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Epidemiology:

IgA nephropathy remains one of, if not the, most common forms of

glomerulonephritis, especially in developed countries with a low
prevalence of infectious diseases.

Although it was previously considered a benign disease, it is now
clear that up to 40% of patients may progress to ESKD.
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Classification of Immunoglobulin A
Nephropathy:

Primary immunoglobulin A (IgA) nephropathy
Secondary IgA nephropathy: Associated disorders
IgA vasculitis (formerly Henoch-Schénlein purpura)
Human immunodeficiency virus infection
Toxoplasmosis
Seronegative spondyloarthropathy
Celiac disease
Dermatitis herpetiformis
Crohn disease
Liver disease
Alcoholic cirrhosis
Ankylosing spondylitis
Reiter syndrome
Neoplasia
Mycosis fungoides
Lung CA
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Mucin-secreting CA
Cyclic neutropenia
Immunothrombocytopenia
Gluten-sensitive enteropathy
Scleritis
Sicca syndrome
Mastitis
Pulmonary hemosiderosis
Berger disease
Leprosy

Familial IgA nephropathy
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Epidemiology:

» IgA nephropathy occurs in individuals of all ages, but it is still
most common In the 2nd and 3rd decades of life and 1s much
more common In males than females .

» IgA nephropathy is uncommon in children younger than 10 years
of age.

» In fact, 80% of patients are between the ages of 16 and 35 years
at the time of kidney biopsy.

» The male to female ratio has been described as any where from 2
:1to6:1.781
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Genetics:

Polymorphisms in a number of genes, including those coding for:

angiotensin

angiotensin Il receptor
T cell receptor

IL-1

IL-6

IL receptor antagonist, TGF, mannose-binding lectin
Nitric oxide synthase, and TNF
ACE

vV v v v vV vV VY
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Pathology:

Immunofluorescence Microscopy:

IgA nephropathy can be definitively diagnosed only by the
Immuneohistologic demonstration of glomerular immune deposits
that stain dominantly or co dominantly for IgA compared with

1gG and IgM .
The staining is usually exclusively or predominantly mesangial,

although a minority of specimens, especially from patients with
severe disease, will have substantial capillary wall staining.

By definition, 100% of IgA nephropathy specimens stain for
IgA. On a scale of 0 to 4+, the mean intensity of IgA staining is

approximately 3+. I
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» IgM staining Is observed in 84% of specimens with a mean
Intensity (when present) of only approximately 1+.

» 1gG staining is observed in 62% of specimens, also with a mean
Intensity (when present) of approximately 1+.

» Early studies of IgA nephropathy described more frequent and
more intense 1gG staining than is seen today, but this probably
was caused by the use of less specific antibodies that cross-react
between IgA and IgG.
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Almost all IgA nephropathy specimens have substantial staining
for C3.

In contrast, staining for C1q is rare and weak when present.
If there Is intense staining in a specimen that shows substantial

IgA and IgG, the possibility of lupus nephritis rather than IgA
nephropathy should be considered.

Distinctive feature of IgA nephropathy is that unlike any other
glomerular immune complex disease, the immune deposits
usually have more intense staining for (Lambda)light chains than

kappa (k) light chains.
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Electron Microscopy:

Finding I1s mesangial electron-dense deposits that
correspond to the iImmune deposits seen by immune

histologic analysis .

The mesangial deposits often are immediately beneath
the peri mesangial basement membrane.

They are accompanied by varying degrees of mesangial
matrix expansion and hypercellularity.
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Diagram depicting the ultrastructural features of
immunoglobulin A nephropathy.
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Electron micrograph of a capillary and adjacent mesangium
from a patient with immunoglobulin A nephropath
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Light Microscopy:

At the time of biopsy, IgA nephropathy usually
manifests as a focal or diffuse mesangio proliferative or
proliferative glomerulonephritis,

Although specimens from a few patients will have no
lesion by light microscopy, those from a few will show
aggressive disease with crescents, and occasional
specimens will already demonstrate chronic sclerosing
disease.
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“Oxford-MEST score”

Four parameters emerged as independently predictive of clinical out
comes:

» Mesangial hypercellularity—score < 0.5 =0 or score >0.5 =1
» Endocapillary hypercellularity—absent = 0 or present = 1
» Segmental glomerulosclerosis: absent = 0 or present = 1

» Tubular atrophy-interstitial fibrosis—percentage of cortical area < 25%
=0, 26% to 50% = 1, or >50% = 2
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Light micrograph of a glomerulus with immunoglobutin A
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Figure 1. Immunoglobulin A nephropathy with moderal
1iesangial expansion and proliferation (periodic acid—Schi

tain). Reproduced with permission from AJKD 31(4):e1.

AJKD Atlas of Renal Pathology: IgA Nephropathy
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Figure 2. Immunoglobulin A nephropathy with endocapillary
proliferation and cellular crescent formation (Jones silver stain).
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Figure 3. Immunoglobulin A nephropathy with segmental 1/22/2024

sclerosis (periodic acid—Schiff stain). Reproduced with permis-
lsion from AJKD 31(4):el.




Figure 6. Subendothelial deposits in glomerular capillary walls
can be seen in more active immunoglobulin A nephropathy
(electron microscopy).

AJKD Atlas of Renal Pathology: IgA Nephropathy 1/22/2024




Focal or diffuse
mesangioproliferative

/ glomerulonephritis \
Histologically Focal or diffuse Focal or diffuse
normal = proliferative or necrotizing - sclerosing
glomeruli glomerulonephritis glomerulonephritis
Crescentic
glomerulonephritis
Asymptomatic Rapidly Chronic
hematuria and/or Acute progressive nephritis
proteinuria nephritis nephritis or ESKD
CLINICAL MANIFESTATIONS
REPRESENTATIVE DISEASES
IgA nephropathy
Lupus nephritis
ANCA and anti-GBM nephritis
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FSGS:

Occasional patients with IgA nephropathy will have focal
glomerular sclerosis by light microscopy that is indistinguishable
from FSGS until the IF microscopic findings are taken into
consideration.

Because of the episodic nature of IgA nephropathy, many
patients have combinations of focal sclerotic lesions and focal
active proliferative lesions.

Patients with the most severe IgA nephropathy have crescent
formation because of extensive disruption of capillaries.
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Clinical Features and Natural History:

» Approximately 40% to 50% of these patients have macroscopic
hematuria at the time of their initial presentation.

» The episodes tend to occur in close temporal relationship to upper
respiratory infection, including tonsillitis and pharyngitis.

» This synchronous association of pharyngitis and macroscopic
hematuria has been given the name syn pharyngitic nephritis.
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» Systemic symptoms are frequently found, including nonspecific
symptoms such as malaise, fatigue, myalgia, and fever.

» patients have abdominal or flank pain.

» In a minority of patients (<5%), malignant hypertension may be
an associated presenting feature.

» In the most severe cases (fewer than 10%), acute
glomerulonephritis results in acute renal insufficiency.
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Macroscopic hematuria

» Macroscopic hematuria due to IgA nephropathy occurs
more often In children than in young adults.

» When it occurs in older individuals, it should raise the
possibility of the more common causes of urinary tract
bleeding, such as stones or malignancy.
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Laboratory Findings:

To date, there are no specific serologic or laboratory tests
diagnostic of IgA nephropathy or IgA vasculitis.

The identification of abnormally galactosylated IgA1 has led to the
development of a potential diagnostic test based on the detection of
Increased lectin binding in patients with 1gA nephropathy.

Although the serum IgA levels are elevated in up to 50% of patients,
the presence of elevated IgA in the circulation is not specific for IgA
nephropathy.

1/22/2024

Brenner2020




Continue......

A typical finding is microscopic hematuria on urinalysis that may
persist, even at very low levels of macroscopic hematuria.

The finding of dysmorphic erythrocytes in the urine is typical.

Proteinuria Is found in many patients with IgA nephropathy
although, in most of them, protein excretion is less than 1 g/day.

Mesangial and endocapillary hypercellularity, segmental
glomerulosclerosis, and extra capillary proliferation are strongly
associated with proteinuria.
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Treatment:;

Treatment is indicated for patients with urinary protein
excretion of more than 0.5 g of protein/day.

» 1) RAAS blockade
» 2) oral and/or intravenous glucocorticoids
» 3) combined Immunosuppressive (cytotoxic) therapy.
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Angiotensin Il Inhibition:

Slower rate of loss of kidney function and a higher frequency of
remission of proteinuria compared with either no therapy.

High-dose ARB therapy was most efficacious in reducing
proteinuria

The current first line of treatment consists of escalating doses of an
ARB to achieve a target urinary protein excretion of less than 1
g/day, along with dietary sodium restriction, for patients of any age
with IgA nephropathy and proteinuria of more than 500 mg of
protein excretion/day.
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Glucocorticoids:

» In summary, glucocorticoid therapy is a reasonable option for the
treatment of patients with adverse prognostic features with well-
preserved kidney function (GFR >60 mL/min/1.73 m2) who
remain proteinuric despite a 3- to 6-month trial of angiotensin I|

Inhibitors or patients with features of MCD and nephrotic
syndrome.
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Combinations of Angiotensin Il Inhibition,
Glucocorticoid Therapy, and Immuno supprression

Aliskiren, a direct inhibitor of renin, has been investigated as an
antiproteinuric agent in IgA nephropathy.

In a 3-year prospective controlled trial of cyclophosphamide,
dipyridamole, and low-dose warfarin, it was reasonably clear that
this treatment has very little long-term benefit in patients with
IgA nephropathy.

Three randomized trials of MMF have shown conflicting results.
beneficial effect of MMF on proteinuria and hyperlipidemia

Long-term follow-up of this cohort suggested better preservation
of kidney function in the MMF-treated group.
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Omega-3 Fatty Acids:

» By Inhibiting cytokines, leukotriene Br
» platelet activating factor formation

» fish oil may play a role in suppressing cell-mediated
Inflammation and limit glomerular injury

1/22/2024




Continue........

» Therefore, if omega-3 fatty acids should be used at all in the
treatment of IgA nephropathy, they should be used adjunctively In
combination with angiotensin Il inhibition and not a monotherapy.
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KDIGO 2021 CLINICAL PRACTICE GUIDELINE FOR THE
MANAGEMENT OF GLOMERULAR DISEASES

1/22/2024




|IgA Nephropathy




Recommendation:

Recommendation 2.3.2: We recommend that all patients with proteinuria >0.5 g/d, irrespective of whether
they have hypertension, be treated with either an ACEi or ARB (1B).

Recommendation 2.3.1.1: We suggest that patients who remain at high risk of progressive CKD despite
maximal supportive care be considered for a 6-month course of glucocorticoid
therapy. The important risk of treatment-emergent toxicity must be discussed with
patients, particularly those who have an eGFR <50 ml/min per 1.73 m? (2B).
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Clinical benefit of glucocorticoids in IgA N is not
established and should be given with extreme
caution:

©GFR <30 ml/min/1.73 m**

Obesity (BMI >30 kg/m?)’

Secondary disease (e.g, cirthosis)

Uncontrolled psychiatric illness
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Practice Point 2.3.1.4: Management of patients with IgAN who remain at high risk for progression after maximal sup-
portive care (Figure 24)

Proteinuria >1 g/d despite at least
3 months of optimized supportive care:

« BP management
+« Maximally tolerated dose of ACEi/ARB
Notapplicable to 51 ==le modification Notapplicable to:
variant forms of IgA: + Address cardiovascular risk - IgA vasculitis
« IgA deposition with- +IgA nephropathy
‘minimal change disease secondaryto:
- IgAN with acute kidney v - Viral (HIV, hepatitis)
injury _ e I kS - Inflammatory bowel
+IgAN with a rapidly C°:?fi“§§'l?i‘£f i dizcase I N
progressive - - Autoimmune disease
'glomerulonephritis - Cirrhosis
[ | +IgA-dominant
_ , postinfectious GN
eGFR <30 ml/min/1.73 m* eGFR 2 30 ml/min/1.73 m?
l Specific populations:
== T - Japanese - consider

Toxicity risk stratification: tonsillectomy

‘Advancedage « Chinese - consider

* Metabolic syndrome mycophenolate mofetil as

+Obesity a glucocorticoid-sparing

+ Latent infection agent D

(TB, HIV, HBV, HCV) :
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Antiplatelet agents
Anticoagulants
Azathioprine

Cyclophosphamide
Calcineurin inhibitors
Rituximab

Fish oil

Mycophenolate
mofetil (MMF)

Hydroxychloroquine

Not recommended
Not recommended

Not recommended

Not recommended
Not recommended
Not recommended

Not recommended

Chinese patients

In those patients in whom
glucocorticoids are being
considered MMF may be used
as a glucocorticoid-sparing
agent

Non-Chinese patients
There is insufficient evidence
to support the use of MMF

Chinese patients

In those patients who remain
at high risk of progression in
spite of optimized supportive
care

Non-Chinese patients

There is insufficient evidence
to support the use in those
patients

No documented evidence of efficacy
No documented evidence of efficacy

No evidence for efficacy as monotherapy or when
combined with glucocorticoids

Unless in the setting of rapidly progressive IgAN
No documented evidence of efficacy
No documented evidence of efficacy

Patients who wish to take fish oil should be advised of
the dose and formulation used in the published clinical
trials that reported efficacy.

In a single RCT conducted in China, MMF with low-dose
glucocorticoids was noninferior to standard-dose
glucocorticoids for the treatment of incident IgAN
presenting with proliferative histologic lesions (E or C
lesions with or without necrosis) on kidney biopsy and
proteinuria >1.0 g/d. There were significantly fewer
glucocorticoid-related side effects in the combination-
therapy arm."*

In the RCTs of MMF in non-Chinese patients there was
no evidence for efficacy of MMF monotherapy.?~

In a small, short-term RCT conducted in China,
hydroxychloroquine introduced to patients with
proteinuria of 0.75-3.5 g/d despite optimized ACEi/ARB
reduced proteinuria by 48% versus 10% int the placebo
group at 6 months.

y 1/22/2024
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IgA nephropathy: the lectin pathway and
implications for targeted therapy
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Heather N. Reich’” and Jiirgen Floege®

'Department of Cardiovascular Sciences, University of Leicester, Leicester, UK: 2Department of Medicine, Division of Nephrology, Stanford
Health Care, Stanford, California, USA; *Renal Division, Department of Internal Medicine, Peking University Institute of Nephrology,
Beijing, China; “Department of Nephrology, 1st Faculty of Medicine, Charles University and General University Hospital, Prague, Czech
Republic; *Department of Internal Medicine, Division of Nephrology, The Ohio State University Wexner Medical Center, Columbus,
Ohio, USA; °Department of Medicine, Division of Renal Medicine, Emory University, Atlanta, Georgia, USA; "Department of Medicine,
Division of Nephrology, University of Toronto and University Health Network, Toronto, Ontario, Canada; and ®Department of
Nephrology and Rheumatology, RWTH Aachen University Hospital, Aachen, Germany

Many patients with immunoglobulin A nephropathy (IgAN)
progress to kidney failure even with optimal supportive
care. An improved understanding of the pathophysiology
of IgAN in recent years has led to the investigation of
targeted therapies with acceptable tolerability that may
address the underlying causes of IgAN or the pathogenesis
of kidney injury. The complement system—particularly the
lectin and alternative pathways of complement—has
emerged as a key mediator of kidney injury in IgAN and a
possible target for investigational therapy. This review will
focus on the lectin pathway. The examination of kidney
biopsies has consistently shown glomerular deposition of
mannan-binding lectin (1 of 6 pattern-recognition

N e

mmunoglobulin A nephropathy (IgAN) is the most

commonly occurring glomerular disease, and many patients

progress to kidney failure even with optimal supportive care
and currently available therapy."” Patients with IgAN and
persistent proteinuria (>0.75 g/d) have a high risk of progres-
sive loss of kidney function.” Systemic corticosteroids may
temporarily slow the progression of kidney disease in these pa-
tients, but the data are not consistent and toxicity remains an
issue.” When possible, patients with persistent proteinuria
should be considered for participation in a clinical trial, in
the hopes of discovering safer, effective therapy.’ There is
clearly an unmet medical need for additional treatment options
to slow or even reverse the loss of kidney function. An

1 1 a 1 ©oa al 1 [l S S
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Complement system activation in IgAN

Classical pathway Lectin pathway
(Rarely involved in IgAN) (Glomerular deposition + fibrosis)

Immune complex Tissue injury

Recognition molecules:
MBL, ficolins, collectins

Coagulation
cascade

Lectin pathway
inhibition

Alternative pathway
(Amplification £ direct activation)

ro-acir0 et Fatr0 B o [y

Inflammation,
C3b Opsonization platelet activation,
leukocyte recruitment,

- dotheli
Alternative pathway | C5 convertases = azﬁ:-.';:!: -
inhibition {r

Terminal pathway Terminal complement
(C5b-9) @ inhibition

KI2023

g rormoe

Coagulation
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Circulating galactose-deficient
IgA1 antibodies (Gd-lgA1) \

Immune complexes form containing:

* Polymeric Gd-lgA1;

« Anti-glycan autoantibodies bound
to Gd-lgA1; and

* CL-11/MASP-2 and MBL/MASP-2
complexes

Immune complexes deposit on mesangial cells
Lectin pathway of complement is activated

Proinflammatory,
profibrotic cytokine
production

--....

Proinflammatory
profibrotic cytokine
production

Mesangial cell proliferation

~ -
~ e B -
N ‘ ’/
Tubular damage and proteinuria Podocyte damag.e
Local upregulation of CL-11 leads to Progressive and hematuria
increasing inflammation, proteinuria, and kidney
tubular damage, which further activates dysfunction

the lectin pathway of complement

e3 ]_Acgivatioll of the lectin pathway contributes to both tubular and podocyte damage in immunoglobulin A nephropa
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Targeting the alternative and lectin pathways
In IgA N:

The Factor B inhibitor iptacopan was well tolerated, strongly
Inhibited activity of the alternative pathway, and reduced
proteinuria through 6 months in a phase 2 study.

As discussed above, lectin pathway activation is not seen in all
cases of IgA N, but it is associated with more severe disease
progression. Given the role of MASP-2 activation of the lectin
pathway

In the pathophysiology of IgA N, the MASP-2 inhibitor,
narsoplimab, Is being assessed as a possible treatment for IgA N.
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Novel Treatment Paradigms: Primary IgA
Nephropathy

Haresh Selvaskandan'#, Jonathan Barratt'” and Chee Kay Cheung'?

"Mayer IgA Nephropathy Laboratories, Department of Cardiovascular Sciences, University of Leicester, Leicester, UK; and
2 Jjohn Walls Renal Unit, University Hospitals of Leicester NHS Trust, Leicester, UK

IgA nephropathy (IgAN) is the most common primary glomerulonephritis worldwide. Approximately 30%
to 45% of patients progress to kidney failure (KF) within 20 to 25 years of diagnosis, and there has long
been a lack of effective treatments. The therapeutic landscape in IgAN is rapidly evolving, driven in large
part by the acceptance of the surrogate clinical trial end point of proteinuria reduction by regulatory au-
thorities for the accelerated approval of new therapies. Two drugs, targeted release formulation (TRF)-
budesonide (nefecon) and sparsentan, have recently been approved under this scheme. Advancing in-
sights into the pathophysiology of IgAN, including the roles of the mucosal immune system, B-cells, the
complement system, and the endothelin system have driven development of therapies that target these
factors. This review outlines current, recently approved, and emerging therapies for IgAN.

Kidney Int Rep (2023) m, m-m; https:/doi.org/10.1016/j.ekir.2023.11.026

KEYWORDS: APRIL; BAFF; clinical trials; complement; endothelin; IgA nephropathy

© 2023 International Society of Nephrology. Published by Elsevier Inc. This is an open access article under the CC BY-
NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

irst described in 1968, IgAN represents the most progression of IgAN made clinical trials unattractive.
common primary glomerulonephritis worldwide.' In 2019, the Kidney Health Initiative performed an
Patients present with a wide spectrum of clinical analysis of 13 controlled trials that demonstrated a clear
manifestations, including isolated nonvisible hematu- association between an early treatment effect on pro-
ria, progressive chronic kidney disease (CKD), teinuria and a composite of time to doubling of serum
nephrotic syndrome, or rapidly progressive glomeru- creatinine, KF, and death."” Regulatory authorities now
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Table 1. Parameters required by the international IgA nephropathy
prediction tool to predict 50% decline in eGFR or kidney failure up to
80 months from biopsy

Parameters required by the IIgANPT

eGFR af biopsy

Systolic blood pressure af biopsy

Diostolic blood pressure at biopsy

Proteinuria at biopsy

Age af biopsy

Race

ACE inhibitor or ARB af biopsy

MEST scome”

Immunosuppression at or prior to biopsy
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» Sodium-Glucose Co-Transporter-2 Inhibitors (SGLT2is)
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Antigen-
Antibody

@ <+— Mannose

w————— Narsoplimab
Alternative
Pathway

,/@‘“_ Vermicopan

Spontaneous

Hydrolysis
..||_ Iptacopan,

IONIS-FB-LRx
P

al Cemdisaran,

Ravulizumab

‘iil:’
Cc3
Convertase

2

|

Avacopan
(C5a receptor
antagonist)
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Crescents and IgA Nephropathy: A Delicate Marriage

Hernan Trimarchi !, Mark Haas ?* and Rosanna Coppo ?

1 Nephrology Service, Hospital Britanico de Buenos Aires, Buenos Aires C1280 AEB, Argentina;
htrimarchi@hotmail.com

2 Department of Pathology and Laboratory Medicine, Cedars-Sinai Medical Center, Los Angeles,

CA 90048, USA

Fondazione Ricerca Molinette, Regina Margherita Hospital, 10126 Turin, Italy; rosanna.coppo@unito.it

*  Correspondence: mark.haas@cshs.org; Tel.: +1-310-248-6695; Fax: +1-310-423-5881

Abstract: IgA nephropathy (IgAN) is a progressive disease with great variability in the clinical
course. Among the clinical and pathologic features contributing to variable outcomes, the presence
of crescents has attracted particular interest as a distinct pathological feature associated with severity.
Several uncontrolled observations have led to the general thought that the presence and extent
of crescents was a prognostic indicator associated with poor outcomes. However, KDIGO 2021
guidelines concluded that either the presence or the relative number of crescents should not be used
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Turning from MEST to MEST-C Score:

» Arevised version of the Oxford classification for IgA
nephropathy published in 2017 includes a C (crescent) score in
addition to the original MEST scores:

» CO (no cellular or fibrocellular crescents)
» C1 (crescents in <25% of glomeruli

1 suggesting a poor prognosis in patients not receiving
Immunosuppressive therapy)

» C2 (crescents in> 25% of glomeruli)
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Immunoglobulin A Nephropathy.
Recurrence After Renal
Transplantation

Gabriella Moroni ™, Mirco Belingheri', Giulia Frontini’, Francesco Tamborini’ and
Piergiorgio Messa "2

" Dialysis, and Renal Transplant Unit, Fondazione IRCCS Ca’ Granda Ospedale Maggiore Policlinico, Milan, Italy, ? Department
of Clinical Science and Community, Universita degli Studi di Milano, Milan, ltaly

IgA nephropathy (IgAN) is the most common primary glomerular disease worldwide. The
disease generally runs an indolent course but may lead to ESRD in 20-30% of patients in
20 years or more after diagnosis. Patients with IgA nephropathy are ideal candidates for
renal transplant because they are generally relatively young and with few comorbidities.
Their graft survival is better or comparable to that of controls at 10 years, though few
data are available after 10 years of follow-up. Recurrence of the original disease in the
graft is a well-known complication of transplant in IgAN and is a significant cause of
deterioration of graft function. Recurrent IgAN rarely manifests clinically before 3 years
post transplantation. Recurrence rate is estimated to be around 30% with darisizierable




HISTOLOGICAL FEATURES OF IgA N
RECURRENCE :

» Some studies suggest that, the Oxford classification of
histological features of IgA N in the native kidney, applied to
biopsies of recurrent IgA N has prognostic value for graft failure
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INCIDENCE OF IgA N RECURRENCE:

» The rate of graft loss due to recurrence is reported to range from
1.31t0 17%
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PREDICTORS OF IgA N RECURRENCE:

» Young age at renal transplantation
» male gender

» rapidly progressive course of the original disease before
transplantation

= This study demonstrated that normalized serum levels of
galactose deficient -lgAl-specific IgG autoantibody was an
Independent risk factor for recurrence of the disease in the
allograft.
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TREATMENT OF GRAFT RECURRENCES

» suggested that steroid withdrawal may increase graft loss risk
because of recurrence of IgA N.

» At present treatment should aim to reduce proteinuria, to
optimize blood pressure and to reduce inflammation as suggested
by the KDIGO Transplant guidelines.

» Studies from Japan report favorable outcomes after tonsillectomy
In patients with recurrent IgA N.
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Graft failure of IgA nephropathy in renal ®
allografts following living donor
transplantation: predictive factor analysis of
102 biopsies
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» IgA N Is the most common de novo or recurrent nephropathy,
especially in living donor transplantation

» occurs frequently within 5 years after transplantation.

» The color doppler ultrasound and blood flow imagine were
valuable in diagnosing and evaluating the graft dysfunction.

» The risk of graft failure should be taken seriously in patients who
exhibit heavy proteinuria (24-h urinary protein level > 2 g) and/or
a declined eGFR as the initial symptoms, especially with
hypoproteinemia, a high lesion grade (grade 1V-V of Lee’s
classification) and/or mesangial C1q deposition.
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Conclusions:

» Several factors may account for the variable results regarding the
Impact of crescents on clinical outcomes in IgA N.

» (a) the different patient ethnicities

» (b) different timing of the renal biopsy after onset of clinical
manifestations

» (c) the histologic type of crescents included in each study, either
cellular, fibrocellular, or fibrous

1/22/2024



THANK YOU







	Slide 1: IgA Nephropathy 
	Slide 2: Subjects:
	Slide 3: Epidemiology:
	Slide 4: Classification of Immunoglobulin A Nephropathy:
	Slide 5: Continue……..
	Slide 6: Epidemiology:
	Slide 7: Genetics:
	Slide 8: Pathology:
	Slide 9: Continue…..
	Slide 10: Continue……
	Slide 11: Electron Microscopy:
	Slide 12
	Slide 13
	Slide 14: Light Microscopy:
	Slide 15: “Oxford-MEST score”
	Slide 16
	Slide 17
	Slide 18
	Slide 19
	Slide 20
	Slide 21: FSGS:
	Slide 22: Clinical Features and Natural History:
	Slide 23: Continue……
	Slide 24: Macroscopic hematuria :
	Slide 25: Laboratory Findings:
	Slide 26: Continue……
	Slide 27: Treatment:
	Slide 28: Angiotensin II Inhibition:
	Slide 29: Glucocorticoids:
	Slide 30: Combinations of Angiotensin II Inhibition, Glucocorticoid Therapy, and Immuno supprression
	Slide 31: Omega-3 Fatty Acids:
	Slide 32: Continue……..
	Slide 33
	Slide 34: IgA Nephropathy :
	Slide 35: Recommendation:
	Slide 36: Clinical benefit of glucocorticoids in IgA N is not established and should be given with extreme caution:
	Slide 37
	Slide 38
	Slide 39
	Slide 40
	Slide 41
	Slide 42: Targeting the alternative and lectin pathways in IgA N:
	Slide 43
	Slide 44
	Slide 45: Continue……
	Slide 46
	Slide 47
	Slide 48
	Slide 49: Turning from MEST to MEST-C Score:
	Slide 50
	Slide 51: HISTOLOGICAL FEATURES OF IgA N RECURRENCE :
	Slide 52: INCIDENCE OF IgA N RECURRENCE:
	Slide 53: PREDICTORS OF IgA N RECURRENCE:
	Slide 54: TREATMENT OF GRAFT RECURRENCES 
	Slide 55
	Slide 56: Continue……
	Slide 57: Conclusions:
	Slide 58
	Slide 59

