[MMmunoacsorption in Lupus
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MESYStEMIC IUpuUs @r\/rr <l atosus (SLE) is an
altoimmuine disease involving between 20 to
JQ)QSJ"J'-‘J']ES per 100.000 population in which

~theimontality still'exceeds healthy controls
L -

ee times
Cardiovascular manifestations in SLE patients

are common and represent the third leading
cause of death

Feldman A, McNamara D. Medical progress: Myocarditis
(review). N Engl J Med 2000; 343.: 1388-1398



INTRODUCTION (II)
ARlMyocarnditis IS Jer_JH\/ diagnosed in less than 10% of
SIEMatients, andlincidence is reported to have
JECHEasenrt _,o /570 1N recent post mortem studies
Fulminafit: myocarditis with cardiogenic shock in lupus
" patientsis Ve uncommon and there are a few
anecdotalfreports ofi such cases
m [he pathogenesis of myocarditis in SLE has been
ascribed to many. factors (autoimmunity, 40% in

necrotomic findings, medications (steroids) and
coexisting diseases)

Wijetunga M, Rockson S. Myocarditis in systemic lupus erythematosus.
Am J Med 2002; 113(5): 419-423



e
AIMIOENTHE STIUDY
e
-
sN\Epresent a rare case of fulminant SLE
myecardits, With' pericardial tamponade
WhIChIeVersed: afiter pericardiotomy;,
treatment with steroids, cyclophosphamide
and IV immunogloebulin combined with IA
therapy, an extracorporeal method of
purifying the bloeod in which the components
of the immune system are specifically

removed from the blood
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uFAR 29 — year — old —-‘?}1 was presented with

IEVEr(S5;5°€) and night sweats during the
ast 15;days, })]ﬂ swelling and pain, fatigue

- ((therlast 4fmonths ), weight loss (10 kgr in 6

months), Iymphadenopathy and morning

stiffeness

m His personal and family history, initial

laboratory studies were free of any specific
findings
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zl0)0) r“"ror\ Values at the first
datien

dmission of the

WiB(Es ~ 5.380/mm?
HEMOUICPINNEHD) 2 13 g/dl
RPlatelet cotnt (Pisy * - 333.000/mm?
Creatinine 0,69 mg/dl
J]JJJ Urea mitiegen (Jw 36 mg/dl;
ESR - 28
Rheumatoid factor normal values
Thyroid hormones normal values
C reactive protein (CRP) normal values



lherasicianadlabdemen computed tomography

[EVealedieniarged umr l0odes and elevated

Size ofptherspleen |

1 He Wasftreated with antibiotics, fever
resolvedand the patient dismissed for 15

~ days
»



mostly at night
ed applicable



Oratoryvalles.in the 1 th day

33K
2mg/dl (normal values < 0.8)
jon negative

o | 94 mg/dl (normal,79-152 mg/dl)
c4 .. 4 21,6 mg/ml ( normal 16- 38 mg/ml)
Antlnucle : ANA ) titer equal to 1:5120 and positive

lupus anticoagul nt'nel

Urinalysis specific gravity of 1,025, pH 5,1+
blood and 2 to 5 RBCs/high —powered field




NSt rdayshighifever (39° C), anemia,
sylepEnial (cyclophesphamide 0,5 i.v.).

8 [ranseesephadeal exhnocardiography test
Showesimodest mitral regurgitation (1+/4+)

-~
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2820 day. patient deteriorated, hypotension,

teChyPRea, Increased heart rate, interstitial

pIEUrAINECEA anc rica&lial effusion

m A newrechocardiographic test showed
impaired contractility of the left ventricle , a

- large pericardial effusion and diastolic
collapse R#\Je,right cavities , corresponding
with pericardial tamponade



"
wPPericardiotomy, - coronary care unit

u| Patientwasitreated wit %oids (prednisone
/smgyeayityv.) cyclophosphamide (0.5mg
~1LV2), ACE inhibitors: (captopril 62.5mg/day),
“diuretics (furosemide 60 mg/day i.v.) and

- underwent 5 plasmapheresis sessions

»




uMAfter'8 days/in coronary care unit, fever ,edema
=lle] eff jsion wererresolved, his heart rate improved
PUL echoMindings remained the same (ejection
[ractions J_)J/J)

After12idays under intensive care his clinical
and laboratery features got worse (ejection fraction:
25%, LVEDD' 55 mm, MR 24/4+) - immunoadsortion
onto staph ccal protein A

(Excorim Immunoadsorption System consists of two
Immunosorba columns used with Citem 10, Fresenius
Hemocare)
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2R the 14% day: cardiogenic shock -

Rttvation: (Initiepes and intraortic balloon

pUMp) > i

u In theM8t* day patient’s hemodynamic
status hadiimproved and was discharged

\ rom: mechal ica\%ntilation , but responsed
with' psyehotic episode

»




w)Status epilepticus w? stabllshed in the
19t day.
In the end 0 5}0” i
S

LL)JLJ ory te
U-DINATuEr

adsorptlon therapy
ded ANA titer, negative;
; C3 103 ;C4 31,10

i Af er a_Ey S of hospitalization patient
responded well, his clinical condition had
been improved W|th normal heart rate,
without fever and with ejection fraction 45-
50%




e
DISCUSSION(IL)
-

si@uEpatient had arrapidly accumulated
PEricandiallentision that led to tamponade
* and severeimyocardial dysfunction evolving
- to cardivgenic shock, after tamponade was
‘eatecd =

Our"EIiag 0SIS Was lupus carditis, based on
the patient’s history (fever, serositis,
neurologic disorder) and laboratory tests
(anemia, thrombocytopenia, positive
antinuclear antibodies and lupus
anticoagulant)




L
DISCUSSION ﬂv]:)

sNEipUS myoecarditis Isfattributed to an immune-
compIExamediatéd phenoemenon, since granular
ImmuRescemplex and complement deposition has

~ been feundinRrthe walls and perivascular tissues of
myotaldial blood Vessels

= Antimyocardial and other circulating autoantibodies
(antiribonucleoprotein, anti-Ro, antiphospholipid)
have been detected in SLE myocarditis patients, but
their role remains uncertain

m Either mechanism may provoke the autopsy findings
in lupus myocarditis: small vessel vasculitis, focal

myocarditis, fibrosis and interstitial necrosis




e
DISCUSSION (I11)
.

EREUImInant IUpUs myoearc itis is a rare condition
QUIFpatientideveloped severe lupus myocarditis
* combinedWithrpericardial tamponade; there has

* been noprevious report of such a combination

- (Pericardial tamponade has been reported in 0,8% in
SLE patientiseries)
The condition of the patient deteriorated despite the
reversal of tamponade, due to a rapid impairment of
myocardial contractility that led to cardiogenic shock

m Treatment of such cases is mainly based on clinical
experience rather than randomized trials
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DISCUSSION d:oV)

sNimmunemodulation using plasma perfusion over a
Staphylecoccal protein A silica matrix column is
EportedrtoNpEUCe favorle responses in autoimmune
| | J]ZJ:'I)\,_) '

e MECHanism o actlgn IS not completely clear but
may. Involverselective removal of circulating immune
complexes or IgG that is exerting an adverse
Immunologic effect

® Immunoadsorption onto staphylococcal protein A has
been shown to be a powerful tool on patients with
severe SLE which were resistant to conventional
immunosuppressive therapy ( Braun et al.Nephrol.
Dial. Transpila.2000 (15) 136/ )




Protein a

eraction between 1gG protein a
a CH2 and CH3 domain of IgG
(F.-fragment)

= glycan « Some binding affinity to the Fab-fragment
CelE, ' « Binds 1gG(1,2,4) not 1gG3
= * Binds some IgM and IgA (Fab fragment)

\ « High affinity to CIC
Staphylococcus protein a (SPA)



DISCUSSION.(V)

-~

On the otherhand rn? are not data which reffer to
IMmun JJJJJg,)FJJr] dsia therapeutic choice in
myecarditis off SLE

\t the samerme there are papers which establish

- ImmunBadsorption as an accepted therapy for Dilated
ard rrrJngJrrJ\ DCM)ipatient

The pathophysiology of myocarditis and DCM  with
regard to apoptosis was described by Alter et a/

( 2001)

m [he authors observed increased apoptosis in both
diseases being highest in severe active myocarditis

m Strang/ et al (2000) tried to improve cardiac function
by using immunoadsorption in DCM patients with
promising results




CONCLUSIONS (I)

s llife=threatening exacerbations of SLE, such
dSHfyecarditisy Gan endanger the function of
vital erdanisystems and require massive
Immunesuppressive treatment

| Apartiiem! this kind of treatment
plasmapheresis has been offered without the
proper results in all the cases

® On the other hand, lupus myocarditis with
complications as shock and tamponade, is a
severe situation lacking a satisfying efficient
therapy available today



CONCLUSIONS (I1)

B

N ourE presenting) case selective
mmineglebulintremoval techniques ( IA )

- was bepeficial

- u Thenntention was to control the immune

stem InrtRIS disease and IA achieved it,

probably with the usefull co-medications

m Considering the benefits in our case and the

current knowledge, it might be usefull to

clarify the open questions in scale pilot
studies




