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Clinical criteria for diagnosing anaphylaxis
Anaphylaxis is highly likely when any one of the following three criteria is fulfilled:
1. Acute onset of an illness (minutes to several hours) with involvement of the skin, mucosal tissue, or both (e.g., generalized hives, pruritus or flushing, swollen lips–tongue–uvula AND AT LEAST ONE OF THE FOLLOWING
a. Respiratory compromise (e.g., dyspnea, wheeze–bronchospasm, stridor, reduced PEF, hypoxemia)
b. Reduced BP or associated symptoms of end-organ dysfunction (e.g., hypotonia [collapse], syncope, incontinence)
2. Two or more of the following that occur rapidly after exposure to a likely allergen for that patient (minutes to several hours):
a. Involvement of the skin–mucosal tissue (e.g., generalized hives, itch-flush, swollen lips–tongue–uvula)
b. Respiratory compromise (e.g., dyspnea, wheeze–bronchospasm, stridor, reduced PEF, hypoxemia)
c. Reduced BP or associated symptoms (e.g., hypotonia [collapse], syncope, incontinence)
d. Persistent gastrointestinal symptoms (e.g., crampy abdominal pain, vomiting)
3. Reduced BP after exposure to known allergen for that patient (minutes to several hours):
a. Infants and children: low systolic BP (age specific) or >30% decrease in systolic BP*
b. Adults: systolic BP of <90 mmHg or >30% decrease from that person’s baseline
Notes
PEF, peak expiratory flow; BP, blood pressure.
Reproduced from Sampson et al. (17) with permission (C).
*Low systolic blood pressure for children is defined as <70 mmHg from 1 month to 1 year, less than (70 mmHg + [2×age]) from 1 to
10 years and <90 mmHg from 11 to 17 years.
Reference: Sampson HA, Muñoz-Furlong A, Campbell RL, et al. Second symposium on the definition and management of anaphylaxis: summary report — Second National Institute of Allergy and Infectious Disease/Food Allergy and Anaphylaxis Network symposium. J Allergy Clin Immunol 2006;117:391-7.

Definition for Severity of Anaphylaxis
1. Acute allergic reaction. Patients with evidence of generalized mediator release restricted to cutaneous findings alone, such as generalized rash, pruritus, rhinitis/conjunctivitis, urticaria, local edema, and angioedema without any other systemic symptoms or signs.
2a. Mild to moderate anaphylaxis. Patients with any of the findings listed for acute allergic reaction with additional respiratory, cardiovascular, gastrointestinal, or neurologic features or presenting with any of these additional features alone in the setting of an allergic reaction. The additional features included a history of shortness of breath or dyspnea, wheeze, hoarseness, and nausea or vomiting. Physical findings recorded on arrival in the ED or within 30 minutes of arrival included the presence of bronchospasm, systolic blood pressure >90 mmHg, respiratory rate <25/min, and a normal Glasgow Coma Scale score.
2b. Severe anaphylaxis. Patients with any of the findings listed for mild to moderate anaphylaxis but with potentially life-threatening symptoms or signs. These included any one or more of the following: history of loss of consciousness, syncope, or dizziness or light-headedness at any time; systolic blood pressure on arrival in the ED or within 30 minutes of arrival of <90 mmHg; a Glasgow Coma Scale score on arrival or within 30 minutes of arrival of <15, related to cardiovascular system collapse and/or neurologic dysfunction from hypoperfusion, hypoxia, and the direct effect of mediators. Also included were patients with any 1 or more of the following: history of shortness of breath, wheeze, hoarseness or bronchospasm plus any 1 or more of stridor, cyanosis, laryngeal edema or a respiratory rate 25/min on ED arrival or within 30 minutes from respiratory system dysfunction.
Reference: Brown AF, McKinnon D, Chu K. Emergency department anaphylaxis: a review of 142 patients in a single year. J Allergy Clin Immunol 2001;108(5):861–6.




Appendix 2 – Definitions for cardiovascular (CV) adverse events of epinephrine
The signs and symptoms of CV complications need to be present after the epinephrine dose and the onset should be temporally related (within several minutes or noted on the next set of vital signs after epinephrine administration) to the dose of epinephrine.
Hypertension was classified as an adverse outcome if the systolic blood pressure was ≥180 mm Hg or the diastolic blood pressure was ≥120 mm Hg after but not before administration of epinephrine.
Cardiac ischemia required a documented troponin T level elevation in the setting of symptoms suggestive of cardiac ischemia, such as chest tightness, pressure, or pain. 
Angina was defined as chest pressure, tightness, or pain without a troponin T level elevation. 
A stroke was defined as the onset of any new neurologic deficit.
Reference: Campbell RL, Bellolio F, Knutson BD, et al. Epinephrine in Anaphylaxis: Higher Risk of Cardiovascular Complications and Overdose After Administration of Intravenous Bolus Epinephrine Compared with Intramuscular Epinephrine. J Allergy Clin Immunol Pract 2015;3:76-80. http://dx.doi.org/10.1016/j.jaip.2014.06.007



Appendix 3 – The treatment timing of epinephrine administration in 34 death cases
	
	Prior to Respiratory or cardiac arrest, no. (%)
(N=19)
	After Respiratory or cardiac arrest, no. (%)
(N=15)

	EPI as initial treatment
	9 (47%)
	9 (60%)

	EPI as non-initial treatment
	9 (47%)
	6 (40%)

	Uncertain
	1 (16%)
	0 (0%)



Appendix 4. Other pharmacotherapeutic groups and subgroups involved in the reports of drug-induced anaphylaxis.
	Other triggers
	Value, no. (%)
	95% CI

	 TCM (oral or topical)
	6 (0.5)
	0.1-1.0

	 Iron
	6 (0.5)
	0.1-1.0

	 Antivirals
	5 (0.4)
	[bookmark: OLE_LINK1][bookmark: OLE_LINK2]0.1-0.8

	 Vaccine
	4 (0.3)
	[bookmark: OLE_LINK3][bookmark: OLE_LINK4]0.1-0.7

	 ACEI/BB
	2 (0.2)
	[bookmark: OLE_LINK7][bookmark: OLE_LINK8]0.0-0.4

	Miscellaneous
	
	

	 Vitamin K1
	7 (0.6)
	0.2-1.1

	 Thymopentin
	5 (0.4)
	0.1-0.8

	 Protamine Sulfate 
	5 (0.4)
	0.1-0.8

	 Misoprostol
	5 (0.4)
	0.1-0.8

	 Tiopronin
	4 (0.3)
	0.1-0.7

	 Amiodarone
	3 (0.3)
	[bookmark: OLE_LINK5][bookmark: OLE_LINK6]0.0-0.6

	 Tramadol
	3 (0.3)
	0.0-0.6

	 Cimetidine
	2 (0.2)
	0.0-0.4

	 Mecobalamine
	2 (0.2)
	0.0-0.4

	 Oxytocin
	2 (0.2)
	0.0-0.4

	 Polyethylene glycol
	2 (0.2)
	0.0-0.4

	 Piracetam
	2 (0.2)
	[bookmark: OLE_LINK11][bookmark: OLE_LINK12]0.0-0.4

	 Tranexamic acid
	1 (0.1)
	[bookmark: OLE_LINK13][bookmark: OLE_LINK14][bookmark: OLE_LINK15]0.0-0.3

	 Ambroxol
	1 (0.1)
	0.0-0.3

	 Dalteparin
	[bookmark: OLE_LINK9][bookmark: OLE_LINK10]1 (0.1
	0.0-0.3

	 Low-molecular heparin
	1 (0.1)
	0.0-0.3

	 Doxofylline
	1 (0.1)
	0.0-0.3

	 Salmon Calcitonin Acetate
	1 (0.1)
	0.0-0.3

	 Glutathione
	1 (0.1)
	0.0-0.3

	 Carboprost Methylate Suppositories
	1 (0.1)
	0.0-0.3

	 Lidocaine
	1 (0.1)
	0.0-0.3

	 Aluminium Phosphate Gel
	1 (0.1)
	0.0-0.3

	 Thioctic acid
	1 (0.1)
	0.0-0.3

	 Paliperidone
	1 (0.1)
	0.0-0.3

	 Pantoprazole
	1 (0.1)
	0.0-0.3

	 Simvastatin
	1 (0.1)
	0.0-0.3

	 Levothyroxine
	1 (0.1)
	0.0-0.3

	 Etamsylate
	1 (0.1)
	0.0-0.3

	 Sodium lactate ringer's injection
	1 (0.1)
	0.0-0.3


TCM, traditional Chinese medicine; ACEI, angiotensin converting enzyme inhibitor; BB, beta-blocker
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