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Summary

INTRODUCTION: Currently, approved disease-specific
therapies for patients with immunoglobulin (Ig) A
nephropathy in Switzerland are scarce. According to the
2024 KDIGO guidelines, current treatments focus on re-
ducing proteinuria and nephron loss using nephroprotec-
tive regimens consisting of renin-angiotensin system
blockade, the use of sodium-glucose cotransporter-2
(SGLT-2) inhibitors, and the dual endothelin angiotensin
receptor antagonist sparsentan. Systemic glucocorticoids
and a targeted-release formulation of budesonide are oth-
er therapeutic options to reduce IgA nephropathy-specific
drivers of nephron loss. However, their use has been as-
sociated with adverse effects, even with targeted-release
budesonide, and the benefit of these therapies remains to
be weighed against the risk of treatment-emergent toxici-
ty. This highlights the ongoing need to identify more effec-
tive and safer therapies for the treatment of IgA nephropa-
thy. In the last few years, increasing understanding of the
pathogenetic role of alternative complement pathway dys-
regulation in the onset and progression of IgA nephropa-
thy has led to the development of new complement-target-
ing therapies. Iptacopan is an oral inhibitor of complement
factor B that effectively blocks the alternative complement
pathway.

CASE PRESENTATION: We report the successful treat-
ment of a 40-year-old female patient suffering from IgA
nephropathy with iptacopan. In this patient, despite max-
imum tolerated renin-angiotensin system blockade and
fully dosed SGLT-2 inhibitor administration, we failed to
achieve the desired reduction in proteinuria to <0.5 g/day.
Proteinuria persisted at a level of >1 g/day despite the goal
of blood pressure <120/70 mm Hg being achieved. Im-
pressively, within just two months after the initiation of ip-
tacopan, we noted a reduction in proteinuria to 0.5 g/day,
and after nearly six months, we reached our goal, with pro-
teinuria at <0.3 g/day, a value continuing to the present
day. Further, the medication was well-tolerated.

CONCLUSION: To the best of our knowledge, our case
report is the first in Switzerland to show that selective
inhibition of the alternative complement pathway in IgA
nephropathy results in significant and ongoing reduction of

proteinuria after six months of therapy, supporting the in-
novative concept of targeting the alternative complement
pathway with iptacopan to treat IgA nephropathy.

Introduction

Immunoglobulin (Ig) A nephropathy is the most common
primary glomerulonephritis worldwide, with a global inci-
dence of about 2.5 per 100,000 individuals per year [1, 2].
Usually, IgA nephropathy is found in adults aged around
20 to 30 years and has a high lifetime risk of disease pro-
gression [3]. It is frequently associated with severe loss
of kidney function, leading to kidney failure, especially
in those with elevated protein excretion [4-6]. Currently,
approved disease-specific therapies for patients with IgA
nephropathy in Switzerland are scarce. The KDIGO 2024
Clinical Practice Guideline for the management of IgA
nephropathy was recently available for public review and
will be published soon. According the guideline, current
treatments for IgA nephropathy focus on reducing protein-
uria and nephron loss with nephroprotective regimens con-
sisting of renin-angiotensin system blockade, the use of
sodium-glucose cotransporter-2 (SGLT-2) inhibitors, and
the dual endothelin and angiotensin receptor antagonist
sparsentan, which has been approved for IgA nephropathy
treatment by the U.S. Food and Drug Administration
(FDA), European Medicines Agency (EMA) and recently,
by Swissmedic [7, 8]. Historically, treatments for glomeru-
lar inflammation as a main cause of nephron loss in pa-
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tients with IgA nephropathy were limited to systemic glu-
cocorticoids [9]. Furthermore, a so called targeted-release
formulation of budesonide (also known as Nefecon®), an-
other therapeutic option to reduce IgA nephropathy-specif-
ic drivers of nephron loss (i.e., reducing the production of
pathogenic immunoglobulin A [IgA] by the mucosal im-
mune system) was the first drug approved by the FDA
(Tarpeyo®, Calliditas Therapeutics AB, Sweden) and EMA
(Kinpeygo®, STADA Arzneimitte]l AG, Germany) to treat
IgA nephropathy, but it has not yet been approved by
Swissmedic [10, 11]. However, the use of these therapies
has been associated with adverse effects, even with the tar-
geted-release formulation of budesonide, and their benefit
remains to be weighed against the risk of treatment-emer-
gent toxicity. This highlights the ongoing need to identify
more effective and safer therapies for the treatment of IgA
nephropathy. Deposition of immune complexes containing
galactose-deficient IgA1 (GD-IgAl), which is an impor-
tant “hit” within the “multi-hit” model of IgA nephropathy
pathogenesis [12], triggers a series of downstream path-
ways, including activation of the alternative complement
pathway [13, 14] and endothelin system [15], as shown in
figure 1. Additionally, over the last few years, increasing
understanding of the pathogenetic role of alternative com-
plement pathway dysregulation in the onset and progres-
sion of IgA nephropathy has led to the development of new
complement-targeting therapies [16].

Iptacopan (Fabhalta®, Novartis Pharma AG, Switzerland)
is an oral, first-in-class, highly potent inhibitor of comple-
ment factor B that effectively blocks the alternative com-
plement pathway [17]. Complement factor B includes a
serine protease domain (Bb), which is the proteolytically
active component of the alternative complement pathway
C3 (C3bBb) and C5 (C3bBb3b) convertases [17]. Con-
sequently, iptacopan-mediated inhibition of complement
factor B suppresses C3 convertase activity, blocking the
cleavage of C3 and activation of the so-called amplifica-
tion loop [17]. Further, this results in the prevention of
the downstream generation of the C5 convertase complex,
as well as the terminal complement cascade with its ef-
fector consequences [17]. The activation of the alternative
complement pathway, as well as blockade by iptacopan, is
summarised in figure 2.

To date, iptacopan has been investigated in several diseases
associated with alternative complement pathway dysreg-
ulation, like paroxysmal nocturnal haemoglobinuria, for
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which indication Swissmedic recently granted approval
[18-20]. Further, iptacopan was investigated in a phase 2
clinical trial in patients with C3 glomerulopathy [21] and
is under investigation in a phase 3 double-blind, placebo-
controlled clinical trial for the treatment of C3 glomeru-
lopathy (Clinical. Trials.gov number NCT04817618) [22].
In addition, iptacopan is being investigated in a single-
arm, open-label, phase 3 study to evaluate its efficacy
and safety in patients with complement-mediated atypical
haemolytic uremic syndrome (aHUS) (ClinicalTrials.gov
number NCT04889430) [23]. Moreover, the results of a
randomised phase 2 study including patients with IgA
nephropathy demonstrated that iptacopan reduces protein-
uria in a dose-dependent manner, with a 23% (80% confi-
dence interval 8-34%) reduction form baseline in the urine
protein-creatinine ratio (UPCR) from 24-hour urine collec-
tion achieved with iptacopan 200 mg twice a day at three
months [24]. UPCR decreased further across six months,
and biomarker data confirmed the mechanism of action
of iptacopan [24]. The prespecified interim analysis of a
phase 3 double-blind, randomised, placebo-controlled tri-
al (APPLAUSE-IgA nephropathy study, ClinicalTrials.gov
number NCT04578834), including 250 patients with IgA
nephropathy (i.e., 125 in the iptacopan group and 125 in
the placebo group), has just been published, showing a
38.3% reduction in the 24-hour UPCR at 9 months in pa-
tients treated with iptacopan compared to placebo [25]. To
the best of our knowledge, we herewith report the first suc-
cessful treatment of a female patient with IgA nephropa-
thy with iptacopan in Switzerland, which has not been pub-
lished before. Furthermore, the latest innovative therapies
for treating IgA nephropathy are summarised within the
discussion section.

Case presentation

In February 2023, a 40-year-old female patient with re-
current episodes of macrohaematuria during infectious
episodes since childhood, but otherwise healthy status, was
referred to our outpatient clinic for a diagnostic work-up.
The patient was of Asian origin and had no risk behaviour.
Approximately two weeks before the initial consultation,
she suffered from an upper respiratory tract infection and
noticed again that her urine was very dark in colour. At that
time, she had no flank pain or dysuria. Her medical history
was negative for recurrent urinary tract infections, as well
as any kind of joint or skin problems. Further, the patient
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Figure 1: “Multi-hit” model of pathogenesis of immunoglobulin A (IgA) nephropathy. Adapted with permission courtesy of Novartis. APRIL: A
proliferation-inducing ligand; BAFF: B-cell activating factor; Gd-IgA1: galactose-deficient immunoglobulin A1.
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did not take any regular medication, including any over-
the-counter drugs. Family history was negative for known
renal diseases; however, her father suffered from an un-
specified “nephritis”. At initial consultation, she presented
with a good general condition and did not complain about
any pain or discomfort. Her nutrition status was within the
lower range (body mass index [BMI] 17 kg/m?). Blood
pressure (108/75 mm Hg) and pulse rate (80/min) were
both normal, with unremarkable cardiopulmonary auscul-
tation. In addition, the patient had no lower leg oedema, no
skin lesions, as well as an unremarkable abdominal exam-
ination. Laboratory tests confirmed normal kidney func-
tion, with a serum creatinine value of 60 pmol/l (refer-
ence range 45-84 pmol/l), corresponding to an estimated
glomerular filtration rate (eGFR) according to the Chronic
Kidney Disease Epidemiology Collaboration (CKD-EPI)
formula of 110 ml/min/1.73 m?. However, UPCR was 98
mg/mmol (reference range <11 mg/mmol), which peaked
at 186 mg/mmol in November 2023. Urine sediment exam-
ination showed a nephritic sediment with glomerular mi-
crohaematuria and cellular casts, including erythrocytes.
Ultrasonography of both kidneys was normal. Blood and
urine tests were repeated within four weeks after the pa-
tient’s initial assessment (in March 2023) at our outpatient
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clinic and showed similar results (i.e., normal kidney func-
tion, glomerular microhaematuria and a UPCR of 77 mg/
mmol). The clinical course of kidney function, proteinuria
and established treatment is illustrated in figure 3.

Given a highly suspected diagnosis of IgA nephropathy,
the patient was first treated with conservative therapy,
which was started in March 2023 with renin-angiotensin
system blockade and completed in May 2023 with an
SGLT-2 inhibitor (nephroprotective medication consisted
of ramipril at a maximum tolerated dosage of 2.5 mg per
day in combination with dapagliflozin 10 mg per day). De-
spite the patient’s excellent compliance concerning the es-
tablished conservative, antiproteinuric therapy and a sys-
tolic blood pressure between 100 and 110 mm Hg, pro-
teinuria ranged between 1 and 1.8 g/day, and glomerular
microhaematuria persisted, with preserved renal function
(figure 3). Therefore, the patient agreed to a kidney biopsy,
which was performed in January 2024. Histological work-
up of the kidney biopsy followed standard procedures (of
2 biopsy cores obtained with a 16-gauge needle), including
evaluation by light microscopy, immunofluorescence
(staining for immunoglobulins, complement factors and
light chain components, as well as fibrinogen), and elec-
tron microscopy. A detailed description of the histological
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Figure 2: Targeting of the alternative complement pathway by the complement factor B inhibitor iptacopan. Adapted with permission courtesy
of Novartis. Bb: serine protease domain; MAC: membrane attack complex.
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findings is given in table 1 and illustrated in figure 4.
Briefly, the biopsy processed for light microscopy con-
tained only three glomeruli, compared to six glomeruli in-
vestigated by immunofluorescence and one glomerulus by
transmission electron microscopy. While the findings al-
lowed a definitive diagnosis of IgA nephropathy, giving a
meaningful MEST-C score was not possible.

Additionally, complement activity screening was per-
formed by measuring serum levels of C3 and C4 (Siemens
Healthcare) and testing the activity of all three complement
pathways (i.e., the classical, lectin and alternative cas-
cades) with a commercially available enzyme immunoas-
say (COMPL300, Complement System Screen kit, Wies-
1ab®), showing normal activity within all three pathways.

As established nephroprotective/antiproteinuric therapies
failed to control the IgA nephropathy, with persistently
high proteinuria, there was an urgent need for expansion of
the treatment targeting the (complement-mediated) inflam-
matory disease process as a main trigger of nephron loss
(figure 1). Due to the dreaded side effects of systemic cor-
ticosteroids in this young, slender patient and the promis-
ing preliminary results from treating patients with IgA
nephropathy with iptacopan, a request was made to the

company (Novartis Pharma AG, Switzerland) to obtain
iptacopan timely within a Managed Access Programme
(MAP) for which the patient gave written informed con-
sent. At that time, the patient could no longer be included
in the ongoing clinical phase 3 trial of iptacopan for IgA
nephropathy because the screening/inclusion phase of the
APLLAUSE-IgA nephropathy study had already been
closed for a while. Iptacopan was started at the end of
March 2024 (200 mg twice a day). Four weeks before
starting the treatment with iptacopan, the patient received
meningococcal and pneumococcal vaccination, and two
weeks before, dapagliflozin was stopped. Just two months
after starting iptacopan, a reduction in proteinuria was evi-
dent, with a decrease of the UPCR to 50 mg/mmol (figure
3). In the further course of treatment with iptacopan, pro-
teinuria decreased impressively to a target level of <0.3 g/
day (i.e., the UPCR was repeatedly about 20 mg/mmol)
(figure 3). Complete blockade of the alternative comple-
ment pathway in our case was confirmed and monitored
after starting treatment with iptacopan (with COMPL300,
Complement System Screen kit, Wieslab®). The iptacopan
treatment is being continued and is well-tolerated, with no
adverse effects. It is worth mentioning that kidney function

Figure 3: Course of successful treatment of a 40-year-old woman suffering from biopsy-confirmed immunoglobulin A nephropathy (IgAN) with
iptacopan. The purple area indicates proteinuria >500 mg/day (i.e. urine protein-creatinine ratio (UPCR) >50 mg/mmol). For the dosage of
medication, please refer to the text. RAS: renin-angiotensin system; SGLT2: sodium-glucose cotransporter-2.
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Figure 4: Histopathological findings. (A) Light microscopy section showing one globally obliterated glomerulus (asterisk) and one with a slight-
ly widened mesangium without hypercellularity, tender capillary loops with one small capillary adhesion (arrow), without an elevated number of
granulocytes and with a free capsular space. Overall, minimal interstitial fibrosis, and tubular atrophy of less than 5%, PAS staining, 100x. Im-
munofluorescence showed pronounced granular mesangial deposits of IgA (B) and C3c (C) in all glomeruli (immunofluorescence, 400x).
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Table 1:
Kidney biopsy findings.

Light microscopy Marginal biopsy with mainly renal medulla (ap-
proximately 80% of the biopsy). In the cortex,
3 glomeruli, 2 of them globally obliterated, the
last one with a slightly widened mesangium
without hypercellularity, tender capillary loops
with one small capillary adhesion (black arrow)
without an elevated number of granulocytes
and with a free capsular space.

Tubular apparatus of the cortex well pre-
served, <56% tubular atrophy. Tender intersti-
tium without inflammatory infiltrates. One well-
preserved small interlobular artery. No
preglomerular arterioles. No increased inflam-
matory infiltrates in the medulla.

Immunofluorescence | Immunofluorescence examinations were per-
formed on cryosections. Six assessed
glomeruli with pronounced granular mesangial
deposits of IgA and C3c, moderate kappa- and
lambda-light chain and IgM deposits, low
C5b-9 and fibrinogen, as well as minimal IgG
deposits. No glomerular evidence of C1q and
C4. One globally obliterated glomerulus with
IgA deposits. Preglomerular vessels with low
deposits of C5b-9.

Electron microscopy |One glomerulus was examined by electron mi-
croscopy. The glomerular capillary loops have
a regular structure. No widening of the
mesangium. The mesangium cells are activat-
ed. Several irregular, non-structured, electron-
dense deposits of various size are found in the
mesangium. Peripheral glomerular basement
membranes partially thinned out and splittered
in an arcade-shape. Otherwise, normal struc-
ture and size of the lamina densa. Podocyte
foot processes overall well-preserved. Unre-
markable endothelium. No subepithelial or
subendothelial deposits. No fibrils.

is still normal, and proteinuria remains at a very low level
since the start of the therapy 12 months ago. Furthermore,
the steroid-sparing therapy with iptacopan is highly appre-
ciated by the patient herself.

Ethical approval

The research was conducted in accordance with the World
Medical  Association  Declaration  of  Helsinki
(https://www.wma.net/policies-post/wma-declaration-of-
helsinki-ethical-principles-for-medical-research-involv-
ing-human-subjects/). The retrospective review of patient
data did not require ethical approval in accordance with lo-
cal guidelines.

Discussion

We report the first successful treatment of a 40-year-old fe-
male patient suffering from IgA nephropathy with iptaco-
pan in Switzerland. It should be emphasised that this case
supports the concept that the complement system, particu-
larly the alternative complement pathway, plays an impor-
tant role in the pathogenesis of IgA nephropathy. This is
of great interest, as approved disease-specific therapies for
patients with IgA nephropathy in Switzerland are current-
ly scarce. Furthermore, complement-targeting therapies are
generally well-tolerated.

Since the first description of IgA nephropathy in 1968 by
Berger and Hinglais [26], dramatic improvements in the
understanding of its pathogenesis have paved the way for
the investigation of new therapeutic approaches, targeting
different activation pathways. These pathways play an im-
portant role in mediating cellular inflammation and tis-
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sue damage, for example, the complement and endothelin
systems [13—15]. Now, the understanding of the patho-
genesis of IgA nephropathy is reflected in a model called
the “multi-hit” model. To be more precise, the currently
accepted “multi-hit” model of the pathogenesis of IgA
nephropathy is a “four-hit” hypothesis, as genetically pre-
disposed patients are assumed to suffer from pathophysi-
ological changes, commonly referred to as “hits”, that in-
duce disease development and progression, as summarised
in [16, 27]. The “four-hit” model starts with the generation
of GD-IgA1 (the first “hit”) within the mucosa-associated
lymphoid tissue (MALT) of the gut and respiratory tract
[28, 29], followed by the overproduction of autoantibodies
that specifically recognise GD-IgAl (the second “hit”)
[30] and the formation of circulating immune complexes
composed of GD-IgA1 and anti-GD-IgA1 autoantibodies,
which deposit in the mesangium of the glomeruli (the third
“hit”) [30, 31]. Then, these immune complexes can gen-
erate cytokine-, chemokine-, and complement-mediated
glomerular inflammation and tissue destruction (the fourth
“hit”), as illustrated in figure 1 [28, 30]. Over time, con-
tinued tissue injury maintained by the above-described
processes leads to the characteristic findings of haematuria
and proteinuria, as well as glomerular and tubulointerstitial
scarring (i.e., sclerosis), ultimately causing kidney dys-
function and failure.

Local and systemic complement activation in patients with
IgA nephropathy was first described decades ago; howev-
er, the significance of its pathogenesis was not recognised
immediately [32]. Although this process is not yet fully un-
derstood, it is assumed that the deposition of complexes
composed of GD-IgA1 and anti-GD-IgA1 autoantibodies
can trigger local complement activation [33, 34]. Further-
more, several studies have provided evidence that activa-
tion of the alternative complement pathway is the “key dri-
ver” of the complement cascade in IgA nephropathy, as
the hallmark of complement activation in IgA nephropa-
thy is the co-localisation of C3 deposits with IgA, which
is observed in about 90% of patients, including our report-
ed case, as shown in figure 4B and 4C [33, 35, 36]. Nev-
ertheless, in several patients, the co-deposition of C4d and
C3 (without the deposition of C1q) suggests the potential
involvement of the lectin pathway as the local initiator of
complement cascade activation (figure 2) [13, 37, 38]. In-
terestingly, glomerular C3 deposits correlate with disease
progression and may help to differentiate IgA nephropa-
thy cases from individuals found to have asymptomatic
deposits of IgA (i.e., 4-16% of the population [39]), as
well as to decide which therapeutic strategy should be pur-
sued. Finally, serum C3 levels are characteristically nor-
mal in patients suffering from IgA nephropathy, although
studies have shown that elevated plasma levels of C3 ac-
tivation markers, such as C3b, among others, are associ-
ated with worse kidney prognosis [40, 41]. In addition, a
high serum C3/IgA ratio is correlated with poorer kidney
outcome [42, 43]. In our case, serum C3 levels were re-
peatedly normal. Further, we tested the activity of all three
complement pathways with a commercially available en-
zyme immunoassay before starting a complement-inhibit-
ing therapy, noting normal activity within all three path-
ways. Thus, our case report supports the hypothesis that
local alternative complement pathway activation is an im-
portant pathogenetic trigger in IgA nephropathy.
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By targeting complement factor B, iptacopan suppresses
the activation of the amplification loop of the alternative
complement pathway, as highlighted in figure 2. It also
blocks the amplification of classical and lectin pathway-
dependent C5 activation, although it does not impact am-
plification-independent complement activation via these
pathways. This may potentially lead to a lower infection
risk in vaccinated patients compared with other proximal
complement inhibitors [44], like pegcetacoplan (As-
paveli® Apellis Pharmaceuticals, USA), which is ap-
proved by the FDA, EMA and Swissmedic for the treat-
ment of patients with paroxysmal nocturnal haemoglobin-
uria [45]. Pegcetacoplan has been investigated in a phase
2 discovery study (ClinicalTrials.gov — number
NCTO03453619) in patients with IgA nephropathy, but the
results are still pending. The first approved complement
inhibitor was eculizumab, which is a highly effective C5
inhibitor. Today, C5 blockade is the first-line treatment
for patients with complement-mediated atypical haemolyt-
ic uremic syndrome. While the effects of eculizumab in
IgA nephropathy have been inconsistent, a newer long-
acting C5 inhibitor named ravulizumab is currently being
evaluated in IgA nephropathy in a phase 2 study (Clin-
icalTrials.gov number NCT04564339), as summarised in
[34]. Further, the C5a receptor 1 (C5aR1) inhibitor avaco-
pan (Tavneos®, CLS Vifor, Switzerland) has recently been
approved by the FDA, EMA and Swissmedic for the treat-
ment of antineutrophil cytoplasmic antibody (ANCA)-as-
sociated vasculitis. Activation of the alternative comple-
ment pathway, which results in terminal C5a production,
is a key component of the pathogenesis of ANCA-associ-
ated vasculitis [46]. Avacopan selectively suppresses the
effects of C5a through C5aR1 blockade, including imped-
ing neutrophil chemoattraction and activation [47]. There-
fore, avacopan mainly acts as an anti-inflammatory agent
preventing organ inflammation and damage [47]. The dele-
terious effects of kidney expression of C3aR and C5aR1
in patients suffering from IgA nephropathy, both in terms
of disease activity and kidney damage severity, provide a
rationale to investigate the pharmacological blockade of
C5aR1 with avacopan [48, 49]. Thus, the potential effica-
cy of C5aR1 blockade in IgA nephropathy has also been
evaluated in an open-label phase 2 pilot study [50]. Nu-
merical reduction in the UPCR was observed in 6/7 IgA
nephropathy patients at week 12 (about 50% in 3/7 pa-
tients), and 5/7 participants showed persistent improve-
ments in the UPCR at week 24 [50]. Although the results
of this small pilot study were significant, they were more
modest than those found in ANCA-associated vasculitis
[47]. Another reason not to treat our patient with avacopan
was the fact that MAPs from companies for the oft-label
use of therapies must be closed by law upon approval of
a therapeutic agent for any indication. This makes innova-
tive therapies difficult to access timely, since applications
processed by health insurance companies are time-con-
suming, including in Switzerland. Narsoplimab is a human
monoclonal antibody targeting mannan-binding lectin-as-
sociated serine protease-2, the effector enzyme of the lectin
pathway of the complement system, and was evaluated in a
phase 3 randomised, double-blind, placebo-controlled tri-
al in IgA nephropathy (ARTEMIS-IgA nephropathy, Clin-
icalTrials.gov number NCT03608033). However, the trial
was discontinued, as treatment with narsoplimab did not
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result in a statistically significant reduction in proteinuria
compared to placebo in the interim analysis [34]. Addition-
al complement-targeting therapies under investigation aim
to inhibit complement factor D and the expression of factor
B and C3 genes and accelerate the decay of C3 convertase,
and are summarised in [27].

What about other novel treatment options besides comple-
ment system blockade? Animal models have demonstrated
that activation of the endothelin A receptor by endothelin-1
contributes to endothelial injury, inflammation, mesangial
proliferation, glomerulosclerosis and tubulointerstitial fi-
brosis in chronic kidney disease [51]. Clinical trials eval-
uating endothelin receptor antagonists (ERAs) showed de-
creased proteinuria and improved kidney outcomes in di-
abetic and non-diabetic kidney diseases, as summarised in
[52]. However, fluid retention needs to be taken into ac-
count when treating patients with ERAs [52]. An inter-
esting approach is to add an SGLT-2 inhibitor to ERAs,
which may help mitigate fluid retention and enhance the
reduction of proteinuria [53]. Sparsentan is a dual endothe-
lin and angiotensin receptor antagonist with high selec-
tivity for the endothelin receptor type A and angiotensin
IT receptor type 1 (AT1-R) [54]. The nephroprotective ef-
fect of sparsentan in patients with IgA nephropathy was
investigated in a phase 3 trial (PROTECT, ClinicalTri-
als.gov number NCT03762850) [8]. For this trial, 404 pa-
tients were randomised to receive sparsentan versus an ac-
tive control arm treated with the AT1-R blocker irbesartan.
It is worth mentioning that > 90% of the patients assigned
to the irbesartan arm of the study reached the maximum
allowed dose of 300 mg per day. The primary endpoint
was change in proteinuria between the treatment groups
at 36 weeks. Secondary endpoints included eGFR slope,
changes in proteinuria, a composite of kidney failure, and
safety and tolerability up to 110 weeks from randomisation
[8]. Based on the positive interim analysis, sparsentan re-
ceived accelerated approval from the FDA, EMA, and re-
cently from Swissmedic for the treatment of proteinuria in
patients with IgA nephropathy [7]. Meanwhile, the 2-year
results of the PROTECT study have become available [8].
Patients in the sparsentan group had a slower rate of eGFR
decline compared to the irbesartan group. Furthermore,
the significant reduction of proteinuria from baseline at
36 weeks with sparsentan was maintained over the whole
study period of 110 weeks. Importantly, treatment-emer-
gent adverse events were balanced between sparsentan and
irbesartan, with no unexpected safety problems [8]. Thus,
the authors of the phase 3 trial stated that sparsentan is
an effective and safe treatment for IgA nephropathy, with
meaningful clinical benefit beyond renin-angiotensin sys-
tem inhibition [8]. However, because of high-grade granu-
lar mesangial deposits of IgA and C3 in the kidney biopsy
of our patient, we consciously chose a complement-block-
ing therapy with iptacopan and decided against sparsentan.
Atrasentan is another ERA currently under investigation
in a placebo-controlled, randomised phase 3 trial (ALIGN,
Clinical Trials.gov number NCT04573478) in IgA
nephropathy patients [15]. The full phase 3 trial is still on-
going and will assess the effect of atrasentan versus place-
bo in patients with IgA nephropathy taking the maximum
tolerated doses of renin-angiotensin system blockers on
proteinuria at week 36 from baseline and change in eGFR
at 136 weeks. Recently, the results of the interim analy-
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sis among the first 270 included patients who completed
the week 36 visit were published [55]. There was a sig-
nificantly greater percentage reduction in the UPCR rela-
tive to baseline with atrasentan compared to placebo [55],
and based on the positive results of the interim analysis,
atrasentan has been submitted to the FDA and granted ac-
celerated review but has not yet been approved. Interest-
ingly, an exploratory separate stratum of patients with IgA
nephropathy using an SGLT-2 inhibitor is being enrolled to
document the long-term effects of atrasentan compared to
placebo in patients under an SGLT-2 inhibitor, but the re-
sults are pending [15]. As our patient was concerned about
the onset of oedema and experienced skin problems af-
ter several weeks on the SGLT-2 inhibitor, treating IgA
nephropathy with ERAs was not the preferred option in
this case. To conclude the topic of further therapeutic op-
tions, another approach worth mentioning is the inhibition
of B lymphocyte maturation to produce antibodies, includ-
ing GD-IgA1 and anti-GD-IgA1 autoantibodies. There are
different options to block this process in IgA nephropa-
thy [56, 57]. One such option is to administer anti-CD19
antibodies. However, although a small series of IgA vas-
culitis patients seemed to have a response [58], a small,
randomised trial of patients with IgA nephropathy demon-
strated no impact on serum levels of GD-IgAl or anti-
GD-IgA1 autoantibodies, and adding rituximab to standard
supportive therapy with renin-angiotensin system blockers
did not significantly improve renal function or proteinuria
assessed over one year [59]. It is worth mentioning at this
point that the search for other B-cell inhibitors is the sub-
ject of current research, with programmes underway with
proteosome inhibition, efforts to block receptor ligands
such as the B lymphocyte stimulator (BLyS), also known
as B-cell activating factor (BAFF), and A proliferation-in-
ducing ligand (APRIL) or plasma cell receptors, as sum-
marised in [16]. Today, reports from two different phase 2
studies suggest some efficacy in reducing GD-IgA1 levels
and proteinuria in IgA nephropathy by atacicept which is
a first-in-class fusion protein that can bind and neutralise
BAFF and APRIL [60-62]. Furthermore, these results pro-
vided evidence to conduct a phase 3 study of atacicept
in IgA nephropathy, which is ongoing (ORIGIN 3, Clini-
cal. Trials.gov number NCT04716231).

Despite revolutionising advances in our understanding of
the pathogenesis of IgA nephropathy, which directed us
to more disease-specific treatment options as summarised
above, there is still an urgent need for timely access to
these new targeted treatments to move the management of
IgA nephropathy towards a more personalised approach.
This approach must slow the rate of disease progression,
with the ultimate goal of preventing kidney failure during
the lifespan of a patient suffering from IgA nephropathy.
One important task for the future is to determine which
therapy or combination of therapeutic options is most suit-
able for a given patient.

As there was no possibility to include our patient in the on-
going APPLAUSE-IgA nephropathy trial, the patient was
included within the MAP of Novartis for iptacopan in IgA
nephropathy. Nevertheless, it is important to highlight that
today, this MAP is closed because the drug has been ap-
proved in the meanwhile by Swissmedic for the treatment
of paroxysmal nocturnal haemoglobinuria. Nowadays, re-
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quests for iptacopan for the treatment of IgA nephropa-
thy in Switzerland must be submitted to health insurance
providers by the off-label use process (via the so-called ar-
ticle 71a—d of the health insurance ordinance [KVV]). To-
gether with data from published clinical trials, case reports
provide important information about the efficacy and safe-
ty of treating IgA nephropathy with iptacopan in Switzer-
land. Of course, we must note that clinical information ob-
tained from a case report will not have the same level of
evidence as a thoroughly conducted randomised, placebo-
controlled clinical trial. Nevertheless, this information may
help to locally prove the concept of a novel therapeutic op-
tion and support application processes to health insurance
providers.

Conclusion

To the best of our knowledge, our case report is the first in
Switzerland to show that selective inhibition of the alterna-
tive complement pathway in IgA nephropathy results in the
significant and ongoing reduction of proteinuria, as well as
preservation of kidney function, and therefore, supports the
innovative concept of targeting the alternative complement
pathway with iptacopan to treat IgA nephropathy.
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