HUS — What’s on the horizon?
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H-Utopia-S




Early identification




Early identification

Blood Faeces Urine Clinical
Full blood count and film | Culture Microscopy Temperature
Urea & electrolytes (please ensure that Near patient Pulse
. . the request form is (dipstick) testing Respiratory rate
Liver function tests marked with bloody for Haematuria and
diarrhoea as a clinical | Proteinuria Blood pressure

Lactate dehydrogenase
(C-Reactive protein

Clotting screen

detail if present)

Weight

Assessment of hydration




Early identification

* Urinary biomarkers

& 000+ .
E 50004 o
= [ ]
g 4000+
15 S .

- e
2
% 100 = .
E [ L]

(-) Dialysis (+) Dialysis

Fig. 1 Scatterplot of the urmary NGAL concentration measured on
day 1 after enrollment mto the SYNSORB Pk clmical tnal n
mndmvidual patients based upon the need tor acute dialysis dunng the
hospital course, (—) dialysis: n=24; (+) dualysis, n=10



Early identification

Urinary biomarkers
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BUN ( mg/dl)
Serum creatinine
(mgidl)

l].[} 1 1

Normal NGAL ~ High NGAL Normal NGAL ~ High NGAL

Fig. 2 a Peak BUN concentration durmg the course of hospital-
1zation m children with DHHUS and nomal versus high unn.in
NGAL excretion. Data are presented as mean=5D.

P=0.007. b Peak serum ereatmine concentrabon dunng the course of
hospitahzation m children wath D+HUS and normal versus high
urmary NGAL exeretion. Data are presented as meansSD.
=001



Effective Interventions?

* Avoidance of
— Anti-motility agents
— Opiate analgesia
— NSAIDS
— Antibiotics (probably)




Effective Interventions?

e Saline resuscitation




Effective Interventions?

* SHIGATEC

— Anti-shigatoxin monoclonal antibody

305 children screened
22 recruited

No significant adverse
effects
1 developed HUS

Majority non- E.Coli 0157




Effective Interventions?

e Eculizumab




Effective Interventions?

e Eculizumab
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Effective Interventions?

e Eculizumab
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Effective Interventions?

e Eculizumab

No eculizumab === Eculizumab
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Fig 5 Platelet counts and levels of lactate dehydrogenase, creatinine, and haemoglobin in 67 patients who were treated
with eculizumab and 65 control patients with a similar severity of haemolytic uraemic syndrome



Effective Interventions?

Eculizumab - £3150 + VAT per vial
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End-result improved?

e UK surveillance

_ 1985-88 1997-2001

No of cases 288 413
Death 14(5.6%) 7(1.8%)
Neurological 51(19%) 52(13%)

complications

Renal recovery 209 (86%) 342(88%)



Is H-Utopia-S on the horizon?

* ECUSTEC

— Plan for trial
— Eligibility
* Bloody diarrhoea
e Evidence of haemolysis

* Low platelets
* eGFR < 50 ml/min/1.73m? or oligoanuria



Is H-Utopia-S on the horizon?

* ECUSTEC

— Double blinded randomised controlled trial of 2
doses eculizimab

— Primary outcome
* Disease severity score

— Secondary outcomes
* Urinary biomarker collection
* Need for dialysis
* Time on dialysis



Is H-Utopia-S on the horizon?

* ECUSTEC meets EMEESY

— Patient identifying
centres

— Transfer to Nottingham

— Enter trial

— Treatment as needed




HUS — What’s on the horizon
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The best way to predict the future is to invent it

. Alan Kay




