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Southeast Asia: 600 million population (update 2023)
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Success:

Novel Primary atopic disorders



Beyond Infections: New warning signs of 
Inborn errors of immunity  

Costagliola G, et al. Front. Pediatr 2022. 10:855445.



Vaseghi-Shanjani et al. JACI 2021;148:1130-9.

“Primary atopic disorders”

“No recurrent/severe infection”



Six episodes of anaphylaxis with 

unknown causes 

The pictures are shown with the parents’ consent 

The index patient

Suratannon N, et al. JACI 2022.7;S0091-6749(22)01334-3.

His younger sister

Severe eczema

Swelling abdomen 

(ascites) due to too 

much fluid leakage in 

your abdomen, related 

to food allergies



Upper endoscopy shows       

(1) longitudinal furrows at 

esophagus

(2) polypoid-like lesions of 

the antrum (3) transverse 

colon, and (4) terminal ileum 

(yellow arrow). 

Suratannon N, et al. JACI 2022.7;S0091-6749(22)01334-3.



Allergic eosinophilic gastroenteritis (AEG) with protein-losing enteropathy

Eosinophilic infiltration in 

gastric tissues 

Mast cells infiltrating gastric mucosa

Suratannon N, et al. JACI 2022.7;S0091-6749(22)01334-3.



His father:

- Multiple food allergies (cow’s milk, shrimp, cashew), dry skin, and moderate AD

- Coarse facies and hypotrichosis (lack of hair, axillary hair)

- Chronic renal failure of unknown cause was diagnosed in his adolescent years

Suratannon N, et al. JACI 2022.7;S0091-6749(22)01334-3.

HyperIgE syndrome?

The pictures are shown with patient’ consent 



STAT6 domain 

E → K changes 

electrical charge 

from negative to 

positive 



Effector functions mediated by STAT6 in many cell types

Walford et al. JAKSTAT 2013.1;2(4):e25301.



Increase Th2 cells in the index patient, sister and father

HC; age-matched healthy controls, AC; age-matched allergic controls without STAT6 variant
Suratannon N, et al. JACI 2022.7;S0091-6749(22)01334-3.



Suratannon N, et al. JACI 2022.7;S0091-6749(22)01334-3.

“First description of STAT6 variant in human”



Suratannon N, et al. JACI 2022.7;S0091-6749(22)01334-3. 

Sharma et al. J. Exp. Med. 2023 Vol. 220 No. 5 e20221755.

Baris S, JACI 2023 Feb 8., Takeuchi I, JACI 2023;151:1402-9.e6.



21 affected patients from 13 families were reported worldwide

Chen et al. JACI 2023 May 14;S0091-6749(23)00593-6.Suratannon N, et al. JACI 2022.7;S0091-6749(22)01334-3. 

Sharma et al. J. Exp. Med. 2023 Vol. 220 No. 5 e20221755.

Baris S, JACI 2023 Feb 8., Takeuchi I, JACI 2023;151:1402-9.e6.

p.D419: hotspot variant 



Suratannon N, et al. JACI 2022.7;S0091-6749(22)01334-3. 

Sharma et al. J. Exp. Med. 2023 Vol. 220 No. 5 e20221755.

Baris S, JACI 2023 Feb 8., Takeuchi I, JACI 2023;151:1402-9.e6.

Normal allergic patient
Patient with STAT6 gain-of-function 

variant 



Key pathways and molecules involved in                

monogenic and polygenic allergic diseases

J Allergy Clin Immunol Pract 2022;10:1737-56.



Lyon et al. J. Exp. Med. 2018 Vol. 215 No. 4. 1009



What’s the matter to identify allergic patients with 

mendelian inheritance?



The patients with STAT6 GOF variants after IL-4Rα antibody

Sharma et al. J. Exp. Med. 2023 Vol. 220 No. 5 e20221755.



Baris et al. J Allergy Clin Immunol 2023.



Chen et al. JACI 2023 May 14;S0091-6749(23)00593-6.



Extra-allergy manifestations

• A patient from Sharma et al. had recurrent B-cell lymphomas.

• Baris et al. noted significant lymphadenopathy in the patient.

Sharma et al. J. Exp. Med. 2023 Vol. 220 No. 5 e20221755.

Baris S, JACI 2023 Feb 8.



Conclusion:

Treatment-refractory early onset allergies (AD, eosinophilic 

gastroenteritis): key factors to investigate for the monogenic 

atopic disorders

Different long-term follow-up and early-targeted therapies 

might be considered. 



Challenge

Chan CM, et al. Front. Immunol 2023. 14:1209315.



Chan CM, et al. Front. Immunol 2023. 14:1209315.



Thank you for your attention
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