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Gen MVK 

1 2 3 6 5 4 7 8 9 10 11 

Medicine 2008; 87: 301 

Episodios febriles recurrentes 
Fiebre  

Adenopatías cervicales bilaterales 
Dolor abdominal 

 hepatoesplenomegalia 

N Engl J Med 1986; 314: 1610-4 

Debut temprano 
Fallo de medro 
Dismorfia facial 

Manifestaciones neurológicas graves 
Cataratas 
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Diagnóstico definitivo MKD 

Pacientes con mutaciones en los dos alelos del gen MVK 
20% valores normales 

Normal en edad pediátrica / Aumento con la edad 

Hiper IgD en otras enfermedades inflamatorias activas, 
incluyendo otras autoinflamatorias 

Mal parámetro de screening de síndrome HIDS 

Genético Metabólico 

Excreción urinaria de 
ácido mevalónico 

HIDS: sutil / episodios agudos 

AM: muy elevada /permanente 

Actividad enzimática 
residual 
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Anakinra en HIDS 
(Uso compasivo / Case Reports) 
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Rheumatology 2012; 51: 1855-9 

Clin Rheumatol 2014; 33: 1681-4 
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Long-­‐term	
  efficacy	
  and	
  safety	
  of	
  
canakinumab	
  treatment	
  in	
  ac6ve	
  Hyper-­‐IgD	
  

Results	
  from	
  an	
  open-­‐label	
  study	
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ClinicalTrails.gov Identifier 
NCT01303380  



§  Open-label single treatment arm study, with three well-defined parts: 
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N Engl J Med 2009; 360: 2416-25 

2 mg/kg q8w 
(peso ≤40kg) 

4 mg/kg q4w 

4 mg/kg q6w 



Inclusion	
  Criteria	
  
-­‐	
  Pa5ents	
  older	
  than	
  24	
  months	
  at	
  baseline	
  
-­‐	
  Diagnosis	
  of	
  HIDS	
  proven	
  by	
  DNA	
  analyses	
  (biallelic	
  MVK	
  muta5ons)	
  
-­‐	
  Ac5ve	
  HIDS	
  (flare	
  severity	
  ≥2	
  and	
  CRP	
  values	
  >10	
  mg/L)	
  
-­‐	
  History	
  of	
  	
  ≥3	
  febrile	
  acute	
  HIDS	
  flares	
  in	
  the	
  most	
  recent	
  6-­‐month	
  period	
  when	
  
not	
  receiving	
  prophylaxis	
  treatment	
  (Historical	
  period)	
  

Exclusion	
  	
  Criteria	
  
-­‐	
  Pregnant	
  or	
  nursing	
  (lacta5ng)	
  women	
  
-­‐	
  Recurrent	
  and/or	
  ac5ve	
  bacterial,	
  fungal,	
  or	
  viral	
  infec5ons	
  
-­‐	
  Posi5ve	
  microbiological	
  results	
  for:	
  	
  

• Hepa55s	
  B	
  surface	
  an5gen	
  
• Hepa55s	
  C	
  an5body	
  
• Tuberculosis	
  	
  and	
  HIV	
  screenings	
  

-­‐	
  Immunocompromised	
  pa5ents	
  
-­‐	
  Live	
  vaccina5ons	
  
-­‐	
  History	
  of	
  significant	
  medical	
  condi5ons	
  	
  
-­‐	
  Simultaneous	
  use	
  of	
  etanercept,	
  adalimumab,	
  infliximab,	
  anakinra	
  or	
  other	
  
inves5ga5onal	
  biologics.	
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Screening visit 

10 patients 

No active disease 

1 

Patients enrolled 

9 patients 

- Sex: 6 female / 3 male. 
- 100% Caucasian. 
- Median ages: 
  . At baseline: 17.3 years (range 5-29 years). 

. At HIDS diagnosis: 4.1 years (range 1-25 years). 
- Three Spanish centers:  
  . H. La Fe (n: 5). Pediatric patients 
  . H. Sant Joan de Deu (n: 2). Pediatric patients. 
  . H. La Paz (n: 2). Adult patients 
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Primary objective 
To assess the reduction in the frequency of flares during the 6-month 
treatment period compared with the historical period. 

Secondary objectives 
To assess : 

§ Occurrence of flares during the treatments periods (6-month and the 
24-month long-term).   

§ Changes in flare duration (median days) during the trial, compared 
with the historical period.   

§ Changes in disease severity over time assessed by physician using a 5 
point scale of severity score. 

§ Changes in the severity of the 4 main key signs and symptoms of 
HIDS.  

§ Time to flare after last canakinumab injection. 
§ Profiles of inflammatory markers (CRP, SAA) during the study. 
§ Adverse events reported during the study. 
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Resultados: Eficacia 
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6 month Treatment 
Period Follow-up Period Long-term treatment  period (24 months) 

9	
  pa6ents	
  

8	
  pa6ents	
  



The	
  primary	
  objec-ve	
  was	
   to	
  assess	
   the	
  efficacy	
  of	
   canakinumab	
   to	
   reduce	
   the	
  
flare	
   rate	
   in	
  pa5ents	
  with	
  HIDS	
  during	
   the	
  6-­‐month	
   treatment	
  period	
  compared	
  
with	
   that	
   from	
   the	
   historical	
   period	
   (the	
  most	
   recent	
   6-­‐month	
   period	
   in	
   which	
  
pa5ents	
   did	
   not	
   receive	
   drugs	
   other	
   than	
   symptoma5c	
   treatment	
   with	
   NSAIDs	
  
and/or	
  steroids)	
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The	
  primary	
  objec-ve	
  was	
   to	
  assess	
   the	
  efficacy	
  of	
   canakinumab	
   to	
   reduce	
   the	
  
flare	
   rate	
   in	
  pa5ents	
  with	
  HIDS	
  during	
   the	
  6-­‐month	
   treatment	
  period	
  compared	
  
with	
   that	
   from	
   the	
   historical	
   period	
   (the	
  most	
   recent	
   6-­‐month	
   period	
   in	
   which	
  
pa5ents	
   did	
   not	
   receive	
   drugs	
   other	
   than	
   symptoma5c	
   treatment	
   with	
   NSAIDs	
  
and/or	
  steroids)	
  	
  

Historical	
  period	
   Treatment	
  period	
  

Median	
  number	
  of	
  flares	
   5	
   0	
  

Range	
   3-­‐12	
   0-­‐2	
  

Total	
  number	
  of	
  flares	
   59	
   3	
  

Pa5ents	
  with	
  flares	
  (n)	
   9	
   2	
  

Pa5ents	
  who	
  required	
  dose	
  up-­‐5tra5on	
  at	
  week	
  6	
  according	
  to	
  protocol.	
  

•  1	
  pa5ent	
  with	
  mild-­‐to-­‐moderate	
  flare	
  

•  1	
  pa5ent	
  with	
  mild	
  flare	
  

No	
  flares	
  a]erwards	
  during	
  treatment	
  period	
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6 month Treatment 
Period Follow-up Period Long-term treatment  period (24 months) 

patients: 2 / 9 

total flares: 3 
mild: 1 

mild-moderate: 2 

1st year 

patients: 4 / 8 

total flares: 6 
minimal: 2 

mild: 4 

2nd year 

patients: 2 / 8 

total flares: 2 
minimal: 1 

mild: 1 
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No	
  flares	
  during	
  6	
  
months	
  Follow-­‐up	
  

period	
  

2	
  pa6ents	
  

Flares	
  during	
  Follow-­‐up	
  period	
  
• 4	
  mild	
  

• 3	
  moderate	
  

7	
  pa6ents	
  

110	
  days	
  

62-­‐196	
  days	
  

Median	
  5me	
  to	
  flare	
  

Range	
  

Secondary	
  objec6ves	
  
1.	
  Time	
  to	
  flare	
  a]er	
  the	
  last	
  canakinumab	
  injec5on	
  dose	
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Secondary	
  objec6ves	
  
1.	
  Time	
  to	
  flare	
  a]er	
  the	
  last	
  canakinumab	
  injec5on	
  dose	
  
2.	
  Disease	
  control	
  during	
  treatment	
  period	
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Secondary	
  objec6ves	
  
1.	
  Time	
  to	
  flare	
  a]er	
  the	
  last	
  canakinumab	
  injec5on	
  dose	
  
2.	
  Disease	
  control	
  during	
  treatment	
  period	
  



Secondary	
  objec6ves	
  
1.	
  Time	
  to	
  flare	
  a]er	
  the	
  last	
  canakinumab	
  injec5on	
  dose	
  
2.	
  Disease	
  control	
  during	
  treatment	
  period	
  
3.	
  Changes	
  in	
  the	
  4	
  key	
  disease	
  features	
  

Fever 

Lymphadenopathy 

Aphthous ulcers 

Abdominal pain 

6-month treatment period _______________________________________
_____ 
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87 

Ext follow-up/1yr Fever 

Lymphadenopathy 

Aphthous ulcers 

Abdominal pain 

100 

Ext follow-up/2yrs 
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Secondary	
  objec6ves	
  
1.	
  Time	
  to	
  flare	
  a]er	
  the	
  last	
  canakinumab	
  injec5on	
  dose	
  
2.	
  Disease	
  control	
  during	
  treatment	
  period	
  
3.	
  Changes	
  in	
  the	
  4	
  key	
  disease	
  features	
  
4.	
  Changes	
  in	
  laboratory	
  parameters	
  



Síndrome de hiper-IgD 

Canakinumab en síndrome de hiper-IgD 

Ensayo canakinumab en HIDS 

IL-1 y canakinumab 

Base racional del ensayo clínico 

Estructura del ensayo clínico 

Resultados: Eficacia 

Resultados: Seguridad 



Safety	
  
Adverse	
  events	
  (AEs)	
  were	
  reported	
  in	
  all	
  enrolled	
  pa5ents	
  
	
  -­‐	
  No	
  deaths	
  occurred	
  
	
  -­‐	
  No	
  AEs	
  led	
  to	
  drug	
  discon5nua5on	
  
	
  -­‐	
  Usually	
  AEs	
  were	
  of	
  mild	
  (76%)	
  or	
  moderate	
  intensity	
  
	
  -­‐	
  Urinary	
  tract	
  infec5ons	
  were	
  the	
  most	
  common	
  AEs	
  reported	
  
-­‐	
  Only	
  one	
  adverse	
  event	
  (vulvovaginal	
  myco5c	
  infec5on)	
  was	
  considered	
  to	
  
be	
  drug	
  related	
  by	
  physician	
  in	
  charge.	
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 Common adverse events presented (≥2 patients)  Patients  
n (%) 

Number of patients with AE(s) 9 (100) 

Primary system organ class 

Infections and infestations  9 (100) 

Gastrointestinal disorders 6 (67) 

General disorders and administration site conditions 6 (67) 

Musculoskeletal and connective tissue disorder 4 (44) 

Skin and subcutaneous tissue disorders 4 (44) 

Eye disorders 2 (22) 

Nervous system disorders   2 (22) 

46 
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Safety	
  

Four	
  pa5ents	
  reported	
  serious	
  AEs	
  
	
  -­‐	
  One	
  pa5ent	
  required	
  hospitaliza5on	
  for	
  a	
  HIDS	
  flare	
  
	
  -­‐	
  One	
  pa5ent	
  suffered	
  from	
  chronic	
  headache	
  
	
  -­‐	
  One	
  pa5ent	
  suffered	
  from	
  temporomandibular	
  dysfunc5on	
  

	
  -­‐	
  One	
  pa5ent	
  suffered	
  from	
  a	
  gastrointes5nal	
  bleeding,	
  severe	
  anaemia	
  and	
  
from	
  a	
  peritoni5s	
  

•  She	
  suffered	
  from	
  AA	
  amyloidosis,	
  requiring	
  peritoneal	
  dialysis	
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Estructura del ensayo clínico 

Resultados: Eficacia 

Resultados: Seguridad 

Conclusiones 



•  Canakinumab treatment substantially reduced the frequency of acute 
inflammatory flares in patients with active HIDS 

• Canakinumab demonstrated rapid disease control for both clinical signs 
and symptoms as well as serologic response during the treatment 
phase, which was maintained through the 24 month long-term 
treatment. 

• No unexpected safety findings were observed during the entire study 
period (treatment, follow-up and long-term) 

• Safety profile was consistent with that observed in other canakinumab 
studies 
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