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Pharmacological classification 

Wöhrl S. Allergo J Int  2018 



Mechanism 

NSAID 
• Chemically diverse substances 
• All inhibit the enzyme cyclooxygenase-

1 (COX-1) and to lesser extent COX-2 
• Acts on the arachidonic acid 

metabolism- influencing the balance 
between leukotrienes and 
prostaglandins 

• In NERD, NECD, NIUA cross-reactivity 
is mediated via COX blockage – 
mechanism differs from ”truly 
allergic” SNIDR, SNIUAA (no cross-
reactivity) 

Wöhrl S. Allergo J Int  2018 



Classification hypersensitivity NSAID 

Kowalski et al Allergy 2013 

• NECD, NIUA and NERD most common 
• SNIUAA very rare (Propyphenazone – historically (pyrazolones), rarely acetic acid derivatives  
     (Diclonfenac), propionic acid derivatives (Ibuprofen, Ketoprofen, Naproxen)) 
• SNIDR rare - most common MDE, ACD (Diclofenac topically), FDE, SCAR 



Prevalence NSAID hypersensitivity 

• 1-2% of the general population 
• Among patients with asthma and CRS with nasal polyps 20-

42% 
• Among patients with urticaria 20-30% 

White. NEJM 2018 
Erbagci et al. J Derm 2004 



Diagnosis 

Kowalski et al. Allergy 2013 



Diagnosis 

Kowalski et al. Allergy 2013 

 
There is no formal consensus on  
the oral provocation 
protocol.  



Study year  
2002-2011 

26% (39/149)  
positive OPT 



Study year  
2002-2011 



Nissen et al, CTA 2015 

ASA/ NSAID 



19/46 (41%) CRS  
based on EPOS 
2012 
 
Nasal 
endoscopy,  
smell test, (CT) 
 
 
Study year  
2013-2016 

14 with NERD;  
1 no CRS but asthma 
2/13 with CRS no visible polyps at rhinoscopy 



CRS versus no CRS 

Lange et al, Rhinology online 2019 



 
Sino Nasal Outcome test 22 (QoL) 

 

Reference general Danish population: 10 (Lange et al 2013) 

Lange et al, Rhinology online 2019 



Danish recommendation 

Patients with NSAID hypersensitivity  
• 41% CRS with affected QoL, reduced sense of smell and need 

for treatment of sino-nasal problems 
• Recommended screened for sino-nasal symptoms and ENT 

evaluation 
 

Lange et al, Rhinology online 2019 



Desensitization? 

Indication for ASA/NSAID treatment e.g. CV disease, rheumatologic disease 
Recurrence prevention in nasal polyps 
Asthma Symptoms? 
 
Evidence NERD 
Decrease in CRS symptoms (grade 1A) 
Decrease in nasal corticosteroid use (grade 2B) 
Reduction in recurrence of nasal polyps (grade 2B) 
Decrease in the need for revision surgery (grade 2B)* 
In a subset decreased asthma symptoms and improved asthma control (grade 
1B) 
 

EAACI position paper NERD, Kowalski et al Allergy 2018 

*Once every 3th year to once every 9th year 



Recommendation NERD 
 
 
 

 
 
 
 

• Sinus surgery and desensitization 4 (6-12) weeks after the operation is 
recommended 

• Oral (nasal, bronchial, IV) 
• Maintenance dose ranges from 300-1300 mg, most 300 mg 
• Side effects mainly GI 
• Recommed H. pylori eradication, PPI, H2 blockers during treatment 
• Montelukast reduce bronchial but not nasal symptoms during desensitization 

 
 
 

EAACI position paper NERD, Kowalski et al. Allergy 2018 
Klimek et al. Curr Allergy Asthma rep 2014 



Differential diagnosis 

• Urticaria/angioedema 
• Asthma 
• Others?  



Conclusion 

• ASA/NSAID hypersensitivity a common drug reaction, 
different subtypes 

• Need for ENT evaluation 
• The NERD group may benefit from desensitization 
• Remember that NSAID may be a co-factor! 
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