	Accurate anamnesis through targeted questions

	Source of the offending allergen
	Clinical manifestations of the allergic reaction
	Route of sensitization
	Geographical 
Area
	Occupational risk
	Co-sensitizations
	Eliciting/augmenting co-factors 

	

	Suspected food raw/cooked, peeled/unpeeled.  

Often a hierarchical sequence in nsLTPs syndrome: Rosaceae, followed by nuts and less frequently cereals and other foods. (1)

Banana, tomato, citrus and grapefruits more frequent in cannabis-related reactions. (2)
	Time of onset: later onset in CFDR than in non-dependent (90 vs 45 min). (3)

Symptoms: local (OAS, contact urticaria, angioedema); systemic (involving cutaneous, respiratory, gastrointestinal and/or vascular districts). (4)
Greater severity in CFDR. (5)

Age of onset: more likely in adulthood in CFDR. (6)
	Gastrointestinal (more frequent). (7, 8)

Cutaneous (less frequent). Contact urticaria by Pru p 3 might precede the onset of the FA by years. (9)

Respiratory (less frequent). Consider cannabis smoke, (10, 11) plane tree and mugwort pollens. (12)
	nsLTPs FA is much more frequent in the Mediterranean area. (13, 14)
	Crop workers (15)

Bakers (investigate wheat-LTP). (16)
	Differential diagnosis

Concomitant sensitization to PR-10, profilins and polcalcin are related to a lower risk of anaphylaxis. (17, 18, 19)

Concomitant sensitization to nickel is related to lower contact-urticaria by nsLTPs (20).
	Physical exercise is the most frequent: investigate FDEIA, particularly WDEIA. (21, 22) 
Drugs: NSAIDs (investigate also eventual NSAIDs hypersensitivity) (23); PPIs. (24)
Recreational substances: alcohol, (25) cannabis. (26)
Physical conditions: menstruation, (27) prolonged fasting, (27) acute infections, (22) sleep deprivation, (5, 28) chronic urticaria. (27)

	Diagnostic tests

	A broad screening without clinical necessity is discouraged. (29)

	Accurate exclusion or confirmation of other suspected food allergies is recommended. (29)

	I line test: 
Skin prick tests (SPTs) by employing commercial extracts of the suspected food.
Prick by prick test (PPTs) using the unpeeled fresh suspected fruit adds diagnostic value. (29) In the case of cannabis, if possible, crude cannabis products (leaves,seeds, and buds) should be used. (30)
	II line test: 
Serum specific IgE antibodies (sIgE) might further foster the results of SPTs and PPTs.  
Component resolved diagnosis (CRD) allows achieving a greater specificity, by using single molecular allergenic components. (29)
	Oral food challenge in a controlled setting: the only diagnostic test able to define clearly if a plant-food might be tolerated, avoiding unnecessary dietary limitations. (29)

	

	Due to a widespread but often clinically irrelevant IgE cross-reactivity for different type of nsLTPs. 

To avoid unnecessary dietary restrictions.
	
	Since Pru p 3 covers a great part but not the entire spectrum of nsLTPs sensitization, an eventual negativity to SPT performed using peach-LTP purified extract does not exclude a sensitization to a food other than peach. 

Fresh foods used in PPTs is a mixture of allergenic and non-allergenic components, thus, a positivity does not ensure that specific LTP sensitization.
	Being directed to allergenic and non-allergenic components of the suspected plant-food, sIgE do not ensure a certain diagnosis of nsLTPs sensitization.

A higher risk of anaphylaxis is related to patients polysensitized to 4 or more different nsLTPs. (19)

	Due to the potential risk, it must never be performed for foods already responsible of severe reactions.

	

	Management

	Education. Explain what nsLTPs allergy is and the relevance of co-factors in favouring the outbreak of reactions, suggesting to avoid them. Provide general advice on foods that are more likely to provoke reactions, especially Rosaceae and nuts, even with information sheets. (31, 29) Provide a training for the use of epinephrine autoinjector. (44) Recommend the ingestion of fruit always peeled.

Dietary elimination of the foods responsible for allergic reactions. No need for dietary restriction in case of clinically irrelevant positivity to nsLTPs. (29) 

Prescription of antihistamines for cutaneous symptoms and glucocorticoids for their eventual effect on protracted symptoms of anaphylaxis. (32)

Prescription of the epinephrine auto-injector in consideration of the unpredictable evolution of the allergy and of the role of eventual co-factors in favoring anaphylaxis, especially in case of previous anaphylaxis, young adulthood (because of more unpredictable behaviour), and long distance from healthcare. (32)

Periodic follow up. To assess the occurrence of allergy to new plant-foods and to refresh both educational recommendations and instructions about the use of epinephrine auto-injector. (31)

Specific situations. In case of FDEIA avoid physical exercise for the 4 hours subsequent the meal and pay particular attention to wheat. In case of FDNIH, when necessary, suggest the use of selective COX-2 inhibitors. Careful to hidden causes of allergens, as processed foods but also as cosmetic lotions. In case of contact urticaria of crop workers, suggest the use of gloves. In the case of Can s 3 allergy, avoiding of cannabis and its products. 

Allergen specific immunotherapy. Not yet in routinely therapy, but a treatment option. (33)
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