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ldentificacion

Masculino
69 anos
Médico

Originario y Residente de Metepec, Estado México

Catdlico



Antecedentes
heredo familiares:

e Tio con Cancer
renal, desconoce
estirpe histoldgica.

e Abuela con diabetes
mellitus tipo 2




Antecedentes

Patoldgicos

Diabetes mellitus tipo 2 diagnosticado hace 7 anos en tratamiento con Metformina cada 24
horas
L J
4 N\
Hipertensidn arterial sistémica diagnosticado hace 6 ailos en tratamiento. Con losartan cada
24 horas
L J
4 N\
Enfermedad por SARS-CoV-2 en diciembre 2020
\_ J

* Neumonia atipica diagnosticada el 11/12/2020, sin requerimiento de Oxigeno suplementario, tratamiento domiciliario
¢ Actualmente en rehabilitacion pulmonar

Fibrilacion auricular permanente diagnosticado en junio 2021, se inicio tratamiento con

apixaban cada 24 horas
. J
( )\
Alergias / transfusiones : no refiere.
. J
4 )\

Quirurgicos: osteosintesis fractura de tobillo derecho en 2013




« ENFERMEDAD ACTUAL: Inicia en junio 2021, con edema de extremidades inferiores, astenia adinamia, de
forma inicial relacionada a secuelas por neumonia por SARS COV2, sin embargo durante su revision de
seguimiento post-Covid se detecta aparicion de Proteinuria en Examen general de orina, motivo por el
gue es enviado a consulta de Nefrologia

Creatinina

\__—, | Albumina

= Proteinuria

S

Enero 2021:

Inicia

rehabilitacién 18 de Marzo
Diciembre pulmonar con 2021y Junio 2021: Aparicién
2020: seguimiento 16 de Abril de edema + P Julio 2021:
Neumonia por en consulta de 2021: - ‘ N

P logi Vacunacion proteinuria. Se envia Hospitalizacion

SARS COV2 Neumologia. SINOVAC a Nefrologia Se aumenta

Bloqueo del

L | ] O '

Sindrome
Nefrotico




Exploracion Fisica

Coloracién de piel normal, Sin dermatosis
Mucosa oral con buen estado de hidratacion, sin no
ulceras, no adenomegalias.
Areas pulmonares con ruidos respiratorios No IY.
audibles en ambos hemitorax, sin integrar
sindrome pleuropulmonar.
Cardioldgico, precordio arritmico con ruidos de

buena intensidad

Abdomen: Plano, sin visceromegalias. sin datos de
irritacion peritoneal, peristalsis presente.

Genitales externos de acuerdo a su edad y sexo.

Llenado capilar de 2”". Homans y Ollow ausentes.
Sensibilidad tono y Trofismo conservados.

REMS: ++/+++. Edema ++ bilateral, frio, sin cambios
de coloracion

TA: 120/70mmhg FC: 86X FR:19X" T:36C
Peso: 68kg Talla: 1.65m

ldx: Sindrome Nefroético en Estudio




Sx

15 Junio 2021

| Nefrético |

Ego: densidad 1.025, Proteinuria en 24 Sedi
itri Glu 78, cre 1.4, edimento
ph 6.5, nitritos horas: 5.67g / ' Urinario
negativo, proteinas Albuminuria en 24 Ac urico 9.05, col
4302, eritros 63, horas: 5.1g/dI 213,alb 3.1
leucos 0-2

4 Marcadores )
tumorales:
alfafetoprotein

. i Complemento
Anticuerpos P

6 JUIIO: ConSUIta de antinucleares / c40.19 g/L Panel viral

anti DNA: (0.10-4.0) hepatitis B, Cy

c3:1.01g/L VIH: negativo
(0.9-1.8)

Urocultivo
negativo

a, ag
carcinoembrion
ario, ca 19-9,

% negativo ),

Nefrologia e ingreso NEGATIVO

RI: 118X 55X52 FEVI 57%, PSAP

3 47mmhg

. ( ) i ) (s ECOTT: Cardiopatia 4
Internamiento ULTRASONIDO =3 S EES AT hipertensiva,
RENAL e v PLA2r: NO Dilatacidon de
. RD: 114X69X58 =c v S CONTAMOS auricula izquierda.
Julio 2021 & _32 2 CON ESTUDIO




Ultrasonido /
Sedimento

RINON IZQUIERDO RINON DERECHO




Biopsia
Renal
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Lambda




Diagnostico:

-Nefropatia por IgA con hipertrofia podocitaria (M 1, E1, SO, TO, EXO).

-Fibrosis intersticial grado |
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Julio 21: Diagnostico IgAN

Inicio de Tratamiento julio2021

*PDN 1mg/kg/dia
eLosartan
eAtorvastatina
eTamsulosina
eEspironolactona

Agosto 2021

*PDN 60mg

eFurosemide 20mg cada 12 h
eLosartan 50mg cada 12h
eEspironolacona 50mg cada 24 h
eApixaban 5mg cada 12h (FA)
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Review of Early Inmune Response
to SARS-CoV-2 Vaccination Among Patients
With CKD

Edward J. Carr'", Andreas Kronbichler?", Matthew Graham-Brown®, Graham Abra®®,
Christos Argyropoulos®, Lorraine Harper’, Edgar V. Lerma®, Rita S. Suri’, Joel Topf'®,
Michelle Willicombe'' and Swapnil Hiremath'?
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Nephrology, Department of Medicine, Stanford University, Palo Alto, California, USA; ®Division of Nephrology, Department of
Internal Medicine, University of New Mexico School of Medicine, Albuguerque, New Mexico, USA; ’Institute of Applied Health
Research, University of Birmingham, Birmingham, UK: ®Section of Nephrology, University of lllinois at Chicago/Advocate
Christ Medical Center, Oak Lawn, lllinois, USA; °Research Institute, University Health Center, Department of Medicine, McGill
University, Montreal, Québec, Canada; Hjl:'.*||3|::-;:'|r1r'm=_:r1t of Medicine, Oakland University William Beaumont School of Medicine,
Detroit, Michigan, USA; ''Department of Inflammation and Immunity, Imperial College, London, UK; and 12Department of
Medicine, University of Ottawa, Ottawa, Ontario, Canada

Carr EJ, Kronbichler A, Graham-Brown M, et al. Systematic Review of Early Immune Response to SARS-CoV-2 Vaccination Among Patients with Chronic Kidney
Disease [published online ahead of print, 2021 Jul 6]. Kidney Int Rep. 2021;10.1016/j.ekir.2021.06.027. doi:10.1016/j.ekir.2021.06.027



Table 1. Summary of COVID-19 vaccine platforms and status

Trials in dialysis or
Platfarm Target Examples Shatus fransplant?
mRNA 5 prokein BNTb162b2 (Tozinomemn/Comimaly, PlizerBioNTach), mRMA-1273 BNT1262b and mRNA-1273 approved in many Ho
{Madama), CvnCol' (Cusavac) jurisdiclions; ofers under devalopmeant
PTX-COVIDTS-B {Providencs)
Adenavirus S profein AZDT 222 (Voxzewion/CaviShisld, Astafenaca/Cedord), AD26.COV2.5 Approved in many junsdiclions
vechar (lanssan), Spuinik ¥V (Gamaleya), Convidecia (CanSino)
Inoclivoled S probein NWX-CoW2372 (Movavax), Epivac Corona (Meclor Institude), GSKSSanofi Approwad in some counkries Mo
pratein condidate waccing
subunit
Inoctivoled Whole wirus Coronafoc (Sinovac), in (Bhargt Biodech), Cowivioc Approvad In some counlries Ho
viricn Ch Canfre, Russia)
Othars Whale vinus, DA waccmnes, live allenudled vinon, olhar visal veclors Under devalopment Ho
5 prokein
2 Kidney Internaticnal Reports (2021 m, m-8

Carr EJ, Kronbichler A, Graham-Brown M, et al. Systematic Review of Early Immune Response to SARS-CoV-2 Vaccination Among Patients with Chronic Kidney

Disease [published online ahead of print, 2021 Jul 6]. Kidney Int Rep. 2021;10.1016/j.ekir.2021.06.027. doi:10.1016/j.ekir.2021.06.027



Table 4. A summary of glomerulonephritis cases and relapses after vaccination

Study Vaccine Timing GN type Clinical course

Minimal change dissase
Moas af ol. BNT162b2 7 cays, first dose New diognosis, MCD Stercid responsive
Lebedev &/ al. BNT162b2 4 days, first dose New diagnosis, MCD and AKI AKI resolved, MCD improving with steroids
Agati af al. BNT162b2 7 cays, first dose New diagnosis, MCD and AKI AK| resoived, shill proteinuric at 3 weeks on stercids

Kervallo ef al. BNT162b2 10 days, second dose MCD relapse Steroid responsive
Schwotzer & ol. BNT162b2 3 days, first dose MCD relapse Responded to starolds + tocrolimus
Holzworh ef @/ mRNA- 1 week_ first dose New diagnosis, MCD and AKI On treatment
1273
Komaba ef of. BNT162b2 8 days, first dose MCD relopse Steroid responsive
IgA nephropathy
Gul Rahim BNT162b2 Hours, second dose IgA nephropathy, gross hamaturnia Spontaneous rescliution
af of.

Negrea af o/ mMRNA1273 Hours, sacond dose

IgA nephropathy, gross hematuria and increased
profeinuria

2 patients, sponfonacus resolution of hematuria

3 patients, 1 with ransient profeinuria, spontaneous
resolution

Petrin ef ol mMRNA- Sacond day, first and second I0A nephropathy, gross hemaoturnia
1273 dose
RPGN presentations
Taon &f al. BNT162b2 1 day, second dose IgA nephropathy with fibrocellular crescents,
mild IFTA
Andereqq & of. MRNA- Second dose Crascantic IgA nephropathy
1273
Sekaor ef af MRNA- 2 weaks, second dose Crescantic GN, c-ANCA vasculitis
1273
Andareqq &f av. MRNA- First dose Crescentic GN, c-ANCA vasculitis
1273
Tan o o BNT 162b2 | day, sacond dose Crescentic GN, anti-GBEM
Membranous nephropathy
Aydin ef of. Sinovac 2 weeks, first dose Membrancus, refapsa

Underlying IgA, unmasked post voccination with
hematuria
Sterold responsive
Dialysis dependent af 2 weeks
Responded fo cyclophosphamide + stercids

RPGN presantation

PLAZR positive; remission at 3 months on
CNI = stweroids, ACEI

ACEIi, angiotensin-converting enzyme inhibitor; AKI|, acute kidney injury; c-ANCA, cytoplasmic antineutrophil cytoplasmic antibodies; CNI, calcineurin inhibitar; IFTA, interstitial fibrosis

an tubular atrophy; MCD, minimal change disease; RPGN, rapidly profilerative glomerulonephritis.

Carr EJ, Kronbichler A, Graham-Brown M, et al. Systematic Review of Early Immune Response to SARS-CoV-2 Vaccination Among Patients with Chronic Kidney

Disease [published online ahead of print, 2021 Jul 6]. Kidney Int Rep. 2021;10.1016/j.ekir.2021.06.027. doi:10.1016/j.ekir.2021.06.027



REPORTS

LETTER TO THE EDITOR -

KiIReports.org

Table 1. Patient clinical charactenistics

Evidence of systamic
Igh vasculifis babare
Pafient Age, yr Sex MH Medications waccination
1 22 F Mome Mone since apisodic Yes
steroids for kgA
wosculifis at age 10y
2 3 F MNome Mang MNo
3 50 M HIN Nang MNo
4 67 M HIN [AASI MNo

axdremity profainuna refumed o bosaline;
maculepapular msh SCr improving but abowve
bazeling)

Temporal redafion of gross
hematuria to Modamo
SARS-CoV-2 mRNA
waccination

48 h ofler sacond dose

48 h ofler sacond dose

24 h ofier sacond dose

| mo ofler first dose

Presentafion  Evidence of systemic

Beseline (hematuria (hematuria / uPCR [ IgA vasculitis after Fallow-up 1 mo post second dose
f wPCR / 5Cr) SCr) waccination Biopsy Trealment  (hematuria / uPCR / SCr)
4-10/neg /080 =50/040/080 Mo Mo Mone  0-3/0.27 / 0.80 (hamoluria

refumed fo baseling]
0-3/mag /o =50 /0.80/ 080 Mo Mo Nang 0 / balow debaction / .80
baseling (hamaturia and profainuria
refumed to baseling)
11-25/240/1.17 =50/356/ 154 Mo Yes, kidney  RAASIE  11-25/72.20/1.24 (hemoduria
ond proteinuria refumed fo
baseling; SCr impraving but
above baosaling)

0-3/005/120 =B0/270/290 Yes bilokwol jower - Yes, skin  Slmid |0-3/0.08/1.40 {hamaiuna and

F, female; HTN, hypertension; M, male; neg, negative; MH, medical history, R&ASI, renin-angiotensin-aldosterone system inhibition; SCr, serum creatining fin mgidLl; uPCR, urine protein-to-creatining ratio.
Hematuria is expressed as number of red blood cells per high-powered field on uninalysis. Mone of the patients had episodes of gross hematuria before vaccination, and nane were known to hewve been infected with SARS-CoV-2, although

serologic testing before vaccination was not performed.

Park K, Miyake S, Tai C, Tseng M, Andeen NK, Kung VL. Letter regarding: ' A Case of Gross Hematuria and IgA

Nephropathy Flare-Up Following SARS-CoV-2 Vaccination". kidney Int Rep. 2021;6(8):2246-2247.
doi:10.1016/j.ekir.2021.06.007



Case Report Kidney Medicine

IgA Nephropathy After SARS-CoV-2 Vaccination

Matthew Abramson,” Samuel Mon-Wei Yu," Kirk N. Campbell, Minam Chung, and Fadi Salem

Here we present the first case of newly diagnosed IgA nephropathy (IgAN) after a SARS-CoV-2 vacci- Complete author and article
nation| A 30-year-old man with no known past medical history presented with gross hematuria and ™ovmation provided before
subne ' inuria 24 hours after the second dose of the mRNA-1273 SARS-CoV-2 vaccine. A "/Emnces

kidney biopsy showed IgAN. He was started on an angiotensin receptor blocker, resulting in proteinuna  "AMA and SM.Y

reduction. Similar to natural infection of SARS-CoV-2, persons who receive 2 mRNA-based vaccines contibuted equally fo this
demonstrate robust antibodies against the receptor-binding domain (RBD) of the 51 protein. Given the waark:

uniqueness of glycosylation of RBD and potent stimulation of immune response from mRNA-based Kidney Med XX[XX).1-4.
vaccine compared to other vaccines, we hypothesize that our patient| developed de novo antibodies, Fublshed online manth xx,
leading to lgA-containing immune-complex deposits. This case highlightsthe urgency of understarding

the immunological responses to novel mRNA-based SARS-CoV-2 vaccines in more diverse populations.  doi: 707076/

Despite the lack of clear causality, nephrologists should be alerted if any new-onset hematuria or pro-  J-me 202705002
teinuria is observed.

© 20271 The Authors. Published by Elsevier Inc. on behalf of the National Kidney Foundation, Inc. This is an open access article
under the CC BY-NC-ND license (http://creativecommaons.orgificensesfby-nc-naf4.04). Losa rta n



K i(lnc_\' Medicine Abramson et al

M1-E0-S1-TO-CO,

Figure 1. (A) Glomerular mesangial expansion and hypercellulanty (black arrow) (hematoxylin-eosin, x200). (B) Strong glomerular
mesangial deposits for IgA antisera (immunofluorescence study, *x200). (C) Ultrastructural evaluation revealed immune-type elec-
tron-dense deposits involving the mesangium (black arrow) (transmission electron microscopy, *4,000).



Table 1| Patient demographics and clinical characteristics

Patient 1 Fatient 2 Reference range
Clinical presentation
Age, yriracefsex 41/ hinesefemale a0y Malayfemale
Gestational diabetes mellitus Hyperliphdemia

Medical history
Date of vaccnation

First dose

Second dose
Date of hermatwria
Date of presentation o nephrology
Blood pressure at presentation,

mirm Hg

Significant laboratory results”

Serum creatinine, prnol/L
Urimne dysrmorphic red blood cellss pl
Urime protein-to-creatinime ratio, gig
Semum g

Serurm bgh, gfl

Serurm hgA, gl

Serurm g, gL
Complement C3, gl
Comglement C4, gl
Antl-nuclear antibody
Anti-GBM antibody [ELISA)

Ant-GEM antibody (IF)
Histopathology report

Glormeruli

Tububss amd interstitium
Wessals
IF

Electron b rosoogy

Treatment

March 3, 2021
March 26, 2021
March 27, 2021
March 28, 2021

153400

=200
203

12590
540
1.10
083
.20
1: 320 Homogenseous
=15

Mot done

36 Glomeruli; 5 globally sderosed. Focal proliferative

glomerulonephritis with focal

glomerulosderosis: 6% cellular and &% fibrocellular

CrEscents

Mild tubulointerstitial irflanmation. Mild nubular

atrophy and interstitial Abrosis
miild hwalinosis. Mo vasculitis or thrombotic

mdcroamg bopathy
Drmdmamt ghomenalar koA staindng

Electron-dense deposits rmosthy in mesangial
and paramesangial kcations
Pulse methylprednisolone, followed by oral
prednisclone; Lv. cyclophosphamdde

ELISA, encymelinked immunosorbent assay; GEM, glomerular basement memibrane; IF, immunofluorescence.
Orther avtoantibodies, such as ant-streptoamycin O tiver (AS0T), anti-double-stranded DRA [ami-dsDRNAL, anti-newutrophil optoplasmic antibody (ARNCA) by IF, anti-mypeloperoxidase, and anti-proteinase 3 antbbodees, wsere not

detected.

January 249, 2021
February 19, 20021
Februarny 20, 2021
March 31, 021
1BE/M5

541
=200
758

.95
1.62
035
1.11
0_2q

Megative
100

A

34591711
047-3.59
QL5259
0901 80
CL10-0.90

Wirml = negative; 7-10 Wl =

Indeterminate: =10 Wml = positive

Posithse

22 Glomerull; & segmentally sclerosed. Diffuse
crescentic glomerulonephritis with segrental
scherosis; 59% cellular, 14% fibrocellular, and 5%
fibrzus cresoents
Acute tubular injury
Bk tubwlar atrophy
Mikd intimal fibrosis

Trace 1w 1+ limear bpl staining of glomerular
baserment membrane

Mo electron-dense deposits

Pulse methylprednisclone, followed by oral
prednidsolone; oral cyclophosphamide: plasma
exchan

Tan HZ, Tan RY, Choo JCJ, Lim CC, Tan CS, Loh AHL, Tien CS, Tan PH, Woo KT. IS COVID-19 vaccination unmasking

Q|OmerU|OneDhritiS? Kidnev Int. 2021 Aug:100(2):469-471. doi: 10.1016/j.kint.2021.05.009. Epub 2021 May 23. PMID: 34033857: PMCID: PMC8141343.



Complejos inmunes formados por IgAl
patdgena e IgG o IgA especifica

Una eliminacién hepatica deteriorada
Mayor afinidad por las células
mesangiales.

Mecanismos

fisiopatoldgicos:
IgAN

1) Predisposicidon genética
2) Eventos desencadenantes: Infecciones,
toxico ambientales

1. NovakJ, Julian BA, Tomana M, Mestecky J. IgA glycosylation and IgA immune complexes in the pathogenesis of IgA nephropathy. Semin Nephrol. 2008;28(1):78-8

éVacunas? (3)

Table 1. Vaccine-associated kidney diseases (Onginal).

Kidney disease/pathology reported in the

HSP

Vaccine literature References
# MNephrotic syndrome: MCD, MN
®  Rhabdomyolysis with ATN, AIN
Influenza . lﬂiil immune GN/ Renal vasculitis 5-30
-
- fdney eraft repection
. =  Nephrotic syndrome: MCD
Hepatitis B . Lu;I:us ncph]‘itis: Class IV 31-34
Preumococeal * Crescentic GN due to anti-GBM disease 35,36
s  MNephrotic syndrome: MCD
Pertussis *  Renal vasculitis 37
Diphthena pertussis tetanus *  Cryoglobulinemia and proliferative GN 38
Tetanus diphtheria poliomyelitis s  Nephrotic syndrome: MCD 39
Smallpox »  Nephrotic syndrome: MN 40
Measles s Nephrotic syndrome: MCD 41
Rabies »  Nephrotic syndrome 42
Meningococcal s Relapse of nephrotic syndrome 43
* HRenal granulomas
BCG *  AIN with or without granulomas 45
-
-

Mephrotic syndrome: MN

MCD: Mimimal change disease, MN: Membranous nephropathy, ATN: Acute tubular necrosis, AIM:
Acute interstitial nephritis, HSP: Henoch-Schoenlein Purpura, GMN: Glomerulonephntis, GBM:
Glomerular basement membrane, BCG: Bacillus Calmette—Guerin.

2. Lai KN. Pathogenesis of IgA nephropathy. Nat Rev Nephrol. 2012;8(5):275-283.

3. Patel C, Shah HH. Vaccine-associated kidney diseases: a narrative review of the literature. Saudi J Kidney Dis Transpl. 2019;30(5):1002-1009




JCI The Journal of Clinical Investigation

Humoral immune response to influenza vaccination in patients
with primary immunoglobulin A nephropathy. An analysis of
isotype distribution and size of the influenza-specific antibodies.

A W van den Wall Bake, ... , N Masurel, L A van Es

J Clin Invest. 1989;84(4):1070-1075. hitps://doi.orgM10.1172/JCI114269.

Primary IgA nephropathy (lgANMN) is characterized by mesangial deposits of IgA1, increased serum IgA1 levels, and
circulating immune complexes containing predominantly IgA1. It has previously been found that patients with IgAN have a
higher than normal IgA response m vaccination, but the IgA subclasses hawve not been studied. To investigate whether

b= -Ili [ 1= = o ol = ] e ] [ 1= - — -Ii A [Tak?s =] [ ] I"i_ili‘l" ] I_"l e LT RE AT N ]

the immune responses of 18 pEl'[IEI'ItE with 22 healthy controls after intramuscular vaccination with inactivated influenza

S ey s

'IFIFL[E .F'I.I'IIII'_'I-DEI}I' titers were EIQI"IITTIEE!T‘iI]“qIr mgner l.l—" lesstham O LFULJ'I} for '[I'IE IQ.H.'I EUDEIEES I p-ElITEI'I'[E "#ETSLIE E{JTTIT{JIE bot
not for the other isotypes. A substantial portion of the g2z : = * : .
both patients and controls. There was no preferential qEE:R E a1 1T § T8 Te]31] J{TRY 4 mujeres con una edad media de

more monomeric IgA1 antibodies than controls. ThesgET NPT 10T rango, 24-78 ainos) con IgAN comprobada por |
imited to the subclass IgA1 and mainly expressed by biopsia




Figure |. Plot of the
I:SH! [EG: and IgA an-
tiinfluenza titers, trans-
formed to their natural
logarithms, versus time
after immunization.
Solid line, mean re-
spOnse in patients (n

= 18); dashed line, con-
trols (n = 22); vertical
bars, SEM. (Top) IgM
immune response;
{middle) IgG response;
(hotrom) lgA response,
Patients were not signif-
icantly different from
controls for [gM (P

= (.36) or IgG (F =
0.31). The difference
between patients and
controls was marginally
significant for IgA (P =
0.058).

LOG WFLLERZA - SPECFIC ANTIBOOT (/e

Figure 2. Plot of the
IgAl and IgA2 antin-
fluenza titers, trans-
formed to their natural
logarithms, versus time
after immunization.
Solid fine, mean re-
Sponse in patients (n

= | B); dashed line, con-
trols im = 22); vertical
bars, SEM. (Top) IgAl
immune response; (boi-
tom) IgA2 response. Pa-
tients had a signifi-
cantly higher IgAl an-
tiinfluenza response
than controls (P

< 0.0001). The IgA2 re-
sponse was not signifi-
cantly different from
controls (P = 0.44),



Clin. exp. Immunol. (1987) 68, 33-38

Immune response to oral polio vaccine in patients with
IgA glomerulonephritis

P. 0. LEINIKKI, J. MUSTONEN & A. PASTERNACK Department of Biomedical
Sciences and Department of Clinical Sciences, University of Tampere, Tampere, Finland

(Accepted for publication 22 October 1986)

SUMMARY

Oral poliovirus vaccine was used to immunize-ST_patients with IgA glomerulonephritis

and 44 healthy controls. The patients showed an enhanced antibody response compared
to controls. This was apparent in a higher frequency of strong increases in neutralizing
antibody titres during the course of immunization as well as higher levels of virus-specific
IgA-class antibodies. IgG-class antibodies showed similar activity in both groups. In
patients the neutralizing antibodies correlated with the virus-specific [gA-class antibodies,
suggesting that the IgA-antibodies synthesized by the patients are functionally competent
antibodies

Mean values (EIU)

Statistical
Sample  Test IgA-GN  Controls  significance*
I _ELISAIgG 905 90-8 NS
ELISAIgA (623 31-6 P <0001
NT 220 150 NS
11 ELISA IgG 994 99-3 NS
ELISAIgA (67 32:6 P <0001
NT 454 276 NS
111 ELISA IgG 1016 1037 NS
ELISA IgA (686) 39-5 P <0-001
NT 651 552 NS

zation test.

* Tested by Mann-Whitney test.

ELISA, enzyme-linked immunosorbent assay; NT, neutrali-




Clin Kidney 1 (2015) B: 325-328
daoiz: 10,1093 fcky'sfHeD2 7
Advance Access publication & May 2015

Exceptional Case

ckj

Influenza virus vaccination and kidney graft rejection: causality

or coincidence

Anne Sophie Lind Fischer!, Bjarne Kuno Maller?, Seren Krag? and Bente Jespersen?

lDepartment of Nephrology, Aarhus University Hospital, Skejby, Arhus N DK-8200, Denmark, “Department of Clinical Immunaology,
Aagarhus University Hospital, Skejby, Aarfhius N DE-8200, Denmark and ‘Department of Pathology, Aarhus University Hospital, Aarbws N

DK-8200, Denmmark
Correspondence bo: Anne Sophie Lind Fischer; E-mail: aslif@dadinet.dk

Table 1. Comiparison of the three cases

Case 1 Case 2 Case 3

Time from voccination until 58 53 3

hospitalization (days)

Kidney biopsy Acute and chromic humoral Acute cellulor rejection (Banff-type Recurrent IgA nephropathy,
rejection, C4d positive [A), Csd negative C&d negative

Urine protein prior to voccination (gfL) 0.418 Undetectable Undetectable

Urine protein after woccination (g/L) 0.732 (5 months after admission)

0.2 {2 months ofter)

4.98 (3% months ofter)




1) Complejos inmunes formados por IgAl
patdgena e IgG o IgA especifica

2) Una eliminacion hepatica deteriorada

3) Mayor afinidad por las células
mesangiales. (1)

1.- Formacion de Acs anti glicanos que

reaccionan de forma cruzada vs IgAl sub
galactosidada pre formada.

M .
. . ecams’m.os Multi Hit Vacunas
fisiopatoldgicos:

2.- Aumento de la producciéon de IgA

patdgena, similar a lo visto en la vacunacioén
vs influenza.

1) Predisposicidon genética
2) Eventos desencadenantes: Infecciones,
toxico ambientales (2)
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A]KD Case Report

Minimal Change Disease Following the Pfizer-BioNTech @,
COVID-19 Vaccine s

Larissa Lebedev, Marina Sapojnikov, Alexander Wechsler, Ronen Varadi-Levi, Doron Zamir, Ana Tobar,
Nomy Levin-laina, MD, Shlomo Fytlovich, and Yoram Yagil

We report on the development of minimal change disease (MCD) with nephrotic syndrome and acute Complete author and article
kidney injury (AKI), shortly after first injection of the BNT162b2 COVID-19 vaccine (Pfizer-BioNTech). ~ information provided before
A 50-year-old previously healthy man was admitted to our hospital following the appearance of pe-  "éferences.

ripheral edema. Ten days earlier, he had received the first injection of the vaccine. Four days after ~ Am J Kidney Dis.
injection, he developed lower leg edema, which rapidly progressed to anasarca. On admission, serum ~ 78(1):142-145. Published
creatinine was 2.31 mg/dL and 24-hour urinary protein excretion was 6.9 grams. As kidney function ~ °"/ine April 8, 2021.
continued to decline over the next days, empirical treatment was initiated with prednisone 80 mg/d. A doi: 10.1053/

kidney biopsy was performed and the findings were consistent with MCD. Ten days later, kidney = /@kd.2021.03.070
function began to improve, gradually returning to normal. The clinical triad of MCD, nephrotic syn-  © 2021 by the National
drome, and AKI has been previously described under a variety of circumstances, but not following the Kidney Foundation, Inc.
Pfizer-BioNTech COVID-19 vaccine. The association between the vaccination and MCD is at this time

temporal and by exclusion, and by no means firmly established. We await further reports of similar

cases to evaluate the true incidence of this possible vaccine side effect.
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Figure 1. Timeline of clinical events from time of vaccination and until the kidney biopsy was performed.



Minimal change disease
following influenza
vaccination and acute
renal failure: just a

coincidence?
Mefrologia 2012;32(3):414-5

doi:10_3265Mefrologia.pre2012.Feb. 11370

Hombre de 44 afos ingresé en con edema
en cara y piernas y linfadenopatia cervical
gue se presentd 18 dias después de la
vacunacion contra la influenza (Agrippal®,
Novartis).

1)

2)

3)

4)

Disfuncion de las células T con produccion de un
factor de permeabilidad.

“intercomunicacion” entre células dendriticas y
linfocitos con la consiguiente producciéon de citocinas
intrarrenales.

La modulacion del citoesqueleto de actina a nivel del
diafragma de filtracion

Desestabilizacion de la proteina sinaptopodina 5
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Table |: Summary of MCHNS following vaccination in literature

Waccination against Tetanus-diphteria- Pneumococcus [6] | Influenza [7] Hepatitis B [3] Hepatitis B [4] Hepatitis B [5]
poliomyelitis-
vaccination
Age [years] B2 &7 65 3 40 4
Gender female female female male female male
Baseline creatinine 76 pmolfl no data normal 44 pmoli normal no data
Peak creatinine 138 pmol/l 274 umol/l 158 pmol/l no data no data no data
Baseline negative in dip- past history no data past history past history past history
proteinuria stick unremarkable unremarkable unremarkable unremarkable
Peak proteinuria 12 g/day 10.4 g/day 13.2 g/day 24 8 g/day B g/day 1.25 giday
Waccination to 4 weeks 4 months 4 days |7 days after 2nd B days
onset of inoculation
SYMpLoms
Biopsy typical minimal MCL and mild typical minimal not indicated minimal change not indicated
change lesion interstitial change lesion nephropathy
(MCL) nephritis (MCL)
Treatment Sreroids | mglkg 750 mg Steroids Mone specific Sreroids 2 mglkg Steroids Steroids 2 mglkg
b ACE-inhibitor  for 3 days; bw (12 mg every bw
followed by 40 mg/ other day)
day
Renal function/ BO pmoili Urinary protein Clearacnce 95 ml/ | no data no data Complete
follow up & months after neg. after one min after one year remission
diagnosis year; |5 mg

Steroids/day
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Conclusiones:

* No existen elementos suficientes para establecer causalidad.
e ¢Coincidencia?.
* Incidencia “extremadamente baja”.

* Los pacientes con IgAN tienen una respuesta inmune mas alta de lo normal
a la vacuna contra antigenos virales (influenza, polio) limitada al isotipo
IgAl.

Necesidad de farmacovigilancia.
e ¢Tratamiento?, basado en recomendaciones de GN de base.

* Valorar “riesgo — beneficio” de esquemas de inmunosupresion en
pandemia.

* Las vacunas son por mucho “la mejor alternativa”



