5.3 weeks (IQR: 2.4-13.0), in the US (n=263) 4.0
weeks (IQR:0.9-8.7), in China (n=547) 2.6 weeks (IQR: 0.9-6.4), and In
Japan (n=236) 8.4 weeks (IQR: 3.7-18.0) (Table 2).

. Patient estimated glomerular filtration rate (eGFR) (mL/min/1.73m?)
levels were recorded by physicians at the time of diagnosis (63.9 EUS5,
58.1 US, 83.9 China, 66.8 Japan) (Table 3).

. Patient proteinuria (g/day) levels were recorded by physicians at the
time of diagnosis (2.9 EU5, 2.3 US, 2.3 China, 1.1 Japan) (Table 3).
. Reasons for a delay more than four weeks between first consultation

and diagnosis were reported for 46% of patients (n=826). Waiting for a
referral to a specialist (47% EUS5, 41% US, 28% China, 14% Japan),
waiting to conduct tests (44% EUS5, 30% US, 40% China, 47% Japan),
and waiting for test results (33% EUS5, 34% US, 44% China, 11% Japan)
were the most common (Figure 1).

.
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Where eGFR was recorded at diagnosis (76%, n=1356) (Figure 2),
patients at CKD stages 3b-5 (eGFR <45 mL/min/1.73m?2) were 26.7% in
the EUS5, 32.1% in the US, 8.0% in China, and 13.6% In Japan.

. Physicians were not satisfied with the diagnhostic process for 24% of the
patients in the EU5, 16% in the US, 20% in China and 30% In Japan
(Figure 3).

. Where physicians were not satisfied with the diagnostic process, the
median duration from consultation to diagnosis for patients was notably
longer than that of patients where physicians were satisfied with the
diagnostic process (Table 4).

. The sample collected is not a probabilistic sample of patients as the
methodology states that the next “n” consulting patients will be included.

. Patients included in the DSP sample are the next eligible patients who
consult the physician; therefore, it may not truly represent the overall
population of patients, as it iIs more likely to collect data on patients who
consult more frequently.

. The time from first physician consultation to IgAN diagnosis and eGFR
mean at diagnosis varied depending on the geographical region the survey
was completed in. Patients in China experienced the shortest time from
first physician consultation to IgAN diagnosis and the lowest proportion of
patients at CKD stages 3b-5 at diagnosis.

. Some patients are experiencing long durations between Initial
consultations and diagnosis. Reducing the duration from consultation to
diagnosis may help to improve the level of physician satisfaction with the
diagnostic pathway of patients.

- Improving the diagnhostic process may improve prognosis for patients.
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