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Savic S, Caseley EA, McDermott MF. Moving towards a systems-based classification of innate immune-mediated diseases. Nat Rev Rheumatol. 2020 Apr;16(4):222-237.
Du Y, Liu M, Nigrovic PA, Dedeoglu F, Lee PY. Biologics and JAK inhibitors for the treatment of monogenic systemic autoinflammatory diseases in children. J Allergy Clin Immunol. 2023 Mar;151(3):607-618. 

INFLAMOSOMOPATÍAS VÍA NF-κB INTERFERONOPATÍAS



Broderick L, Hoffman HM. IL-1 and autoinflammatory disease: biology, pathogenesis and therapeutic 
targeting. Nat Rev Rheumatol. 2022 Aug;18(8):448-463. doi: 10.1038/s41584-022-00797-1. Epub 2022 Jun 21. 
Li Y et al. Pathophysiology, clinical manifestations and current management of IL-1 mediated monogenic 
systemic autoinflammatory diseases, a literature review. Pediatr Rheumatol Online J. 2022 Oct 17;20(1):90.
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CONSIDERACIONES:
- RILO/ANA mejor en DIRA, 

pericarditis e hidrosadenitis 
(bloq. α y β )

- Afectación SNC  ANA
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Ozen S et al. EULAR recommendations for the management of familial Mediterranean fever. Ann Rheum Dis. 2016 Apr;75(4):644-51.
Welzel T et al. Tapering of biological treatment in autoinflammatory diseases: a scoping review. Pediatr Rheumatol Online J. 2022 Aug 13;20(1):67.
Piram M et al. EUROFEVER, EUROTRAPS and the Paediatric Rheumatology International Trials Organisation (PRINTO) networks. Validation of the auto-inflammatory diseases activity index (AIDAI) for hereditary recurrent fever syndromes. Ann Rheum Dis. 
2014 Dec;73(12):2168-73.
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VUS y variantes de baja penetrancia
¿intervienen otras vías?

¿Multitarget?
¿IL-1/18?



Broderick, L.; Hoffman, H.M. Pediatric Recurrent Fever and Autoinflammation from the Perspective of an Allergist/Immunologist. J. Allergy Clin. Immunol. 2020, 146, 960–966.e2.
Papa R et al. Syndrome of Undifferentiated Recurrent Fever (SURF): An Emerging Group of Autoinflammatory Recurrent Fevers. J Clin Med. 2021 May 3;10(9):1963. 
Sutera D et al. Clinical characterization, long-term follow-up, and response to treatment of patients with syndrome of undifferentiated recurrent fever (SURF). Semin Arthritis Rheum. 2022 Aug;55:152024.
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Cetin Gedik K et al. The 2021 European Alliance of Associations for Rheumatology/American College of Rheumatology points to consider for diagnosis and management of autoinflammatory type I 
interferonopathies: CANDLE/PRAAS, SAVI and AGS. Ann Rheum Dis. 2022 May;81(5):601-613.
Crow YJ, Stetson DB. The type I interferonopathies: 10 years on. Nat Rev Immunol. 2022 Aug;22(8):471-483.
Crow YJ, Neven B, Frémond ML. JAK inhibition in the type I interferonopathies. J Allergy Clin Immunol. 2021 Oct;148(4):991-993. 
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Cetin Gedik K et al. The 2021 European Alliance of Associations for Rheumatology/American College of Rheumatology points to consider for diagnosis and management of autoinflammatory type I interferonopathies: CANDLE/PRAAS, SAVI and 
AGS. Ann Rheum Dis. 2022 May;81(5):601-613. Crow YJ et al. The type I interferonopathies: 10 years on. Nat Rev Immunol. 2022 Aug;22(8):471-483. Crow YJ et al.  JAK inhibition in the type I interferonopathies. J Allergy Clin Immunol. 2021 
Oct;148(4):991-993. Luo Y at al. JAK-STAT signaling in human disease: From genetic syndromes to clinical inhibition. J Allergy Clin Immunol. 2021 Oct;148(4):911-925.
Sanchez GAM et al. JAK1/2 inhibition with baricitinib in the treatment of autoinflammatory interferonopathies. J Clin Invest. 2018 Jul 2;128(7):3041-3052. Vanderver A et al. Janus Kinase Inhibition in the Aicardi-Goutières Syndrome. N Engl J Med. 
2020 Sep 3;383(10):986-989. Gómez-Arias PJ et al. Efficacy and Safety of Janus Kinase Inhibitors in Type I Interferon-Mediated Monogenic Autoinflammatory Disorders: A Scoping Review. Dermatol Ther (Heidelb). 2021 Jun;11(3):733-
750. Kanazawa N et al. Efficacy and safety of baricitinib in Japanese patients with autoinflammatory type I interferonopathies (NNS/CANDLE, SAVI, And AGS). Pediatr Rheumatol Online J. 2023 Apr 22;21(1):38. 
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- JAKi 2ª generación /selectivos
- Terapias multitarget (IL12/23?)
- Inhibidores de cGAS y STING
- Inhibidores de RIG-I-like receptors, incluyendo MDA5 
(retículo endoplásmico-ap. Golgi)
- Firma IFN severidad y ajuste tto 
- Ajuste dosis afectación SNC? Más dosis?
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ENFERMEDAD GEN HERENCIA FENOTIPO TRATAMIENTO

DADA2 ADA-2 
(CERC1)

AR - Inflamatorio y/o vasculítico
- Hematológico
- Inmunodeficiencias
- Portadores asintomáticos (antiTNF?)

Anti-TNF
TAPH
Ig iv/profilaxis antibiótica
No antiagregantes/anticoag. 

Blau NOD2 
(CARD15)

AD Uveítis granulomatosa bilateral, dermatitis granulomatosa y artritis Anti-TNF (adalimumab)
Anti-il1? 
RIPK2 type I kinase inhibitors

Sínd.autoinflamatorio asoc. a 
TNFRSF11 (RANK)

TNFRSF11 
(RANK)

AD Fiebre recurrente, artromialgias, dolor abdominal, lesiones cutáneas, 
linfadenitis y uveítis anterior
Malformaciones (tetralogía de Fallot, paladar hendido, dismorfia facial

Síndrome de autoinflamación,
paniculitis y dermatosis.
Otulipenia. ORAS

OTULIN AR Fiebre recurrente, erupción eritematosa con nódulos, artritis y 
lipodistrofia

Corticoides
Anti-TNF
Anti-IL1

Deficiencia HOIP RNF31 AR Inmunodeficiencia grave, autoinflamación y miopatía

Síndrome
autoinflamatorio
familiar Beçhet like;
HA20

TNFAIP3 AD Inflamación sistémica, artralgias, úlceras orales y genitales, uveítis, 
autoinmunidad e inmunodeficiencia

CT,
Colchicina
Anti-TNF
Anti-IL1
JAKi

Savic S et al. Moving towards a systems-based classification of innate immune-mediated diseases. Nat Rev Rheumatol. 2020 Apr;16(4):222-237. Kohn DB et al. Consensus approach for the management of severe combined immune 
deficiency caused by adenosine deaminase deficiency. J Allergy Clin Immunol. 2019 Mar;143(3):852-863. Lassoued Ferjani H et al. Management of Blau syndrome: review and proposal of a treatment algorithm. Eur J Pediatr. 2023 Sep 
22. Kone-Paut I et al. New data in causes of autoinflammatory diseases. Joint Bone Spine. 2019 Oct;86(5):554-561. Aboujaoude A et al. LUBAC: a new player in polyglucosan body disease. Biochem Soc Trans. 2021 Nov 1;49(5):2443-
2454. Lee PY et al. Evaluation and Management of Deficiency of Adenosine Deaminase 2: An International Consensus Statement. JAMA Netw Open. 2023 May 1;6(5):e2315894.



Hernández-Rodríguez J et al. Paradigm shift in monogenic autoinflammatory diseases and systemic vasculitis: The VEXAS syndrome. Med Clin (Barc). 2022 Nov 25;159(10):489-496.
Georgin-Lavialle S et al. French VEXAS group; GFEV, GFM, CEREMAIA, MINHEMON. Further characterization of clinical and laboratory features in VEXAS syndrome: large-scale analysis of a multicentre case series of 116 French patients. Br J Dermatol. 2022 Mar;186(3):564-
574. Koster MJ, Samec MJ, Warrington KJ. VEXAS Syndrome-A Review of Pathophysiology, Presentation, and Prognosis. J Clin Rheumatol. 2023 Sep 1;29(6):298-306. Mascaro JM et al. Spanish cohort of VEXAS syndrome: clinical manifestations, outcome of treatments and 
novel evidences about UBA1 mosaicism. Ann Rheum Dis. 2023 Sep 4:ard-2023-224460.
Al-Hakim A, Savic S. An update on VEXAS syndrome. Expert Rev Clin Immunol. 2023 Feb;19(2):203-215. Kobak S. VEXAS syndrome: Current clinical, diagnostic and treatment approaches. Intractable Rare Dis Res. 2023 Aug;12(3):170-179.
Boyadzhieva Z, Ruffer N, Kötter I, Krusche M. How to treat VEXAS-Syndrome: a systematic review on effectiveness and safety of current treatment strategies. Rheumatology (Oxford). 2023 May 26:kead240. Heiblig M, et al. Ruxolitinib is more effective than other JAK 
inhibitors to treat VEXAS syndrome: A retrospective multicenter study. Blood. 2022; 140:927-931. Bindoli S et al. JAK inhibitors for the treatment of VEXAS syndrome. Exp Biol Med (Maywood). 2023 May;248(5):394-398.
Diarra A et al. Successful allogeneic hematopoietic stem cell transplantation in patients with VEXAS syndrome: A 2-center experience. Blood Adv. 2022; 6:998-1003.

VE
XA

S FENOTIPO 1 (47%)
- Leve-moderada
- Fiebre y sínd. 
Constitucional
- <fr: adenopatías, 
afectac. Pulm.ETEV y 
PCR alta

Superv. 5a 87,4%

FENOTIPO 2 (16%)
- Policondritis recidiv. 
- Afectac. dig., 
cardiológ., infiltrados 
pulm.
> fr: trombopenia, 
SMD, trombopenia y 
GMSU

FENOTIPO 3 (37%)
- > edad
- Pérd. Peso
- Vasculitis cutánea
- > PCR alta

Superv. 5a 62,7%

Superv. 5a 93,1%



DADA2: TERAPIA DE REEMPLAZO ENZIMÁTICO

*** General EAI
- Bone Marrow Transplant. 2021 Sep;56(9):2052-2062.
- J Allergy Clin Immunol. 2019;143:852–63.
- J Rheumatol. 2020 Jan;47(1):117-125. 
- Front Immunol. 2021 Dec 7;12:782780.
- Ann Rheum Dis. 2023 Jul 24:ard-2023-224123.
*** Linfohistiocitosis hemofagocítica pediátrica/adultos 
- Blood. 2020 Apr 16;135(16):1332-1343.
- Blood. 2019 Jun 6;133(23):2465-2477. 
*** VEXAS
-  Blood Adv 2022; 6: pp. 998-1003.
- J Allergy Clin Immunol. 2022 Jan;149(1):432-439.e4.
- Bone Marrow Transplant. 2022 Nov;57(11):1642-1648. 
- J Allergy Clin Immunol. 2023 May;151(5):1204-1214. 
- ClinicalTrials.gov: NCT05027945  abierto

TRASPLANTE MÉDULA ÓSEA/PRECURSORES HEMATOPOYÉTICOS
- DADA2
- IDP/HLH
- MKD
- VEXAS

*** DADA2
- J Allergy Clin Immunol. 2022 Jan;149(1):432-439.e4. 
- Front Med (Lausanne). 2022 Jul 11;9:926500. 
- Immunol Invest. 2022 Apr;51(3):558-566. 
- Front Immunol. 2022 Jul 7;13:932385.
- JAMA Netw Open. 2023 May 1;6(5):e2315894. CONSENSO.
- J Clin Immunol. 2023 May;43(4):835-845.
*** STING
- Sci Adv. 2022 Jan 28;8(4):eabh0496. 
*** NOCARH
- J Exp Med. 2019 Dec 2;216(12):2778-2799.
*** MKD
- Pediatr Rheumatol Online J. 2022 Jul 29;20(1):56. Front Immunol. 2022 Apr 22;13:852830)



- Se recomienda optimizar el calendario vacunal antes del inicio del 
tratamiento biológico, fundamentalmente la vacuna antineumocócica 
en tto anti-IL1. 
- En CANDLE/PRAAS y SAVI pueden provocar un brote. En AGS???
- La vacunación frente al SARS-COV2 parece segura

Broderick L, Hoffman HM. IL-1 and autoinflammatory disease: biology, pathogenesis and therapeutic targeting. Nat Rev Rheumatol. 2022 Aug;18(8):448-463. doi: 10.1038/s41584-022-
00797-1. Epub 2022 Jun 21. PMID: 35729334; PMCID: PMC9210802.
Cetin Gedik K et al. The 2021 European Alliance of Associations for Rheumatology/American College of Rheumatology points to consider for diagnosis and management of 
autoinflammatory type I interferonopathies: CANDLE/PRAAS, SAVI and AGS. Ann Rheum Dis. 2022 May;81(5):601-613.

COVID SINTOMÁTICOS: Suspender o retrasar su administración (JAKi)

CONTACTOS Y ASINTOMÁTICOS: Mantener tratamiento
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Traber GM, Yu AM. RNAi-Based Therapeutics and Novel RNA Bioengineering Technologies. J Pharmacol Exp Ther. 2023 Jan;384(1):133-154.
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National Geographic España
Wang JY, Doudna JA. CRISPR technology: A decade of genome editing is only the beginning. Science. 2023 Jan 20;379(6629):eadd8643.
Miner JJ, Fitzgerald KA. A path towards personalized medicine for autoinflammatory and related diseases. Nat Rev Rheumatol. 2023 Mar;19(3):182-189. 



Posible nueva terapia del SAVI, AGL… basado en la tecnología PROTAC que degradaría la proteína STING

Békés M, Langley DR, Crews CM. PROTAC targeted protein degraders: the past is prologue. Nat Rev Drug Discov. 2022 Mar;21(3):181-200.
Miner JJ, Fitzgerald KA. A path towards personalized medicine for autoinflammatory and related diseases. Nat Rev Rheumatol. 2023 Mar;19(3):182-189. 
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