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CASO CLINICO



Mulher, 45 anos, raca negra.
Antecedentes pessoais:

.HTA ha 4 anos, nao controlada
.Cirurgia hernia inguinal
Antecedentes familiares: irrelevantes

Medicacao habitual:IECA.

Alergias: ©



PA 226-136 mm Hg T 36.4°2C

Q sobrecarga de volume; ©
lesGes cutaneas, © discrasia
hemorragica, O défices
neuroldgicos, © sinais meningeos

Sindroma “gripal” Lab:

Hb 10.6 Plag 135 000 Hb 11.5 g/dl Plag 127 000 Leuc N

urina Il: Hb 1+ prot 100 | | Diarreia aquosa, sCr 6.5 mg/dl ureia 89 mg/dl Bicarb
vomitos e dor 22 mmol/L Urina Il: prot 100 Hb 1+

Alta: Paracetamol, abdominal LDH 869 /L BilT 1.7 g/d|

fosfomicina,

Ecografia renal: 95 x98
mm; A\ ecogenecidade

R ————

10.11.12 14.11.12 16.11.12




Lab:
Hb 8.9 g/dl Plag 112 000 Leuc N
sCr 9.05 mg/dl ureiall6 mg/dl

Indugcao HD
v
Anemia hemolitica microangiopatica +
Haptoglobina < 7, bilirrubina N > trombocitopenia + lesao orgao
esquizdcitos sangue periférico
Coombs negativo. Microangiopatia trombdtica

—

ceftriaxone=>» D 3



Diagnostico Diferencial
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Table 1. Primary Thrombotic Microangiopathy (TMA) Syndromes.*

Hereditary TTP

Coagulation-mediated Acquired TTP
TMA
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Drug-mediated TMA % e& (4
(immune reaction) ; 6/ ;
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Metabolism-mediated TMA
(cobalamin deficiency)

Name

Hereditary disorders

gofmglement-mealateq 1 IVIA
ADAMTS13 deficiency— Homozygous

mediated TMA Acquired heterozygo
(also called, P Blement-medidfetetiRng

Complement-mediated TMA  Mutations in CFH, CFl, CFB, C3,
CD46, and other complement
genes causing uncontrolled
activation of the alternative
pathway of complement

%k -
M%bo%m(‘néj’l ted TMA  Homozygous mutations in

i MMACHC (encoding methyl-

w £ ) malanic,aciduria and homo-
o \ Drug-medla}gﬁﬁm\/} e C protein)
la 2 Lmch Irniinm dann funlasad
Coagulation-mediated TMA  Homozygous mutations in
DGKE; mutations in PLG
and THBD also implicated

AcaiRdgjsorders
ADAMTS13 deficiency—

mediated TMA
(also called TTP)

shighkinHeblitad Tma
(also called ST-HUS)

Autoantibody inhibition of
ADAMTS13 activity

Enteric infection with a Shiga
toxin—secreting strain of
Escherichia ¢oli or Shigella

Figure 1. Pathological Features of the Nine Primary Thrombotic Mig

. A
aysemertae—

Drug-mediated TMA
(immune reaction)

Quinine and possibly other
drugs, with multiple cells
affected by drug-dependent
antibodies

Drug-mediated TMA (toxic
dose-related reaction)

Multiple potential mechanisms
(e.g., VEGF inhibition)

Complement-mediated TMA  Antibody inhibition of comple-

ment factor H activity

C4USR/[ 1 ATAA T v A1 SJiical Features

r n itial presentation i ically i ildren b
Wb, MR e Rl e

ischemic organ injury; acute kidney injury
is uncommon,; patients with heterozygous
mutations are asymptomatic.

Initial presentation is often in children but
may also be in adults; acute kidney injury is
common; patients with heterozygous
mutations may be symptomatic.

Initial presentation is typically in children
<1 year of age; also reported in one young
adult with hypertension and acute kidney
injury.

Initial presentation with acute kidney injury
is typically in children <1 year of age with
DGKE mutations; clinical features of dis-
orders associated with other mutations
have not been described.

Initial presentation is uncommon in children;
often presents with evidence of ischemic
organ injury; acute kidney injury is
uncommon.

Initial presentation is more common in young
children, typically with acute kidney injury;
most cases are sporadic; large outbreaks
also occur.

Initial presentation is a sudden onset of
severe systemic symptoms with anuric
acute kidney injury.

Gradual onset of renal failure occurs over
weeks or months.

Initial presentation is acute kidney injury in
children or adults.

Initial Management

Plasma infusion

Plasma infusion or
exchange, anti-
complement agent

Vitamin B,,, betaine,
folinic acid

Plasma infusion

Plasma exchange,
immunosuppression

Supportive care

Removal of drug,
supportive care

Removal of drug,
supportive care

Plasma exchange,
immunosuppression,
anticomplement agent
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Dan L. Longo, M.D., Editor

Syndromes of Thrombotic Microangiopathy

James N. George, M.D., and Carla M. Nester, M.D.

Table 2. Common Disorders Associated with Microangiopathic Hemolytic
Anemia and Thrombocytopenia.*

Systemic infection

Systemic cancer

Severe preeclampsia, eclampsia, HELLP syndrome
Severe hypertension

Autoimmune disorders (e.g., systemic lupus erythematosus, systemic
sclerosis, antiphospholipid syndrome)

Hematopoietic stem-cell or organ transplantation




Exames Complementares Diagndstico

Fundoscopia: exsudados algodonosos, sem edema
da papila (grau lll).

Estudo HTA secundaria negativa.
TP e aPTT normais.
c3Vv 4 N; ANA, dsDNA negativo; ANCA negativo

Serologias HIV, HCV, HBV negativas. IgM CMV,
adenovirus, HSV negativa

Coproculturas negativas;
Hemoculturas negativas.



Bidpsia renal: 1.Plasmaferese 1.5V x5 Estudo genético:
-infiltrado intersticial e glomerular sessoes substituicdo PFC | | Mutagao no gene CHF
exuberante; 2. HD
-trombos intracapilares e edema
endotelial

IF: C3 nalF

Suspendeu HD apos 18
dias.

Alta

sCr 4.14 mg/dl RAC 3

—
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Double contours (Jones’s
silver)

Intimal insudation and
erythrocytic infiltration of
arteriole

Fibrinoid necrosis of
arteriole (Trichrome)

’r / % i e
Oedema and erythro
in GCW (PAS)

Intimal oedema arteriole.

Severe reduction of
arteriolar lumen, intimal
oedema

(Trichrome)



SHUa Servico de Nefrologia HFF

Patients Mutacdes Clinica
. _— GFR
CFH MCP CFl |CFB C3 Admisséao Ultimo FU Outcome .
(ml/min)
HUS_IF 08-07-01 18-09-01 AU CRRT
Dead
c.89insA
HUS127 c.178T>C -- -- - - 05-12-05 28-10-12 CKD5 D RRT
Partial
HUS128 -- - -- -- -- 25-03-03 26-11-13 40
recovery
Total
HUS129 - - - - - 26-01-02 21-03-14 110
recovery
HUS143 c.89insA | c.623T>C | -- -- -- 02-11-2003 28-03-14 | 2° HUS 2012 38
HUS143 P1| c.89insA | c.623T>C - -- - 01-10-2005 29-04-14 | 2°HUS 2010 49
HUS352 c.3469T>C -- - - -- 10-11-2012 | 06-10-2014 G.NC?’ 40
Eculizumab
HUS_C | c.493G>T - 14-8-14 | 21-10-14 Partial 17
- recovery
C3 _HUS 28-8-13 12-5-14 FUE RRT
- Dead




Evolucao

sCr 2.7 mg/dl CKD EPI 23 ml/min
RAC 0.7 sem hematuria

Hb 11.7 g/dl plaquetas N LDH N

sCr 3.9 mg/dl RAC 1 hematuria

Hb 10.0 g/dI haptoglobina W
HTA

22 biopsia:
-Esclerose 6/15 gl
-Hipercelularidade mesangial MN

-Infiltrado intersticial intenso 30%
-IF: C3

Eculizumab 7 ciclos

até 08/14 sCr 2.9 mg/dl RAC 0.4
Hb 12.7 haptoglobina N,\

Out Jan '

Fev Maio Out
2013 2014 2014 2014 2014



Use of eculizumab for atypical haemolytic
uraemic syndrome and C3 glomerulopathies

Julien Zuber, Fadi Fakhouri, Lubka T. Roumenina, Chantal Loirat and Véronique Frémeaux-Bacchi
on behalf of the French Study Group for aHUS/ C3G

Zuber, J. et al. Nat. Rev. Nephrol. 8, 643-657 (2012);

http://www.revistanefrologia.com

© 2013 Revista Nefrologfa. Organo Oficial de la Sociedad Espafiola de Nefrologfa a rtl cu IO €s pe Cla I

Actualizaciéon en sindrome hemolitico urémico atipico:
diagnéstico y tratamiento. Documento de consenso

Josep M. Campistol’, Manuel Arias?, Gema Ariceta?, Miguel Blasco’, Mario Espinosa*,
Josep M. Griny6®, Manuel Praga®, Roser Torra’, Ramén Vilalta®, Santiago Rodriguez de Coérdobad

Nefrologia 2013;33(1):27-45
doi:10.3265/Nefrologia.pre2012.Nov. 11781
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