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ABSTRACT

The prevalence of allergic diseases has increased dramatically in recent years in China, 
affecting the quality of life in 40% of the population. The identification of allergens is the 
key to the diagnosis of allergic diseases. Presently, several methods of allergy diagnostics 
are available in China, but they have not been standardized. Additionally, cross-sensitization 
and co-sensitization make allergy diagnostics even more complicated. Based on 4 aspects 
of allergic disease (mechanism, diagnosis procedures, allergen detection in vivo and in vitro 
as well as the distribution map of the most important airborne allergens in China) and by 
referring to the consensus of the European Society of Allergy and Clinical Immunology, the 
World Allergy Organization, and the important literature on allergy diagnostics in China in 
recent years, we drafted this consensus of allergy diagnostics with Chinese characteristics. It 
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aims to standardize the diagnostic methods of allergens and provides a reference for health 
care givers. The current document was prepared by a panel of experts from the main stream 
of professional allergy associations in China.

Keywords: Allergen; diagnosis; consensus; China

INTRODUCTION

Allergic diseases are common, and there is a need to prevent and cure these diseases worldwide 
in the 21st century according to the World Health Organization (WHO). Allergic rhinitis (AR), 
a key subgroup of allergic diseases, affects nearly 40% of the world's population.1 Data from 
epidemiological surveys in China have shown that the prevalence of AR increased by 6.5% from 
2005 to 2011 and that the number of asthmatic patients also increased yearly.2 Recent survey 
data from China have indicated that the prevalence of asthma in individuals aged 20 years or 
older is 4.2%.3 Over the past 30 years, the asthma prevalence in children in China has grown by 
nearly 150%, from approximately 2% in 1990 to more than 3% in 2020.4

AR is closely related to asthma. Almost 40% of patients with AR have asthma.5,6 In China, 
almost half of patients with pollen-induced AR in the summer and autumn can develop 
seasonal allergic asthma within 9 years; additionally, 90% of AR patients can develop asthma 
within 11 years.7 A 2009 national multicenter epidemiological survey in China showed that the 
main allergens leading to asthma were dust mites, cockroaches, pollen, and mold.8 Among 
these allergens, mold induces the most severe asthmatic reactions, which commonly progress 
to allergic bronchopulmonary aspergillosis (ABPA), a latent and easily misdiagnosed disorder 
that can cause irreversible damage to lung tissue and function in patients.9

Food allergy (FA) has also increased with the increasingly rich and diverse food structure 
and environmental factors. Studies by Chinese researchers have shown that FA accounts 
for 77% of patients with anaphylactic shock10; wheat-dependent exercise appears to be a 
primary cause of the life-threatening allergic reaction. The diagnosis of food allergens is 
further complicated by cross-sensitization with airborne allergens. For example, fruits and 
vegetables have cross-sensitization with various forms of pollen. Similarly, shrimp and crab 
show cross-sensitization with dust mites and cockroach allergens. This high level of cross-
sensitization makes the diagnosis of allergic sensitivity more complex.11

Allergy diagnostics is the core of the prevention and treatment of allergic diseases. Early 
diagnosis and treatment can effectively control disease progression, thereby reducing 
the pain and economic burden on patients. Therefore, improving the diagnostic testing 
of allergens can clarify the risk factors leading to allergic disease and provide a level of 
environmental control to improve the treatment of affected patients.

The number of patients with allergic diseases is increasing in China. Additionally, various 
diagnostic methods are creating confusion with no available standard. Thus, the Allergy 
Prevention and Control Committee, Chinese Preventive Medicine Association and the Allergy 
Medicine Committee, Chinese Research Hospital Association convened experts to discuss 
the issue. The associations reached a consensus on various aspects, including the general 
principles of allergy diagnostics and use of in vivo and in vitro allergen tests; the consensus 
was based on relevant information available from the European Academy of Allergy & Clinical 
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Immunology (EAACI), World Allergy Organization and other recent evidence on allergy 
diagnostics available from recent domestic and international literature.

PATHOGENESIS OF ALLERGY

Allergy diagnostics strictly follows the pathogenesis of allergic diseases. Presently, 3 types of 
immune mechanisms are involved in allergic diseases: immunoglobulin E (IgE)-mediated, 
mixed (IgE/non-IgE), and non-IgE-mediated allergy.12

Mechanism of IgE-mediated allergy
IgE-mediated allergy primarily occurs through sequential phases involving sensitization 
to an allergen and subsequent challenge that stimulates a latent immune response. During 
the sensitization phase, allergens are processed and presented in the form of the major 
histocompatibility complex II-antigen-peptide complex by antigen presenting cells, most 
importantly dendritic cells (DCs). The antigen-peptide is then recognized by specific T-cell 
receptors on naïve CD4+ T cells, which proliferate and differentiate into various subsets of T 
helper (Th) cells, including Th2 cells. Th2 cells produce interleukin (IL)-4, IL-5, and IL-13. 
At the same time, cytokines and co-stimulating factors are released from stimulated DCs, 
and the expression of the latter is crucial for activating naïve T cells.13 With the help of Th2 
cells, antigen-specific B lymphocytes differentiate into plasma cells capable of producing IgE. 
Secreted IgE binds to high-affinity IgE receptors (also known as FcεRI) on the surface of mast 
cells and basophils, causing these cells to be sensitized to specific allergens.

During the challenge phase, the primed immune cells are exposed to the same allergen which 
cross-links IgE–FcεRI complexes on the surface of sensitized cells. These activated cells 
degranulate and release vasoactive substances (histamine and other inflammatory chemical 
mediators) that increase smooth muscle contraction, stimulate mucus secretion, lower blood 
pressure, and result in tissue damage. This is the early phase response (EPR) that occurs 
within minutes after exposure to the allergen and lasts for 30–60 minutes. EPR is followed 
by the late phase response, which occurs 2–4 hours after stimulation and can last for 1–2 days 
or longer. In addition to mast cells and basophils, various other inflammatory cells are also 
involved in this response. For example, neutrophils, eosinophils, and macrophages migrate 
to the allergen-exposed site,14 secreting biologically active substances and enzymes that 
generate many of the symptoms involved in allergic disease.

Mechanism of non-IgE-mediated allergy
The mechanism of non-IgE-mediated allergy is less clearly defined. It has been proposed that 
the activation of complements leads to the production of anaphylatoxins such as complement 
3a and complement 5a. These molecules can bind to corresponding receptors to facilitate 
smooth muscle contraction and increase vascular permeability. Neuropeptides, including 
substance P, vasoactive intestinal peptide, and somatostatin, strongly induce the release 
of mediators, especially histamine. Similarly, the mechanism of allergic reactions caused 
by non-steroidal anti-inflammatory drugs (NSAIDs), such as aspirin, is not completely 
understood. Agents like opioids that prompt mast cells to secret mediators are thought to 
cause the rapid release of histamine. Immunoglobulin G (IgG) and Fc-γ receptors may also 
play a role in the pathogenesis of this allergic reaction.15
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STANDARDIZATION OF ALLERGY DIAGNOSTICS 
PROCESS
Currently, allergen testing mainly focuses on IgE-mediated type I hypersensitivity and T 
cell-mediated type IV hypersensitivity. Allergen tests are divided into 2 categories: (1) in 
vivo allergen tests including skin prick test (SPT), intradermal test (IDT), patch test, and 
provocation test; and (2) in vitro allergen tests including the serum allergen-specific IgE (sIgE) 
test, total IgE (tIgE) test, and basophil activation test (BAT). In the clinical diagnosis and 
treatment process, it is often necessary to combine both in vivo and in vitro tests, along with 
clinical history, to determine the type of allergen and the degree of sensitization as well as 
their relationship with disease symptoms, reducing the economic burden on patients caused 
by unneeded tests.

Allergic diseases are mainly diagnosed on the basis of clinical symptoms, medical history, physical 
examination, and allergen tests. Fig. 1 illustrates the diagnostic flowchart of allergic diseases.
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Yes

Evaluation of clinical history
Personal history
Family history
Medication history etc.

Suspected patients with allergic disease

IgE mediated allergic disease Non-IgE mediated allergic disease Non-allergic disease

Possible allergic disease

Skin prick test
Serum-specific IgE test

Local (nasal, bronchial)
secretion specific IgE test

Suspected allergen
provocation test

Suspected allergen
avoidance test

Physical examination
Assessment of skin, nasal
mucosa, conjunctiva,
auscultation of lungs, etc.

Negative

NegativePositive

Positive

NegativePositive

No

Fig. 1. Diagnostic flowchart of allergic diseases. 
IgE, immunoglobulin E.



Two key aspects are important when verifying the medical history of the patient: (1) whether 
an allergic disease is present and (2) which allergens may be related to the clinical symptoms 
of the disease (Table 1).

Physical examination of patients with suspected allergic diseases should concentrate on skin 
and mucous membrane such as the nasal mucosa, conjunctiva, and respiratory tract. Some 
special auxiliary tests, such as fractional exhaled nitric oxide, have good diagnostic value 
for allergic inflammation in the bronchi and nasal mucosa,16 which should be considered in 
allergic respiratory diseases (e.g., asthma and AR).

Allergy diagnosis can be achieved by in vivo and in vitro testing. In vivo approaches include 
skin test, allergen provocation test (APT), and patch test. In vitro tests primarily comprise 
allergen sIgE and specific IG4 (sIgG4) tests, but can also include other analyses such as BAT. 
Clinical history inquiry and physical examination are prerequisites for in vivo diagnosis, while 
standardized reagents and instruments are the cornerstones of in vivo tests.

In vivo allergen tests
Skin test
1. SPT
SPT is an important method to determine the cause of allergic diseases. It has high 
sensitivity, but the specificity is not so high as that of sIgE in vitro test.1 The reliability of SPT 
depends on whether the allergen skin test solution has an appropriate allergen concentration 
and on whether it contains all the major sensitized components of the allergen. 
Manufacturers should clearly indicate the concentration, expiration date, and storage 
conditions (e.g., 2°C–8°C) on the label.

Tests should be applied to the volar aspect of the forearm, at least 2–3 cm away from the 
antecubital fossa. The back can also be used for SPT, particularly in infants and children. 
Small drops each of the allergen extract (prepared by manufacturers and the concentration 
labelled), histamine (positive control), and physiological saline (negative control) are 
placed successively on the surface of skin pre-sterilized with appropriate alcohol solution at 
intervals of more than 2 cm (Fig. 2). A special lancet is utilized to pierce the surface of the 
skin at the center of the allergen droplets, thereby penetrating the epithelial layer without 
inducing bleeding. To avoid cross-contamination and misjudgment, the reuse of lancets is 
not recommended. After 1 minute, excess droplets should be wiped away with filter paper. 
Practitioners should then measure the size of the wheal at the skin test site after 15 to 20 
minutes. Traditionally, the longest diameter and its longest vertical diameter are recorded, 
excluding measurement of any pseudopod formations.
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Table 1. Key points about symptoms and medical history
Key points
1. Analyzing the frequency and/or severity based on symptoms described by the patients
2. Personal or family history of asthma, rhinitis and eczema
3. Seasonal or perennial symptoms
4. Possible allergens in the home (e.g., dust mites, cockroaches, pets, and mould)
5. Occupation and hobbies of patients, particularly those related to allergens
6. History of food allergies and adverse drug reactions
7. Possible triggers
8. Impact of symptoms on lifestyle (i.e., work or study, sleep, social and physical activities)



In the absence of commercially available food allergen extracts, a prick to prick test (PPT) 
of fresh food can be used to diagnose FA. Although the PPT cannot be strictly standardized 
because it is performed with fresh food after simple processing, the procedure and 
interpretation of the results are similar to that of SPT. Severe allergic reactions created by PPT 
can occur17; the utilization of PPT must be closely observed in clinical application to minimize 
adverse reactions.

The indications,18 contraindications,19 precautions, and result judgment of SPT are shown in 
Table 2.

1) Results Interpretation
A positive result of a SPT only demonstrates sensitization to a specific allergen, but does not 
necessarily imply that the individual will have symptoms when exposed to that allergen. The 
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① Sterilize ② Locate ③ Drop test solution

④ Prick ⑤ Wipe test solution ⑥ Mark and print

⑦ Interpret result

Average diameter = D + d

D: the longest diameter
d: the longest vertical diameter

2

d

D

Fig. 2. Procedures of skin prick test.

Table 2. Indications, contraindications, precautions and result judgment of SPT
Indications Type I hypersensitivity, such as allergic rhinitis, allergic asthma, allergic conjunctivitis, food allergy, and insect venom allergy.
Contraindications 1.  Patients at high risk of severe allergic reactions: for example, patients with uncontrolled asthma, the emergence of severe allergic reactions 

after exposure to very small amounts of allergens, or a history of allergic shock within 30 days.
2.  Patients with poor skin conditions, such as acute attack of urticaria, diffuse skin diseases including generalised eczema and mastocytosis, 

and severe dermographism.
3.  Other factors: patients are using medications that may affect the results or influence the use of epinephrine, such as antihistamines, beta 

blocker or angiotensin converting enzyme-inhibitor.
4. Relative contraindications: history of cardiovascular diseases, pregnancy, etc.

Precautions 1. Standardized allergen extracts should be used to perform SPT, and all extracts must be stored at 2°C–8°C.
2.  The test should include both a positive and a negative control. Histamine dihydrochloride (10 mg/mL) can be used as a positive control. 

Normal saline (0.9%) or allergen solvent can be used as a negative control.
3.  When performing the test, the drops of 2 allergens should be placed at least 2 cm apart to prevent cross-contamination. After skin puncture, 

the location of each allergen should be marked. Excessive extract should be wiped away carefully, so that other test sites will not be affected.
4. The skin should not be pricked too hard (resulting in bleeding) or too lightly (without penetrating the epidermis).

Result judgment 1. It is regarded as positive when the average diameter of wheals is greater than 3 mm, compared with that of the negative control.
2.  The SI can be used to help determine the rank of the positive reaction. It is calculated as the ratio of the average of allergen wheal size to 

that of positive control wheal size. SI is expressed as: +, 0.3 ≤ SI < 0.5; ++, 0.5 ≤ SI < 1.0; +++, 1.0 ≤ SI < 2.0; ++++, SI ≥ 2.0.
SPT, skin prick test; SI, skin index.



wheal size reflects the level of sensitivity of the patient to the allergen, but the results are not 
completely correlated with clinical allergy symptoms. The accuracy of SPT results is affected 
by many factors, for example, the use of antihistamines, low potency of allergen extracts, and 
insufficient penetration of the skin by the lancet, which can lead to false-negative results and 
dermographism which causes false-positive results.

2. IDT
If SPT is negative and suspected allergens cannot be ruled out, the allergen IDT may be 
performed. IDT can better evaluate skin sensitivity to the low potency of allergen extracts and 
is more sensitive to diagnostic drugs and insect venom allergy than SPT (the comparison of 
SPT and IDT is shown in Table 3).

IDT is an intradermal skin test that uses a disposable 1-mL syringe with a 26 to 30 gauze 
needle to inject allergen extract solution (usually 0.02–0.05 mL) to produce a bulge of 2–3 
mm in the dermis. Before injection, all the syringes should be carefully vented of air bubbles. 
The angle between the syringe and the skin is 45 degrees, and the bevel of the syringe needle 
should face the skin. Allergen extract concentrations used in IDT is usually 1/100–1/1,000 
of SPT concentrations.20 IDT is often performed on the volar side of the forearm, but not 
on the patient's back, and requires positive and negative controls. The indications for and 
contraindications into IDT are similar to those of SPT.

1) Results interpretation
The IDT results can be interpreted within 15–20 minutes after injection. Similar to SPT, the 
average value of the longest diameter and its longest vertical diameter of the wheal are used 
for interpretation. A wheal with a diameter greater than the negative control wheal indicates 
the presence of allergic sensitization. However, given the high sensitivity of IDT, positive 
reactions with small diameters may not have clinical significance. A positive response is 
defined as either a wheal that is at least 5 mm in diameter or 3 mm greater than the negative 
control wheal. The diameter of erythema should also be recorded. For example, in the US, the 
allergen biological activity index is determined by the size of erythema.21

2) Precautions
Although IDT can be performed by nurses or technicians, we recommend that a professional 
allergist be present. The factors affecting IDT are similar to those affecting SPT, but severe 
systemic reactions occur more commonly than SPT. When performing IDT, an adequate 
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Table 3. Comparison of SPT and IDT
Advantages SPT IDT
Ease of use +++ ++
Quickness ++++ ++
Extent of reaction ++++ ++
Adverse reaction + +++
False positive Few Possible
False negative Possible Few
Reproducibility +++ ++++
Sensitivity +++ ++++
Specificity ++++ +++
sIgE antibody detection Yes Yes
Safety ++++ ++
Use in infants Yes Unlikely
+, low; ++, moderate; +++, high; ++++, very high, SPT, skin prick test; IDT, intradermal test; sIgE, specific 
immunoglobulin E.



emergency plan must be prepared. If severe local or systemic adverse reactions occur, ligation 
should be conducted using a tourniquet at the proximal end of the injection site, and 0.2–0.5 
mL of 1:1,000 adrenaline should be injected intramuscularly into the contralateral arm. For 
patients with suspected drug allergy (DA), it is recommended to perform SPT before IDT.

3) Limitations to skin tests
There are some limitations to allergen skin tests. First, allergen extracts are complex mixtures 
of many proteins that are derived from diverse natural raw materials. These extracts are prone 
to change in chemical composition based on the growth conditions (e.g., nutrients, growth 
temperature, and climate), genetic diversity of the species, and impact of other external 
environmental factors (e.g., material age and extraction method) which can influence the 
source material and lead to differences between various lots of material and between various 
manufacturers.22-24

Secondly, the potency and concentration of allergen also affect the SPT result. Currently, the 
internationally recognized potency of allergen extract is mainly expressed in micrograms (μg) 
of allergens, because this is closely related to the overall biopotency of the extract. However, 
procedures for generating a given extract differ among manufacturers, making it impossible 
to compare between different products.25,26

Thirdly, the potency of allergen extracts decreases with time and under high temperature. To 
ensure stability, allergen extracts are usually prepared with 50% glycerol as an adjuvant with 
suggested storage at 4°C.26 Recombinant allergens are more stable than natural allergens, 
show better specificity, safety, and biological activity, and have a promising future in in vivo 
diagnosis. Nevertheless, the sensitivity of skin tests appears to be lower using recombinant 
allergens than using natural allergen extracts.23,27

Finally, other external factors can also affect the results of allergen skin tests. For example, 
SPT is affected by patient age. Children, particularly those under 2 years of age, are less 
reactive than adults28; the wheal size of positive SPT increases in young people aged around 
20 years of age, but decreases in people aged older than 60 years.29 The test results are also 
related to the anatomical position of skin puncture, and the degree of reactions in different 
positions is as follows: middle and upper back > lower back > upper arm > elbow > forearm 
(ulnar side > radial side) > wrist.29 Other than age and anatomical location, additional 
biological and physiological factors may also affect skin test results, such as skin histological 
properties (vascular and quantity), histamine receptors, mast cells, and skin thickness.30

It must be emphasized that the outcomes of both SPT and IDT are affected by some 
medications (Table 4), particularly oral antihistamines, antidepressants, and topical 
corticosteroids; thus, medication history should be inquired in detail before skin tests.31

APT
APT originated from studies on AR. In the test, small amounts of allergens are applied 
to the mucous membrane of the body to simulate the natural onset of disease and trigger 
symptoms. The type of allergy and suspected allergens are then determined. Depending 
on the affected site of patients, APT for different organs can be performed. Commonly 
used tests include the allergen bronchial provocation test (ABPT), allergen nasal mucosal 
provocation test (ANPT), allergen conjunctival provocation test (ACPT), food provocation 
test (FPT), and drug provocation test (DPT). APT can be further performed in the following 
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cases: evaluation of highly suspected allergic disease (such as local AR) in patients without 
positive results by the skin test and in vitro sIgE test; determination of the disease-causing 
allergens in patients with several known allergens; evaluation of the tolerance of allergic 
asthmatic patients before immunotherapy; and non-IgE-mediated FA.

1. ABPT
ABPT is a specific challenge test, during which mild symptoms of bronchial asthma are 
induced in patients by inhaling small amounts of allergens.32,33 Depending on the site of 
ABPT, it can be classified as indoor ABPT (performed in a laboratory) or occupational (on-
site) ABPT (performed at the workplace).

ABPT can be used to evaluate the efficacy of treatment in asthmatic patients and to screen 
for suspected occupational or environmental exposure allergens. Subjects undergoing ABPT 
must meet the following criteria34: (1) those who were diagnosed with asthma should be 
mild and stable; (2) they show positive results by SPT or sIgE, or are suspected of exposure 
to occupational/environmental allergens; (3) they are stable in airway non-specific reactivity 
(cumulative provocation concentration [PC] or provocation dose [PD] of methacholine [Mch] 
or histamine [His] when forced expiratory volume in 1 second [FEV1] decreases to 20% of 
the baseline, represented by PC/PD20-Mch/His); 4) they understand SPT and are cooperative; 
and 5) they are aged between 18 and 55 years, because the response to allergen challenge will 
decrease or influencing factors will increase with age.35

Airborne allergens are often associated with asthma. Common airborne allergens include 
pollen (e.g., tree and grass), animal dander (e.g., cat and dog), insects/parasites and their 
secretions (e.g., mite and cockroach), and fungi (e.g., Alternaria and Aspergillus fumigatus). 
Regardless of the type of allergen, a standardized allergen solution should be used in ABPT. 
If the subjects are positive to multiple allergens, they should be provoked by the allergen 
with the most frequent exposure in the environment or with the strongest skin test response. 
ABPT should be ideally performed outside the relevant allergen exposure or season.

Presently, ABPT is primarily administered by compressed air-/oxygen-driven aerosol 
inhalation. Common inhalation methods include 2-minute tidal breathing and multiple deep 
breathing.36 The aerosol is administered by dose-escalation (2-fold, 5-fold, and even 10-fold 
increments), or a single dose/concentration, or continuous low dose/concentration.
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Table 4. Recommended medication withdrawal time before SPT
Medications Degree Withdrawal time Clinical significance
Oral H1-antihistamine ++++ 2–7 days Yes
Intranasal H1-antihistamine/H2-antihistamine 0 to + None
Imipramine ++++ Up to 21 days Yes
Phenothiazines + to ++ Up to 10 days Yes
Corticosteroids

Systemic, short term 0 None
Systemic, long term Possible None
Inhaled 0 None
Topical skin + to ++ Up to 7 days Yes

Dopamine + None
Clonidine ++ None
Montelukast 0 None
Specific immunotherapy 0 to ++ None
Treatment of UV or PUVA +++ Up to 4 weeks Yes
SPT, skin prick test; UV, ultraviolet; PUVA, treatment of psoralen combined with ultraviolet A.



ABPT should start with a low concentration for patients at the first time to take ABPT or 
occupational allergen screen. The initial allergen concentration should be as low as possible, 
or one causing a wheal greater than 3 mm in skin test, to ensure the safety of subjects.36 
The initial concentration for ABPT can also be calculated by the estimated formula, 
combined with the subject's non-specific airway reactivity and sensitivity to allergen (2-mm 
wheal caused by SPT).37 If the same patient will undergo ABPT again, a concentration 2–3 
increments lower than the previous PC20 or the previous PC20 should be used as the initial 
concentration. However, the state of the subject needs to be assessed and closely monitored 
before and during ABPT.

When performing ABPT, the dose of inhaled allergens is increased at 10-minute intervals 
until a significant decrease in FEV1 (usually a >20% reduction from baseline) occurs. The 
decrease in FEV1 at this time is called an immediate response. FEV1 reaches the maximum 
fall within 30 minutes after allergen inhalation, and returns to baseline within 2 hours. About 
50% of people with an early response will experience a second fall in FEV1, which starts to 
decline within 3 hours after allergen exposure and reaches the maximum fall at 6–7 hours. 
This is called a late response. FEV1 returns to baseline within 24 hours.38

The safety of subjects is most important in ABPT.33 First, all the necessary medical equipment 
should be available, and the operator must be on site throughout the testing process and 
supervised by corresponding medically responsible staff. Secondly, standard operating 
procedures must be strictly followed during ABPT, required not only for the safety of subjects, 
but also for scientific and rigorous interpretation of test results. Thirdly, if subjects are 
allowed to leave the hospital about 8 hours after receiving ABPT, they must be informed of 
the treatment measures when obvious respiratory symptoms appear and leave with contact 
information on the medical staff to obtain emergency services at any time.

2. ANPT
ANPT reproduces an allergic reaction of the nose by applying allergens directly to the nasal 
mucosa. Positive symptoms include nasal pruritus, sneezing, runny nose, and turbinate 
edema as well as increased nasal resistance and extra nasal symptoms such as itchy eyes, 
lacrimation, and itching of the upper palate. ANPT is the gold standard for the diagnosis of 
AR. For local AR patients with negative results from SPT and serum sIgE, ANPT is an optimal 
diagnostic method. Patients undergoing ANPT need to be asymptomatic or have only mild 
symptoms without interfering with the test results. ANPT is not recommended during the 
acute episode of AR and should be performed 2–4 weeks after the episode.

Some medications that may affect the results should be discontinued before ANPT. For 
example, oral antihistamines should be discontinued for 48 hours to 1–2 weeks, topical 
antihistamines for 4–5 days, intranasal corticosteroids for 48–72 hours, oral corticosteroids 
for 2–3 weeks, cromolyn sodium for 1–3 weeks, nasal decongestants for 2 days, tricyclic 
antidepressants for 2–3 weeks, NSAIDs for 1 week, and antihypertensive medication such as 
reserpine or clonidine for 3 weeks. Additionally, patients must not smoke and drink within 
24–48 hours before ANPT. The test should be postponed for 4 weeks if a viral or bacterial 
respiratory infection occurs or for 6–8 weeks after nasal surgery, and should be avoided 
during pregnancy.33

Although ANPT is reported to be less risky, it is not recommended for patients with 
uncontrolled asthma or severe chronic obstructive pulmonary disease, those with 
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cardiopulmonary disease who cannot receive adrenaline, or those with a perforated nasal 
septum, severely deviated septum, or complete nasal obstruction.

The dose of allergen for ANPT can be calculated from the dose used in SPT. The 
concentration producing a 3-mm wheal in SPT or 1/100 of the concentration causing a 
positive SPT is proposed as the starting dose. For ANPT using a standardized allergen extract, 
the initial concentration can start from 1:1,000, with 10-fold increases.

Several methods for allergen application are used: paper disks, sprays, or nebulized solutions. 
When performing ANPT, the parasympathetic reflex mechanism of the contralateral nasal 
cavity should be considered, and both sides should be tested simultaneously.

The patient should remain seated and hold breath during application, and then exhale 
immediately to prevent allergens from entering the larynx and lower respiratory tract. Each 
concentration is applied at 5-minute intervals, and nasal symptoms are evaluated before 
bilateral nasal resistance is measured. Evaluation criteria are recommended by the Ear, Nose 
and Throat section of the German Society of Allergy and Clinical Immunology39: 1) At a 
transnasal pressure of 150 Pa, regardless of whether symptoms occur or total bilateral nasal 
resistance after stimulation is increased by more than 60% from baseline; 2) The symptom 
score (Table 5) is 4, regardless of total nasal resistance; and 3) total nasal resistance is 
increased by more than 30% after stimulation at 150 Pa and the patient's symptom score is 
3. The allergen concentration is given at 10-fold increases until a positive reaction occurs. 
The nasal response can be assessed every 15–30 minutes after application, and the possible 
occurrence of a delayed reaction with new symptoms several hours after the test concludes 
should also be considered. The patient must be observed for 2 hours after challenge.

False-positive or false-negative results may occur for ANPT. The main causes of false-positive 
results are as follows: 1) high allergen concentration; infectious or allergic processes in 
the previous 2–4 weeks; 2) pH of the extract, temperature, and osmotic pressure; and 3) 
excipients such as phenol, glycerol, or benzalkonium chloride. False-negative ANPT results 
may be due to the use of contraindicated drugs, nasal surgery in the previous 8 weeks, and 
atrophic rhinitis.40

3. ACPT
ACPT is a diagnostic test used to evaluate the inflammatory response of the conjunctiva after 
the eyes of a presumed sensitized patient are exposed to allergens.33 However, despite the fact 
that it is a safe, simple, rapid tool to assess ocular or other IgE-mediated allergic diseases, it 
is clearly underused in daily clinical practice.

Indications for ACPT include patients with seasonal keratoconjunctivitis, perennial 
keratoconjunctivitis, atopic keratoconjunctivitis, and vernal keratoconjunctivitis41; it can also be 
used to diagnose occupational allergy such as latex allergy and FA, and to monitor the follow-
up of allergen-specific immunotherapy (AIT). ACPT should be performed outside the exposure 
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Table 5. Scoring criteria for ANPT
Symptoms 0 score 1 score 2 scores
No. of sneezes 0–2 3–5 > 5
Nasal secretion None Little (< 1 mL) Massive (> 1mL)
Extranasal symptoms None Palate/eye/ear itchiness Conjunctivitis, chemosis, urticaria, cough, dyspnoea



period and site to ensure the patient's safety. It should be avoided in subjects with any other 
ocular disorders, including inflammation/infection of the conjunctiva, cornea, or iris, as well as 
in cases of severe dry eye syndrome. ACPT is prohibited in patients undergoing ocular surgery 
in the past 6 months. Additionally, ACPT should be avoided in pregnant and lactating women 
as well as in patients affected by uncontrolled diseases, particularly uncontrolled asthma, 
and severe systemic diseases such as autoimmune diseases, heart and vascular diseases, 
hyperthyroidism, severe liver or renal insufficiencies, and ongoing malignancies.42

When performing ACPT, 20–40 µL of allergen extract should be instilled into the lower 
outer quadrant of the bulbar conjunctiva of one eye, and the same dose of normal saline as 
the control into the opposite eye. The recommended initial allergen concentration is 0.1 IU/
mL, and the maximum concentration must not exceed 100 IU/mL at 10-fold increases. The 
interval between the 2 concentrations is 15 minutes.43 The instillation should be stopped 
immediately once a positive reaction is indicated. Positive criteria (Table 6) are based on 
secondary eye symptoms (e.g., tearing, blepharospasm, and swelling) and signs.44 Eye itching 
is the main positive criterion, usually occurring 3–5 minutes after allergen application, 
reaching a peak in 10–15 minutes and dissipating after 20 minutes. The itching intensity can 
be scored on a scale of 0 to 4. Additionally, the visual analogue scale (VAS) has been applied 
in most clinical studies and can also be used as an alternative method to evaluate the intensity 
of itching in daily practice. Redness or congestion of eyes is the main sign of conjunctival 
reaction, appearing 5 minutes after allergen instillation, reaching the peak intensity by 20 
minutes and dissipating within 30 minutes. During this process, vascular responses at the 
ciliary body, sclera, and conjunctival levels must be observed by a physician and, if necessary, 
can be scored more accurately by slit-lamp examination.

Some issues still exist for ACPT.42 The standardization of allergen extracts is required, and the 
definition of the major allergen content remains an unmet need. The indications for ACPT 
in extraocular allergy and severe/persistent keratoconjunctivitis remain unclear, warranting 
further investigations.

4. FPT
FPT is the gold standard for the diagnosis of FA.45 The double-blind placebo-controlled food 
challenge (DBPCFC) is recommended internationally. The dosage is gradually increased on 
the basis of the protein content in suspected food allergens, and the interval between 2 oral 
administrations should not be less than 20 minutes. The minimum food dose that induces FA 
in patients and the maximum food dose without FA are observed.46

DBPCFC must be stopped if an allergic reaction is observed or no allergic reactions are 
observed when the maximum prescribed dose is administered. Immediate reactions usually 
appear within 2 hours after the last food intake, while atopic dermatitis may appear several 
hours or days following the challenge. Urticaria and angioedema are the most common 
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Table 6. Positive criteria for ACPT
Levels
0 No subjective or visible reaction
1 Itching, reddening, foreign body sensation
2 Stage I and tearing, vasodilation of conjunctiva
3 Stage II and vasodilation and erythema of conjunctiva, blepharospasm
4 Stage III and chemosis, lid swelling
ACPT, allergen conjunctival provocation test.



objective signs, with gastrointestinal, respiratory, or cardiovascular system involvement being 
also common.34 Food allergens can be identified when allergic reactions occur rapidly after 
the test and are consistent with the patient's medical history.47 Vital signs should be closely 
monitored during FPT, and professional life-saving equipment and appropriately trained staff 
should be in place to managed allergic reactions.

In recent years, FPT has been standardized to provide as accurate results as possible. 
However, several unmet needs have been identified, such as the impact of the maturation 
stage on the allergenicity of food. Interpretation of the tests might be difficult due to the 
inconsistency between subjective symptoms described by the patient and the final outcome.

Contraindications into FPT include the following46: severe allergic reactions within 1 
week; unstable vital signs; uncontrolled asthma; hay fever episodes; acute eczema, atopic 
dermatitis, urticaria, or unstable period of illness; vaccination within 2 weeks; moderate 
to severe malnutrition; onset of infectious diseases; chronic underlying diseases, such as 
unstable angina, congenital heart disease, arrhythmia, chronic lung diseases, cerebrovascular 
diseases and major organ malformations; chronic digestive diseases; inherited metabolic 
diseases; mental illness; and pregnancy.

5. DPT
DPT is considered the gold standard for diagnosing DA to NSAIDs, local anesthetics, 
non-beta-lactams antibiotics, and other drugs for which safer tests are inexistent or not 
standardized. DPT is also the last diagnostic step for drugs, such as beta-lactam antibiotics, 
if skin tests and, in some cases, in vitro tests yield inconclusive results.48

DPT can be used when clinical history strongly supports the diagnosis of DA. If reactions 
are severe or life-threatening, performing DPT with an alternative drug, rather than the 
exact drug, is recommended. When a surrogate is not available and the drug is absolutely 
needed to treat a life-threatening illness, DPT can also be considered.49 DPT should be 
carried out ideally with the culprit drug. Theoretically, the route of administration should be 
the same as the one evoking the reaction, but international guidelines favor the oral route. 
Adjustments for the dose, dose interval, number of doses, and total dose given are made 
according to the drug involved, the initial reaction, patient's conditions, and future needs 
for drug administration. For immediate reactions, a 30- to 60-minute dose interval is usually 
appropriate. For a late response, this observational period may take 24 hours or longer.50

Although DPT is considered the gold standard for DA diagnosis, unrecognized confounders 
(e.g., infections, underlying disease and its control, concomitant medications, exercise, and 
food intake) might influence the reaction. Additionally, vague complaints and nonobjective 
signs are difficult to ascertain. Therefore, DPT is not 100% sensitive and specific. However, 
the negative predictive value is high for the most frequently involved drugs such as beta-
lactams (94%–98%)51 and NSAIDs (96%).52

A negative test does not guarantee tolerance to the drug in the future because it rather 
excludes DA only at the time when DPT was carried out.

DPT should be carried out under strict surveillance and by trained staff in an appropriate 
setting equipped to deal with anaphylaxis or other severe reactions. DPT should be carried 
out at least 1 month after the reported reaction to avoid false negatives.

189https://e-aair.org https://doi.org/10.4168/aair.2021.13.2.177

China Consensus Document on Allergy Diagnostics



Appropriate preparations should be made before the challenge test: collection of medical 
history, comprehensive evaluation of the challenge site, assessment of any factors that may 
affect the test results, and performing skin tests and/or serological tests to fully evaluate the 
need for challenge testing.

DPT may induce severe allergic reactions and cannot be used as a routine clinical test. It 
should be performed only when necessary.

Patch test
Patch test is currently the simplest and most reliable method to diagnose contact dermatitis 
(CD). It is the gold standard for CD diagnosis. In patients with a history of more than 3 
months or recurrent CD, patch test is recommended to determine the effects of contact 
allergens in the environment. There are 2 possibilities for positive patch tests: irritant and 
allergic reactions. CD can be divided into irritant contact dermatitis (ICD) and allergic 
contact dermatitis. An immune response or sensitization is not involved in ICD. The degree 
of irritation is mainly related to the irritant concentration and time of contact with the skin. 
In patch tests, it is generally considered that erythema caused by irritant reactions disappears 
quickly after the test substance is removed, while allergic reactions are manifested as 
symptoms such as infiltrative erythema and papules. A positive response often occurs more 
than 72 hours or longer after the patch test. However, it is difficult to accurately distinguish 
irritant reactions from allergic reactions by a positive result of a single patch test, particularly 
in the case of mild reactions.53

The patch test system comprises 3 parts: test chambers, allergens, and the tape. Commercially 
available test systems are generally integrated systems. They can be applied directly if the 
cover is peeled off according to the instructions for use. The allergen dose per unit area of skin 
contact is accurately quantified by each chamber and is independent of each other. The allergen 
panel is designed according to the distribution characteristics of different countries or regions. 
The test should be performed on the back, with the upper back being the best site. Affected 
by factors such as the structure and concentration of allergens, and the sensitivity of the test 
subject, there is no strict standard for how long the patch is applied and the optimal time to 
observe responses. Time to read results varies from 2 to 7 days, depending on manufacturers. 
The test results are measured by morphological criteria (Table 7) recommended by the 
International Contact Dermatitis Research Group.54

The allergic reaction is generally palpable raised erythema. In severe cases, there may be 
vesicles or coalescing vesicles, with obscure boundary. The rash can extend outside the 
test chamber even like a thin red line spreading along the lymphatic vessels, and itching is 
obvious. The rash may still worsen after removing the test substance (allergens) and then 
gradually vanish within several days. It must be distinguished from irritant reactions during 
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Table 7. Reporting of patch test results, according to the ICDRG
Results Meaning Responses
− Negative Normal reaction
± Doubtful Only mild erythema
+ Moderate reaction Erythema, infiltration and possible papules
++ Strong reaction Erythema, infiltration, papules and vesicles
+++ Very strong reaction Intense erythema, infiltration and vesicles or coalescing vesicles
IR Irritant reaction Local wrinkled paper-like reaction
ICDRG, International Contact Dermatitis Research Group.



interpretation. The latter shows a local wrinkled paper-like reaction, which can also behave 
exactly like an allergic reaction. Furthermore, patch tests are not recommended during 
the acute attack of dermatitis to prevent generalized dermatitis. Medications that may 
affect the test, such as glucocorticoids, immunosuppressive agents as well as traditional 
Chinese medicines and extracts with immunosuppressive effects such as Tripterygium 
Wilfordii preparation, should be stopped. Antihistamines theoretically have no impact on 
this test, which is controversial. Patch tests should not be performed within 4 weeks after 
phototherapy with ultraviolet exposure, sun exposure, or other radiographic exposure due 
to their inhibitory effects. It is important not to wash or scratch the application area or 
to perform vigorous exercise during the test. Sweating and sun exposure should also be 
reduced. If the skin reaction at the test site is strong, particularly pain or a burning sensation, 
the test substance should be immediately removed.55

In vitro allergen tests
In vitro allergy diagnostics comprises serological and cytological tests. The former mainly 
detects tIgE and sIgE to allergens and their components. Blood cells are used as test samples 
in cytological tests, and the most common application is BAT.

tIgE test
IgE is an important immune molecule generated during a type I hypersensitivity reaction. 
Monitoring of increases in tIgE levels cannot be used to diagnose allergic disease because it 
is only predictive of a type I hypersensitivity reaction. Moreover, other diseases can lead to 
significantly increased tIgE levels, such as various autoimmune diseases and immune system 
deficiencies as well as parasitic and microbial infections.56,57 Furthermore, patients with allergic 
diseases may show normal tIgE levels. Consequently, the clinical significance of relying solely 
on tIgE test results is limited. In clinical practice, results must be combined with the patient's 
medical history and clinical symptoms to provide a comprehensive evaluation.

The serum tIgE level is a valuable marker for the diagnosis and follow-up of ABPA.58 
One of the essential criteria for the diagnosis of ABPA is a tIgE level of >1,000 IU/mL, 
and the sensitivity and specificity of this cutoff value are approximately 92% and 40%, 
respectively.59,60 The serum tIgE level also plays an important role in the monitoring of ABPA 
patients. An elevated level of tIgE during the follow-up period may indicate degeneration of a 
patient's condition.60

The distribution of the tIgE level in human serum is skewed, making it difficult to define the 
reference interval. Longitudinal studies have shown that the tIgE level gradually increases 
with age after birth and reaches the adult level at the age of 12 years, that a level above 333 IU/
mL is considered abnormally elevated in adolescents.61 The reference intervals of the serum 
tIgE level in children are as follows: < 12 IU/mL for those younger than 2 years, < 33 IU/mL for 
those 2 to 4 years, and < 85 IU/mL for those 4 to 15 years; the reference interval of the serum 
tIgE level for adults is approximately < 125 IU/mL.62 A higher serum tIgE level in infants and 
children indicates a higher risk of developing allergic disease in adulthood.61

sIgE test
1. sIgE to allergens

The sIgE test of allergens plays a key role in the in vitro diagnosis of allergic diseases. The 
higher the sIgE level is, the stronger its correlation with allergic disease is.63 In recent years, 
with advances in immune-labelling technology, in vitro diagnostic techniques for allergens 
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have been developed.64 Different domestic and imported reagents have also emerged in China 
for in vitro allergen detection. The primary detection methods depending on the coated solid 
phase carriers are shown in Table 8.

There has been substantial movement in allergy diagnostics over the past 10 years. In terms 
of methodology, improved technologies appear to offer solutions that could make testing 
easier to manage, reduce the sample requirements, and provide more efficient detection of 
multiple allergens simultaneously. It remains to be determined whether some or all of these 
technologies emerge as viable offerings in a central laboratory rather than simply research 
tools that can be used for allergy diagnostics.

The interpretation of allergen-sIgE results is shown in Table 9. The sIgE concentration 
objectively reflects sensitization status, and major allergen can be identified by a positive 
result. Additionally, quantitative testing provides guidance and monitoring for AIT; however, 
the grade of sIgE result is not necessarily correlated with the severity of disease. Furthermore, 
a positive sIgE does not always align with clinical symptoms.

2. sIgE to allergen components
Perhaps the most important advancement in allergy diagnostics over the past 20 years is 
the use of individual proteins (components) from an extract to more definitively address 
allergic disease. Researchers have spent substantial time identifying individual allergenic 
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Table 8. Comparison of different sIgE detection methods
Detection principle Detection method Detection type Advantages Disadvantages
Fluorescence 
immunoassay using 
cellulose

Immune fluorescence 
assay

Quantitative High sensitivity and specificity; as the 
“gold standard” of allergen detection 
in vitro in the international arena; fully 
automated.

High cost of single allergen testing; high volume of 
sample required (40 µL/test); large volume of the 
instrument; strict daily maintenance requirements 
for operators; high instrument and reagent price.

96-well microplate Enzyme-linked 
immunosorbent assay

Quantitative/semi-
quantitative

Manual, semi-automatic and fully 
automatic operation; flexible 
combination of IgE and IgG detection.

Strict temperature requirements for reagents.

Microfluidic biochips Chemiluminescence 
immunoassay

Quantitative/semi-
quantitative

High sensitivity; easy to operate; lower 
cost and more stable reagents.

Lack of fully automatic operation options.

Microarray Microarray enzyme-
linked immunoassay

Semi-quantitative Automation of analytical processes; 
reporting results for over 40 common 
allergens in 35 min at a serum requirement 
of 100 µL, making it suitable for both 
outpatient and primary care settings.

Semi-quantitative results, lacking in accuracy.

Cellulose nitrate 
membranes

Western blotting Semi-quantitative Automated operation and result 
interpretation; screening of maximum 
allergens with minimum sample.

Semi-quantitative results, lacking in accuracy.

Colloidal gold Colloidal gold method Qualitative Easy to operate; simultaneous detection 
of tIgE and multiple independent sIgE; no 
sample preparation; results can be read 
with the naked eye.

Sensitivity varies according to the quality of the 
reagents and the method used to interpret the 
results.

IgE, immunoglobulin E; IgG, immunoglobulin G; sIgE, specific immunoglobulin E; tIgE, total immunoglobulin E.

Table 9. Interpretation of allergen-sIgE results
sIgE concentration (IU/mL) Grade sIgE level Clinical implication
< 0.35 0 Negative or undetectable Non sensitisation
≥ 0.35 and < 0.70 1 Low Possible or mild sensitisation
≥ 0.70 and < 3.50 2 Increased Mild sensitisation
≥ 3.50 and < 17.50 3 Significantly increased Moderate sensitisation
≥ 17.50 and < 50.00 4 High Moderate to severe sensitisation
≥ 50.00 and < 100.00 5 Very high Severe sensitisation
≥ 100.00 6 Extremely high Extremely severe sensitisation
sIgE, specific immunoglobulin E.



species within an extract, understanding reactivities of patient populations to those proteins, 
and thereby improving the fidelity of in vitro testing. To date, more than 900 allergenic 
components have been identified and are available in various forms for allergy diagnostics.

A defined nomenclature has been established for the components of a given allergen; the 
designation utilizes the first 3 letters of the genus (Latin name) for that allergen accompanied 
by a space and then the first or 2 letters of the species, joined by a space, followed by an Arabic 
number. The numbers are assigned to the allergens in the order of their identification, or based 
on their codes in the protein family to which they belong.65 For example, the designation for the 
major allergenic lipid transfer protein (LTP) from peach (Prunus persica) is Pru p 3. Allergens with 
different amino acid sequences within a species continue to be divided into isoallergens (e.g., 
Pru p 1.01) and variants (e.g., Pru p 1.0101) according to the degree of similarity.

The WHO and International Union of Immunological Societies Allergen Nomenclature 
Subcommittee, founded in 1984, is responsible for maintaining a systematic nomenclature 
for allergens and has 930 allergen components registered in the database (http://allergen.
org/). Chinese researchers have identified and submitted numerous new allergens, including 
mite components (Dermatophagoides pteronyssinus [Der p] 24 and Dermatophagoides farinae [Der f] 
24), artemisia components (Art ar 2 and Art an 7), crab component (Eri s 2), and cockroach 
components (Per a 11 and Per a 12).

Although hundreds of allergens have been identified according to their species, they are 
classified into more than 20 families according to their protein structures, an important 
theoretical basis for allergic cross-reactivity.66 Recently, the COMPARE database 
(Comprehensive Protein Allergen Resource, https://comparedatabase.org/) was launched 
by the US Health and Environmental Sciences Institute with the support of an international 
team of immunologists in allergy, to provide scientific and accurate information on the 
identification, sequencing and naming of allergenic proteins. The COMPARE database allows 
users to search for the individual sequences of allergen components and predict levels of 
allergenicity for new allergens.

In early 2016, the EAACI published the Molecular Allergology User's Guide,67 which offers 
a comprehensive overview of molecular allergology from basic research to the most recent 
practices in the clinical laboratory. This guide outlined that the use of recombinant or 
purified native components in allergy diagnostics has led to the emergence of component-
resolved diagnostics (CRD) in many international clinical laboratories.68,69 Although 
traditional allergen extracts usually contain low or very low concentrations of allergen 
components, CRD can use higher concentrations of purified material that improves the 
accuracy and comprehensive value of sIgE. To that end, Chinese investigators have made 
important progress utilizing component allergens in the diagnosis of allergy to dust mites, 
birch pollen, artemisia pollen, peach, and milk.

CRD has been extremely helpful in identifying cross-reactivity among allergens and major 
allergenic proteins; this has led to a better understanding of multiple factors involved in allergic 
hypersensitivity and has helped improve the diagnostic accuracy. For example, Der p 1 and Der p 
2, along with Der p 23, are the most frequently recognized allergens in house dust mites (HDM). 
Der p 10 is cross-reactive with shrimp and crab allergens.70 LTPs are present in peach (Pru p 
3), artemisia (Art v 3), peanut (Ara h 9), and Chinese chestnut (Cor a 9); the common cross-
reactivity shared among these proteins is associated with severe allergic reactions.71,72
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CRD allows differentiation between genuine positive sIgE results and cross-reactivity. For 
example, Pru p 1 and Pru p 3, major allergens of peach, cross-react with birch pollen Bet v 
1 and artemisia pollen Art v 3, respectively.72,73 Moreover, CRD can be utilized to predict the 
potential risk of disease; patients who are sensitive to multiple components in artemisia 
demonstrate a significant risk for asthma.74 Furthermore, accuracy in diagnosis of allergy to 
milk components is improved using CRD.75

Allergen components can also be used to qualify patients for AIT, thereby improving the 
efficacy of AIT. A recent study has demonstrated that in the use of Der p extracts in AIT, 
patients sensitized to Der p 1 and Der p 2 are more effective than those sensitized to other 
HDM components.76 This is likely that HDM extracts used for AIT are generally standardized 
only for Der p 1 and Der p 2, with a low content of other allergen components; the components 
Der p 1 and Der p 2 are strongly immunogenic, while other components in the allergen extract 
are less immunogenic and do not induce as substantive IgG responses. Therefore, the authors 
believe that CRD can assist doctors in screening patients most suitable for AIT using HDM 
extracts to improve clinical efficacy.

The sIgE of allergen components can be determined using a singleplex (one assay per 
sample) or multiplex (multiple assays per sample) measurement platform. A singleplex 
platform allows physicians to select allergen components necessary for an accurate 
diagnosis defined by the clinical history of the patient. The multiplex approach allows 
for characterization of the IgE response against a broad array of preselected allergens 
independently of the clinical history.

1) Singleplex method for measurement of sIgE to allergenic components
The singleplex method measures sIgE to a single allergen (extract or component) in an individual 
reaction vessel. In general, the sensitivity of the singleplex method is superior to that of a chip 
coated with multiple allergen components in arrays. However, when there are many allergen 
components involved (as in pollen and dust mites), the cost per patient could be a deterrent.77

Over the past decade, China has made multiple contributions to clinical studies using 
the platform developed by Phadia (an allergen detection system from Uppsala, Sweden); 
these studies have exerted a broad influence on allergy diagnostics both domestically and 
internationally, and have increased a general understanding of CRD in China.

2) Multiplex method for the measurement of sIgE to allergenic components
The multiplex approach has been pioneered in allergy diagnostics through a microarray chip. 
This technology measures multiple allergens (primarily components) simultaneously in a 
single biochip. In general, the methodology is designed more toward research laboratories 
but uses a relatively small sample size. The use of array-based multiplex methods can help 
identify cross-sensitization species as well as potentially high-risk allergens.

Currently, there are 3 multiplex platforms for allergen components abroad:
•  First generation (year 2000): Immuno Solid-phase Allergen Chip, sIgE capable of 112 

allergens and their components
• Second generation (year 2011): MeDALL-chip, sIgE capable of 151 allergens and their 
components
•  Third generation (year 2017): ALEX platform, sIgE and tIgE capable of 282 allergens and 

their components as well as cross-reactive carbohydrate determinant (CCD) inhibition
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The multiplex method is suitable for patients sensitized to both food and inhaled allergens. 
It is also recommended for use in population-based epidemiological studies assessing the 
spectrum of specific allergen components.

3) Singleplex or multiplex platforms applications in a clinical setting
Recombinant or naturally purified allergen components can be used in CRD, and sIgE can be 
measured using singleplex or multiplex platforms. In general, for complex cases sensitized 
to multiple allergens and patients with severe allergic reactions, the multiplex CRD method 
should be performed. The multiplex platform enables simultaneous IgE test of more than 
200 allergen components with a very small volume of serum (100 µL), but with insufficient 
sensitivity compared to singleplex assays. Additionally, multiplex assays utilizing cellulose 
with different CCDs as a solid-phase allergen carrier may cause false-positive test results 
in patients with a high sIgE of CCD. These false-positive results occur due to anti-cellulose 
IgE present in the patient's sample; a CCD inhibitor procedure should be required to resolve 
these problems.78

sIgG4 test
IgG is the most abundant type of antibody in the serum, accounting for about 75% of serum 
immunoglobulins. IgG includes 4 subtypes: IgG1, IgG2, IgG3, and IgG4. Among them, 
IgG4 has the lowest content, about 0.5 mg/mL, and the inter-individual difference fluctuates 
between 10 µg/mL and 1.4 mg/mL.

AIT is currently the only etiological treatment that can change the natural course of allergic 
disease. During AIT for people who are allergic to insect venom, decreases in the sIgE levels 
are often accompanied by corresponding increases in sIgG4 levels.79,80 The sIgG4 induced 
by AIT not only serves as “blocking” antibodies,81,82 but also prevents the allergen-induced 
release of histamine.83 However, the determination of sIgG4 can only reflect the patient's 
immune response to AIT, and its increase is not equal to the success of AIT.84

Importantly, sIgG and sIgG4 of food allergens are not recommended to screen and diagnose FA 
or food intolerance,45,85-87 because they can be detected in both healthy and sick individuals.88 
Thus, positive results of sIgG only indicate the body's normal immune response.

BAT
Basophils are a type of white blood cell (WBC) present in peripheral blood. These cells are 
extremely rare, constituting about 0.2% of the total number of WBCs in blood. Basophils 
are important effector cells of type I hypersensitivity.89 BAT can be performed when the 
patient's medical history is inconsistent with the sIgE or skin test results, or the patient has 
experienced a systemic allergic reaction during the skin test.90 BAT can be used to identify 
food allergens and allergenic cross-sensitization as well as monitor the effectiveness of AIT 
and anti-IgE therapy. The principle of BAT is to stimulate the patient's peripheral blood with 
suspected allergen extract; the basophils are then degranulated after activation by the allergen 
of interest through IgE-/non-IgE-dependent pathways. There are 2 ways to monitor basophils 
degranulation: one is to detect the expression of basophilic surface membrane markers such as 
CD63/CD203c by flow cytometry, with the degree of basophils estimated,91 while the other is to 
measure inflammatory mediators such as histamine based on enzyme-linked immunosorbent 
assay. These 2 methods presume the specific allergen sensitized the patient through the up-
regulated expression of activation markers or the release level of mediators like histamine.
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BAT is regarded as an in vitro challenge test based on cell function. This method is superior 
over in vivo challenge test in terms of wide applicability, good reproducibility, safety, and 
time saving for the detection of allergen. Most importantly, it can protect patients from 
severe allergic reactions caused by in vivo tests. The results of BAT more accurately reflect the 
patient's current sensitivity to allergens in contrast to serum sIgE; compared to the sIgE test, 
BAT has a wider detection range and can even detect some small molecule drugs.92

All diagnostic tests have advantages and limitations (Table 10), and physicians must carefully 
choose a diagnostic test according to the patient and medical conditions.

COMMON AEROALLERGENS AND THEIR DISTRIBUTION 
IN CHINA
Common aeroallergens in China
Aeroallergens are a series of airborne allergens that can cause allergic disorders in sensitized 
individuals. Major aeroallergens are derived from dust mites, pollens, cockroaches, animal 
dander, and fungi. Presently, various screening panels, ranging from several to dozens of 
allergens, are used by different hospitals in different provinces and cities of China. The 
regional distribution of allergens varies according to climate differences. For example, dust 
mites and fungal allergens may be common in south China, while pollens and dust mites are 
primary allergens in north China. Therefore, allergens available for a given region should be 
precisely used because the nonselective use of generic allergens for screening increases the 
economic burden on patients and society. Additionally, because an indefinite correlation 
between the results and clinical symptoms, blind screening for many allergens will most 
likely lead to misdiagnosis by physicians.

Screening panels of aeroallergens
It is important to develop a screening panel based on the spectrum of local epidemic 
allergens to improve the diagnosis and treatment of region-specific allergic diseases. In 
Europe, according to the Global Allergy and Asthma European Network (GA2LEN) study, 4 to 

196https://e-aair.org https://doi.org/10.4168/aair.2021.13.2.177

China Consensus Document on Allergy Diagnostics

Table 10. Strengths and limitations of diagnostic or observational tests
Diagnostic tests Indications Strengths Limitations
Skin test Type I hypersensitivity Rapid diagnosis and high specificity Can be affected by skin condition and medication, 

has the risk of inducing allergic reaction.
Provocation test Allergic disease “Gold standard” for the diagnosis of 

allergic diseases
Risk of inducing anaphylaxis.

Patch test Contact dermatitis “Gold standard” for diagnosis of contact 
dermatitis

Can be affected by medication (corticosteroids, 
immunosuppressants), and can cause a certain 
degree of local skin lesion.

tIgE test Allergic disease Can reflect atopic constitution to a certain 
extent, necessary condition for the 
diagnosis of ABPA

In addition to allergic disease, various other 
diseases can lead to increased tIgE.

sIgE test IgE mediated allergic disease High sensitivity to diagnosis, not affected 
by drugs

The detection of crude extract of allergen could not 
distinguish the cross reaction.

Component-resolved  
diagnostics

IgE mediated allergic disease Accurate diagnosis helps to distinguish 
cross-sensitisation and co-sensitisation

The detection cost is high, and little reagent is 
available.

Specific IgG4 test Allergen specific immunotherapy Serves as a monitored marker for the 
tolerance inducing effect of allergen 
specific immunotherapy

It cannot be used for the diagnosis of allergic 
diseases.

Basophil activation test Allergic disease Wide applicability, good repeatability and 
high safety, not affected by medication

High cost, currently mainly used in scientific 
research, clinical diagnosis is not widely used.

IgE, immunoglobulin E; IgG, immunoglobulin G; tIgE, total immunoglobulin E; sIgE, specific immunoglobulin E; ABPA, allergic bronchopulmonary aspergillosis.



13 of a set of 18 allergens were required to identify 100% of sensitized subjects.19,93 In Korea, 
Lee et al.94 found that, in a cohort of 5,032 AR patients, only 5 to 7 allergens in a combination 
containing 55 SPT allergens are sufficient to confirm 93% to 95% of these patients. Recently, 
7,148 subjects with self-reported AR in a study from China were subjected to SPT, and the 
results showed that 8 of the 20 allergens (Der p, Der f, artemisia, Blatella, hazel, goosefoot, 
Penicillium notatum, and animal dander) allowed the identification > 96% of sensitized subjects 
in central China.95 The top 8 allergens in different regions are shown in Table 11.

The prevalence of various aeroallergens in China varies according to geographical areas, 
climates, and environmental and economic factors. Numerous epidemiological surveys 
from China showed that, dust mites, particularly Der p and Der f, are the major aeroallergens 
that cause respiratory allergic diseases (e.g., asthma and rhinitis) in the central, eastern, and 
western regions of China as well as some northern cities.96-100 Similarly, another allergen 
SPT study of AR and/or asthmatic patients from 17 cities located in northern, eastern, 
southwestern and southern coastal areas of China also showed that Der f (59.0%) and Der p 
(57.6%) are primary sensitizers.8 However, pollen allergens are predominant in northwestern 
China.101-104 The distribution of pollen allergen is highly regional and seasonal, which is 
affected by climatic conditions and time. Therefore, the prevalent pollen allergens of trees 
and grasses in different regions of China are also different.105,106 Hay fever in spring is mainly 
caused by tree pollens, while the chief culprit in summer and autumn are herbaceous plants.107 
Based on the above study findings, the following allergens are proposed to be included in a 
skin test or sIgE test panel: Der p, Der f, Blattella germanica, Blomia tropicalis, dandelion, Bermuda 
grass, and birch for South China; artemisia, ragweed, Humulus scandens, Der p, Der f, goosefoot, 
Blattella germanica, and Bermuda grass for Northwest China; Der p, Der f, artemisia, Humulus 
scandens, Blatella, Bermuda grass, goosefoot, and dandelion for Northeast China.

Furthermore, animal dander (e.g., cat and dog) and fungi (e.g., Alternaria, Penicillium, Aspergillus 
fumigatus, and Clostridium) can be added according to the patient's history of pet contact and 
living environment. A screening panel that includes reasonable aeroallergens is the most 
cost-effective way to detect allergens.

CLINICAL RESPONSE INDICATORS OF AIT

AIT is an effective treatment for AR and/or allergic asthma, which can improve symptoms 
and enable patients to achieve long-term clinical benefits after treatment.

The efficacy of AIT is evaluated by 2 indicators: clinical symptoms and medication scores 
on allergen exposure. There are currently no simple and practical biomarkers to assess the 
efficacy of AIT and to monitor the prognosis. The ratio of sIgE to tIgE (sIgE/tIgE ratio) was 
demonstrated to be as a predictive marker in a group of patients who had received AIT for 
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Table 11. Region-specific common allergens and their sensitisation rates in China
Regions Top 8 allergens in different regions and their sensitisation rates
Mainland China Der f 47.2% Der p 41.4% Blatella 33.3% Mugwort 28.6% Dandelion 24.9% Ragweed 23.5% Hazel 21.7% Birch 20.6%
Northeast China Der f 43.1% Der p 38.8% Mugwort 33.6% Ragweed 29.0% Dandelion 28.3% Blatella 23.5% Hazel 19.9% Birch 18.9%
Northwest China Mugwort 58.2% Ragweed 47.1% Dandelion 45.3% Goosefoot 38.3% Locust 29.3% Hazel 28.7% Plantain 27.4% Grass pollen 26.7%
Central China Der f 47.3% Der p 41.7% Blatella 34% Mugwort 27.1% Dandelion 24.1% Ragweed 22.2% Hazel 22% Birch 21%
South China Der f 69.2% Der p 61.4% Blatella 39.4% Mugwort 14.9% Ragweed 14.3% Dandelion 11.7% Locust 7.8% Hazel 7.7%
Der f, Dermatophagoides farinae; Der p, Dermatophagoides pteronyssinus.



4 years against grass pollen or HDM.108 Additionally, the clinical response was evaluated 
using the VAS. The authors found that sIgE/tIgE ratio greater than 16.2% correlated with an 
effective clinical response to AIT, with a sensitivity of 97.2% and a specificity of 88.1%.

The effect of AIT correlates with the allergen sIgG antibody responses, particularly sIgG4. 
The sIgG4 concentrations showed a 10- to 100-fold increase after the patients received AIT.109 
It is currently believed that IgG4 and sIgE competitively bind allergens and inhibit formation 
of antigen-antibody complexes on mast cells, basophils, and other sIgE receptor-expressing 
cells.110,111 However, according to the symptoms and medication scores, the change in the 
IgG4 level was found to be not well correlated with the efficacy of AIT. A previous study 
found that the levels of Der p-sIgG4 in patients receiving HDM immunotherapy showed 
a significant increase from week 12 (the maintenance phase).84 A close relationship was 
demonstrated between Der p-sIgG4 and clinical efficacy during the maintenance phase rather 
than the up-dosing phase of AIT. Immunological tolerance can be induced with AIT when 
the maintenance phase is achieved. Additionally, in several studies of sublingual-swallow 
immunotherapy, the ratio of sIgE to sIgG4 decreased and was related to skin reactivity112; 
however, subsequent studies have not reported consistent results.113 Therefore, whether the 
sIgG4 and sIgE/sIgG4 ratio can be used to evaluate the efficacy of AIT is inconclusive.

In summary, the sIgE/tIgE ratio is predictive of the clinical efficacy of AIT. Quantification of 
the sIgG4 level in the maintenance phase can be used to evaluate immunological tolerance 
and to monitor the efficacy of AIT. However, these findings are inconclusive, so further 
studies are warranted.

CONCLUSION AND PERSPECTIVES

The detection of allergens is critical for the prevention and treatment of allergic disease. 
Currently, technology available in China is insufficient; however, with the introduction of 
new microparticle- and array-based systems, many of the diagnostic gaps observed in China 
can soon be closed. This consensus summarizes available in vivo and in vitro diagnostic 
methods for allergens to guide allergists and laboratory technicians, intending to improve 
the diagnostic level and to guide the treatment of allergic disease for the benefit of patients.

ACKNOWLEDGMENTS

We would like to thank Ruchong Chen, Yanqing Xie and Hammer Tsui for their revision of 
manuscript, and we must thank the students and staff of the clinical immunology room for 
their contributions to the manuscript, including Wenting Luo, Zhifeng Huang, Haisheng Hu, 
Chenxi Liao, Zehong Wu and Xiangwei Zou. More importantly, as the president of Chinese 
Scoiety of Allergy, Professor Lianglu Wang has given great support to the completion of the 
manuscript, and we would also like to express our gratitude.

This work was supported by the introduced project of “Team of clinical medical experts” in 
Suzhou (SZYJTD201806).

198https://e-aair.org https://doi.org/10.4168/aair.2021.13.2.177

China Consensus Document on Allergy Diagnostics



REFERENCES

 1. Bousquet J, Khaltaev N, Cruz AA, Denburg J, Fokkens WJ, Togias A, et al. Allergic Rhinitis and its Impact 
on Asthma (ARIA) 2008 update (in collaboration with the World Health Organization, GA2LEN and 
AllerGen). Allergy 2008;63 Suppl 86:8-160. 
PUBMED | CROSSREF

 2. Wang XD, Zheng M, Lou HF, Wang CS, Zhang Y, Bo MY, et al. An increased prevalence of self-reported 
allergic rhinitis in major Chinese cities from 2005 to 2011. Allergy 2016;71:1170-80. 
PUBMED | CROSSREF

 3. Huang K, Yang T, Xu J, Yang L, Zhao J, Zhang X, et al. Prevalence, risk factors, and management of asthma 
in China: a national cross-sectional study. Lancet 2019;394:407-18. 
PUBMED | CROSSREF

 4. Subspecialty Group of Respiratory Diseases, Society of Pediatrics, Chinese Medical Association; Editorial 
Board, Chinese Journal of Pediatrics. Guideline for the diagnosis and optimal management of asthma in 
children(2016). Zhonghua Er Ke Za Zhi 2016;54:167-81. 
PUBMED | CROSSREF

 5. Shaaban R, Zureik M, Soussan D, Neukirch C, Heinrich J, Sunyer J, et al. Rhinitis and onset of asthma: a 
longitudinal population-based study. Lancet 2008;372:1049-57. 
PUBMED | CROSSREF

 6. Guerra S, Sherrill DL, Martinez FD, Barbee RA. Rhinitis as an independent risk factor for adult-onset 
asthma. J Allergy Clin Immunol 2002;109:419-25. 
PUBMED | CROSSREF

 7. Yin J, Yue FM, Wang LL, He HJ, Xu T, Zhang HY, et al. The clinical study of the relationship between 
allergic rhinitis and allergic asthma in the patients with autumnal pollinosis. Zhonghua Yi Xue Za Zhi 
2005;85:1683-7.
PUBMED

 8. Li J, Sun B, Huang Y, Lin X, Zhao D, Tan G, et al. A multicentre study assessing the prevalence of 
sensitizations in patients with asthma and/or rhinitis in China. Allergy 2009;64:1083-92. 
PUBMED | CROSSREF

 9. Agarwal R, Sehgal IS, Dhooria S, Aggarwal AN. Developments in the diagnosis and treatment of allergic 
bronchopulmonary aspergillosis. Expert Rev Respir Med 2016;10:1317-34. 
PUBMED | CROSSREF

 10. Jiang N, Yin J, Wen L, Li H. Characteristics of anaphylaxis in 907 Chinese patients referred to a tertiary 
allergy center: a retrospective study of 1,952 episodes. Allergy Asthma Immunol Res 2016;8:353-61. 
PUBMED | CROSSREF

 11. Werfel T, Asero R, Ballmer-Weber BK, Beyer K, Enrique E, Knulst AC, et al. Position paper of the 
EAACI: food allergy due to immunological cross-reactions with common inhalant allergens. Allergy 
2015;70:1079-90. 
PUBMED | CROSSREF

 12. Ho MH, Wong WH, Chang C. Clinical spectrum of food allergies: a comprehensive review. Clin Rev 
Allergy Immunol 2014;46:225-40. 
PUBMED | CROSSREF

 13. Ruiter B, Shreffler WG. Innate immunostimulatory properties of allergens and their relevance to food 
allergy. Semin Immunopathol 2012;34:617-32. 
PUBMED | CROSSREF

 14. Grimbaldeston MA, Metz M, Yu M, Tsai M, Galli SJ. Effector and potential immunoregulatory roles of 
mast cells in IgE-associated acquired immune responses. Curr Opin Immunol 2006;18:751-60. 
PUBMED | CROSSREF

 15. He SH, Zhang HY, Zeng XN, Chen D, Yang PC. Mast cells and basophils are essential for allergies: 
mechanisms of allergic inflammation and a proposed procedure for diagnosis. Acta Pharmacol Sin 
2013;34:1270-83. 
PUBMED | CROSSREF

 16. Hoyte FC, Gross LM, Katial RK. Exhaled nitric oxide: an update. Immunol Allergy Clin North Am 
2018;38:573-85. 
PUBMED | CROSSREF

 17. Haktanir Abul M, Orhan F. Anaphylaxis after prick-to-prick test with fish. Pediatr Int 2016;58:503-5. 
PUBMED | CROSSREF

 18. Tourlas K, Burman D. Allergy testing. Prim Care 2016;43:363-74. 
PUBMED | CROSSREF

199https://e-aair.org https://doi.org/10.4168/aair.2021.13.2.177

China Consensus Document on Allergy Diagnostics

http://www.ncbi.nlm.nih.gov/pubmed/18331513
https://doi.org/10.1111/j.1398-9995.2007.01620.x
http://www.ncbi.nlm.nih.gov/pubmed/26948849
https://doi.org/10.1111/all.12874
http://www.ncbi.nlm.nih.gov/pubmed/31230828
https://doi.org/10.1016/S0140-6736(19)31147-X
http://www.ncbi.nlm.nih.gov/pubmed/26957061
https://doi.org/10.3760/cma.j.issn.0578-1310.2016.03.003
http://www.ncbi.nlm.nih.gov/pubmed/18805333
https://doi.org/10.1016/S0140-6736(08)61446-4
http://www.ncbi.nlm.nih.gov/pubmed/11897985
https://doi.org/10.1067/mai.2002.121701
http://www.ncbi.nlm.nih.gov/pubmed/16251071
http://www.ncbi.nlm.nih.gov/pubmed/19210346
https://doi.org/10.1111/j.1398-9995.2009.01967.x
http://www.ncbi.nlm.nih.gov/pubmed/27744712
https://doi.org/10.1080/17476348.2016.1249853
http://www.ncbi.nlm.nih.gov/pubmed/27126729
https://doi.org/10.4168/aair.2016.8.4.353
http://www.ncbi.nlm.nih.gov/pubmed/26095197
https://doi.org/10.1111/all.12666
http://www.ncbi.nlm.nih.gov/pubmed/23229594
https://doi.org/10.1007/s12016-012-8339-6
http://www.ncbi.nlm.nih.gov/pubmed/22886110
https://doi.org/10.1007/s00281-012-0334-8
http://www.ncbi.nlm.nih.gov/pubmed/17011762
https://doi.org/10.1016/j.coi.2006.09.011
http://www.ncbi.nlm.nih.gov/pubmed/23974516
https://doi.org/10.1038/aps.2013.88
http://www.ncbi.nlm.nih.gov/pubmed/30342580
https://doi.org/10.1016/j.iac.2018.06.001
http://www.ncbi.nlm.nih.gov/pubmed/26857903
https://doi.org/10.1111/ped.12856
http://www.ncbi.nlm.nih.gov/pubmed/27545728
https://doi.org/10.1016/j.pop.2016.04.001


 19. Heinzerling L, Mari A, Bergmann KC, Bresciani M, Burbach G, Darsow U, et al. The skin prick test - 
European standards. Clin Transl Allergy 2013;3:3. 
PUBMED | CROSSREF

 20. Saxon A, Adelman DC, Patel A, Hajdu R, Calandra GB. Imipenem cross-reactivity with penicillin in 
humans. J Allergy Clin Immunol 1988;82:213-7. 
PUBMED | CROSSREF

 21. Oppenheimer J, Nelson HS. Skin testing: a survey of allergists. Ann Allergy Asthma Immunol 2006;96:19-23. 
PUBMED | CROSSREF

 22. Focke M, Marth K, Flicker S, Valenta R. Heterogeneity of commercial timothy grass pollen extracts. Clin 
Exp Allergy 2008;38:1400-8. 
PUBMED | CROSSREF

 23. Larenas-Linnemann D, Cox LS; Immunotherapy and Allergy Diagnostics Committee of the American 
Academy of Allergy, Asthma and Immunology. European allergen extract units and potency: review of 
available information. Ann Allergy Asthma Immunol 2008;100:137-45. 
PUBMED | CROSSREF

 24. Larsen JN, Dreborg S. Standardization of allergen extracts. Methods Mol Biol 2019;2020:63-76. 
PUBMED | CROSSREF

 25. Eichler I, Götz M, Jarisch R, Eichler HG, Moss R. Reproducibility of skin prick testing with allergen 
extracts from different manufacturers. Allergy 1988;43:458-63. 
PUBMED | CROSSREF

 26. Nelson HS. Effect of preservatives and conditions of storage on the potency of allergy extracts. J Allergy 
Clin Immunol 1981;67:64-9. 
PUBMED | CROSSREF

 27. Niemeijer NR, Kauffman HF, van Hove W, Dubois AE, de Monchy JG. Effect of dilution, temperature, and 
preservatives on the long-term stability of standardized inhalant allergen extracts. Ann Allergy Asthma 
Immunol 1996;76:535-40. 
PUBMED | CROSSREF

 28. Ménardo JL, Bousquet J, Rodière M, Astruc J, Michel FB. Skin test reactivity in infancy. J Allergy Clin 
Immunol 1985;75:646-51. 
PUBMED | CROSSREF

 29. Skassa-Brociek W, Manderscheid JC, Michel FB, Bousquet J. Skin test reactivity to histamine from infancy 
to old age. J Allergy Clin Immunol 1987;80:711-6. 
PUBMED | CROSSREF

 30. Rancé F, Juchet A, Brémont F, Dutau G. Correlations between skin prick tests using commercial extracts 
and fresh foods, specific IgE, and food challenges. Allergy 1997;52:1031-5. 
PUBMED | CROSSREF

 31. Bousquet J, Heinzerling L, Bachert C, Papadopoulos NG, Bousquet PJ, Burney PG, et al. Practical guide to 
skin prick tests in allergy to aeroallergens. Allergy 2012;67:18-24. 
PUBMED | CROSSREF

 32. Diamant Z, Gauvreau GM, Cockcroft DW, Boulet LP, Sterk PJ, de Jongh FH, et al. Inhaled allergen 
bronchoprovocation tests. J Allergy Clin Immunol 2013;132:1045-1055.e6. 
PUBMED | CROSSREF

 33. Melillo G, Bonini S, Cocco G, Davies RJ, de Monchy JG, Frølund L, et al. EAACI provocation tests 
with allergens. Report prepared by the European Academy of Allergology and Clinical Immunology 
Subcommittee on provocation tests with allergens. Allergy 1997;52:1-35.
PUBMED

 34. Agache I, Bilò M, Braunstahl GJ, Delgado L, Demoly P, Eigenmann P, et al. In vivo diagnosis of allergic 
diseases--allergen provocation tests. Allergy 2015;70:355-65. 
PUBMED | CROSSREF

 35. Zheng JP, Li MR, An JY, Luo DF. Analysis of airway hyperreactivity in the elderly. Zhongguo Laonianxue 
Zazhi 2001:437-8.

 36. Lueer K, Biller H, Casper A, Windt H, Mueller M, Badorrek P, et al. Safety, efficacy and repeatability of a 
novel house dust mite allergen challenge technique in the Fraunhofer allergen challenge chamber. Allergy 
2016;71:1693-700. 
PUBMED | CROSSREF

 37. Pfaar O, Calderon MA, Andrews CP, Angjeli E, Bergmann KC, Bønløkke JH, et al. Allergen exposure 
chambers: harmonizing current concepts and projecting the needs for the future - an EAACI Position 
Paper. Allergy 2017;72:1035-42. 
PUBMED | CROSSREF

200https://e-aair.org https://doi.org/10.4168/aair.2021.13.2.177

China Consensus Document on Allergy Diagnostics

http://www.ncbi.nlm.nih.gov/pubmed/23369181
https://doi.org/10.1186/2045-7022-3-3
http://www.ncbi.nlm.nih.gov/pubmed/2457043
https://doi.org/10.1016/0091-6749(88)91001-9
http://www.ncbi.nlm.nih.gov/pubmed/16440527
https://doi.org/10.1016/S1081-1206(10)61034-4
http://www.ncbi.nlm.nih.gov/pubmed/18564332
https://doi.org/10.1111/j.1365-2222.2008.03031.x
http://www.ncbi.nlm.nih.gov/pubmed/18320915
https://doi.org/10.1016/S1081-1206(10)60422-X
http://www.ncbi.nlm.nih.gov/pubmed/31177492
https://doi.org/10.1007/978-1-4939-9591-2_5
http://www.ncbi.nlm.nih.gov/pubmed/3189725
https://doi.org/10.1111/j.1398-9995.1988.tb00919.x
http://www.ncbi.nlm.nih.gov/pubmed/7451773
https://doi.org/10.1016/0091-6749(81)90047-6
http://www.ncbi.nlm.nih.gov/pubmed/8673689
https://doi.org/10.1016/S1081-1206(10)63274-7
http://www.ncbi.nlm.nih.gov/pubmed/2409121
https://doi.org/10.1016/0091-6749(85)90088-0
http://www.ncbi.nlm.nih.gov/pubmed/3680814
https://doi.org/10.1016/0091-6749(87)90292-2
http://www.ncbi.nlm.nih.gov/pubmed/9360758
https://doi.org/10.1111/j.1398-9995.1997.tb02427.x
http://www.ncbi.nlm.nih.gov/pubmed/22050279
https://doi.org/10.1111/j.1398-9995.2011.02728.x
http://www.ncbi.nlm.nih.gov/pubmed/24119772
https://doi.org/10.1016/j.jaci.2013.08.023
http://www.ncbi.nlm.nih.gov/pubmed/9224539
http://www.ncbi.nlm.nih.gov/pubmed/25640808
https://doi.org/10.1111/all.12586
http://www.ncbi.nlm.nih.gov/pubmed/27255590
https://doi.org/10.1111/all.12947
http://www.ncbi.nlm.nih.gov/pubmed/28122133
https://doi.org/10.1111/all.13133


 38. Boulet LP, Gauvreau G, Boulay ME, O'Byrne PM, Cockcroft DW. Allergen-induced early and late asthmatic 
responses to inhaled seasonal and perennial allergens. Clin Exp Allergy 2015;45:1647-53. 
PUBMED | CROSSREF

 39. Riechelmann H, Bachert C, Goldschmidt O, Hauswald B, Klimek L, Schlenter WW, et al. Application of 
the nasal provocation test on diseases of the upper airways. Position paper of the German Society for 
Allergology and Clinical Immunology (ENT Section) in cooperation with the Working Team for Clinical 
Immunology. Laryngorhinootologie 2003;82:183-8. 
PUBMED | CROSSREF

 40. Dordal MT, Lluch-Bernal M, Sánchez MC, Rondón C, Navarro A, Montoro J, et al. Allergen-specific nasal 
provocation testing: review by the rhinoconjunctivitis committee of the Spanish Society of Allergy and 
Clinical Immunology. J Investig Allergol Clin Immunol 2011;21:1-12.
PUBMED

 41. Mortemousque B, Fauquert JL, Chiambaretta F, Demoly P, Helleboid L, Creuzot-Garcher C, et al. 
Conjunctival provocation test: recommendations. J Fr Ophtalmol 2006;29:837-46. 
PUBMED | CROSSREF

 42. Fauquert JL, Jedrzejczak-Czechowicz M, Rondon C, Calder V, Silva D, Kvenshagen BK, et al. Conjunctival 
allergen provocation test : guidelines for daily practice. Allergy 2017;72:43-54. 
PUBMED | CROSSREF

 43. Friedlaender MH. Conjunctival provocation testing: overview of recent clinical trials in ocular allergy. 
Curr Opin Allergy Clin Immunol 2002;2:413-7. 
PUBMED | CROSSREF

 44. Riechelmann H, Epple B, Gropper G. Comparison of conjunctival and nasal provocation test in allergic 
rhinitis to house dust mite. Int Arch Allergy Immunol 2003;130:51-9. 
PUBMED | CROSSREF

 45. Muraro A, Werfel T, Hoffmann-Sommergruber K, Roberts G, Beyer K, Bindslev-Jensen C, et al. 
EAACI food allergy and anaphylaxis guidelines: diagnosis and management of food allergy. Allergy 
2014;69:1008-25. 
PUBMED | CROSSREF

 46. Food and Drug Allergy Prevention Subgroup, Allergy Prevention and Control Committee, Chinese 
Preventive Medicine Association. Expert consensus on standard operation procedure of oral food 
challenge. Chinese Gen Pract 2018:3281-4.

 47. Sampson HA, van Wijk RG, Bindslev-Jensen C, Sicherer S, Teuber SS, Burks AW, et al. Standardizing 
double-blind, placebo-controlled oral food challenges: American Academy of Allergy, Asthma & 
Immunology-European Academy of Allergy and Clinical Immunology PRACTALL consensus report. J 
Allergy Clin Immunol 2012;130:1260-74. 
PUBMED | CROSSREF

 48. Gomes ER, Kvedariene V, Demoly P, Bousquet PJ. Patients' satisfaction with diagnostic drug provocation 
tests and perception of its usefulness. Int Arch Allergy Immunol 2011;156:333-8. 
PUBMED | CROSSREF

 49. Bousquet PJ, Gaeta F, Bousquet-Rouanet L, Lefrant JY, Demoly P, Romano A. Provocation tests in 
diagnosing drug hypersensitivity. Curr Pharm Des 2008;14:2792-802. 
PUBMED | CROSSREF

 50. Hjortlund J, Mortz CG, Skov PS, Eller E, Poulsen JM, Borch JE, et al. One-week oral challenge with 
penicillin in diagnosis of penicillin allergy. Acta Derm Venereol 2012;92:307-12. 
PUBMED | CROSSREF

 51. Demoly P, Romano A, Botelho C, Bousquet-Rouanet L, Gaeta F, Silva R, et al. Determining the negative 
predictive value of provocation tests with beta-lactams. Allergy 2010;65:327-32. 
PUBMED | CROSSREF

 52. Defrance C, Bousquet PJ, Demoly P. Evaluating the negative predictive value of provocation tests with 
nonsteroidal anti-inflammatory drugs. Allergy 2011;66:1410-4. 
PUBMED | CROSSREF

 53. Spergel JM, Brown-Whitehorn T, Beausoleil JL, Shuker M, Liacouras CA. Predictive values for skin prick 
test and atopy patch test for eosinophilic esophagitis. J Allergy Clin Immunol 2007;119:509-11. 
PUBMED | CROSSREF

 54. Lachapelle JM, Maibach HI. Patch testing and prick testing: a practical guide official publication of the 
ICDRG. Berlin: Spring; 2009.

 55. Hervella M, García-Gavín J, Silvestre JF. The Spanish standard patch test series. Actas Dermosifiliogr 
2016;107:547-50. 
PUBMED | CROSSREF

201https://e-aair.org https://doi.org/10.4168/aair.2021.13.2.177

China Consensus Document on Allergy Diagnostics

http://www.ncbi.nlm.nih.gov/pubmed/26115509
https://doi.org/10.1111/cea.12587
http://www.ncbi.nlm.nih.gov/pubmed/12673517
https://doi.org/10.1055/s-2003-38411
http://www.ncbi.nlm.nih.gov/pubmed/21370717
http://www.ncbi.nlm.nih.gov/pubmed/16988636
https://doi.org/10.1016/S0181-5512(06)73857-8
http://www.ncbi.nlm.nih.gov/pubmed/27430124
https://doi.org/10.1111/all.12986
http://www.ncbi.nlm.nih.gov/pubmed/12582325
https://doi.org/10.1097/00130832-200210000-00008
http://www.ncbi.nlm.nih.gov/pubmed/12576735
https://doi.org/10.1159/000068369
http://www.ncbi.nlm.nih.gov/pubmed/24909706
https://doi.org/10.1111/all.12429
http://www.ncbi.nlm.nih.gov/pubmed/23195525
https://doi.org/10.1016/j.jaci.2012.10.017
http://www.ncbi.nlm.nih.gov/pubmed/21720180
https://doi.org/10.1159/000323898
http://www.ncbi.nlm.nih.gov/pubmed/18991698
https://doi.org/10.2174/138161208786369731
http://www.ncbi.nlm.nih.gov/pubmed/22170236
https://doi.org/10.2340/00015555-1254
http://www.ncbi.nlm.nih.gov/pubmed/19860790
https://doi.org/10.1111/j.1398-9995.2009.02228.x
http://www.ncbi.nlm.nih.gov/pubmed/21722141
https://doi.org/10.1111/j.1398-9995.2011.02671.x
http://www.ncbi.nlm.nih.gov/pubmed/17291865
https://doi.org/10.1016/j.jaci.2006.11.016
http://www.ncbi.nlm.nih.gov/pubmed/27180004
https://doi.org/10.1016/j.adengl.2016.06.020


 56. Goldman JA, Klimek GA, Ali R. Allergy in systemic lupus erythematosus. IgE levels and reaginic 
phenomenon. Arthritis Rheum 1976;19:669-76. 
PUBMED | CROSSREF

 57. Minegishi Y, Saito M, Nagasawa M, Takada H, Hara T, Tsuchiya S, et al. Molecular explanation for the 
contradiction between systemic Th17 defect and localized bacterial infection in hyper-IgE syndrome. J 
Exp Med 2009;206:1291-301. 
PUBMED | CROSSREF

 58. Dhooria S, Agarwal R. Diagnosis of allergic bronchopulmonary aspergillosis: a case-based approach. 
Future Microbiol 2014;9:1195-208. 
PUBMED | CROSSREF

 59. Agarwal R, Chakrabarti A, Shah A, Gupta D, Meis JF, Guleria R, et al. Allergic bronchopulmonary 
aspergillosis: review of literature and proposal of new diagnostic and classification criteria. Clin Exp 
Allergy 2013;43:850-73. 
PUBMED | CROSSREF

 60. Agarwal R, Maskey D, Aggarwal AN, Saikia B, Garg M, Gupta D, et al. Diagnostic performance of various 
tests and criteria employed in allergic bronchopulmonary aspergillosis: a latent class analysis. PLoS One 
2013;8:e61105. 
PUBMED | CROSSREF

 61. Sherrill DL, Stein R, Halonen M, Holberg CJ, Wright A, Martinez FD. Total serum IgE and its association 
with asthma symptoms and allergic sensitization among children. J Allergy Clin Immunol 1999;104:28-36. 
PUBMED | CROSSREF

 62. Nickel R, Illi S, Lau S, Sommerfeld C, Bergmann R, Kamin W, et al. Variability of total serum 
immunoglobulin E levels from birth to the age of 10 years. A prospective evaluation in a large birth cohort 
(German Multicenter Allergy Study). Clin Exp Allergy 2005;35:619-23. 
PUBMED | CROSSREF

 63. Wide L, Bennich H, Johansson SG. Diagnosis of allergy by an in-vitro test for allergen antibodies. Lancet 
1967;2:1105-7. 
PUBMED | CROSSREF

 64. Johansson SG. ImmunoCAP Specific IgE test: an objective tool for research and routine allergy diagnosis. 
Expert Rev Mol Diagn 2004;4:273-9. 
PUBMED | CROSSREF

 65. King TP, Hoffman D, Løwenstein H, Marsh DG, Platts-Mills TA, Thomas W. Allergen nomenclature. 
Allergy 1995;50:765-74. 
PUBMED | CROSSREF

 66. Gilissen LJ, Gao Z. Allergen protein families and cross-reactivity. In: Multidisciplinary approaches to 
allergies. Advanced topics in science and technology in China. Berlin: Springer; 2012. 81-90.

 67. Matricardi PM, Kleine-Tebbe J, Hoffmann HJ, Valenta R, Hilger C, Hofmaier S, et al. EAACI molecular 
allergology user's guide. Pediatr Allergy Immunol 2016;27 Suppl 23:1-250. 
PUBMED | CROSSREF

 68. van Ree R, Chapman MD, Ferreira F, Vieths S, Bryan D, Cromwell O, et al. The CREATE project: 
development of certified reference materials for allergenic products and validation of methods for their 
quantification. Allergy 2008;63:310-26. 
PUBMED | CROSSREF

 69. Ferreira F, Wolf M, Wallner M. Molecular approach to allergy diagnosis and therapy. Yonsei Med J 
2014;55:839-52. 
PUBMED | CROSSREF

 70. Wang HY, Gao ZS, Zhou X, Dai Y, Yao W, Zhang XF, et al. Evaluation of the role of IgE responses to Der p 1 
and Der p 2 in Chinese house dust mite-allergic patients. Int Arch Allergy Immunol 2015;167:203-10. 
PUBMED | CROSSREF

 71. Gao ZS, Yang ZW, Wu SD, Wang HY, Liu ML, Mao WL, et al. Peach allergy in China: a dominant role for 
mugwort pollen lipid transfer protein as a primary sensitizer. J Allergy Clin Immunol 2013;131:224-226.e1-3. 
PUBMED | CROSSREF

 72. Ma S, Yin J, Jiang N. Component-resolved diagnosis of peach allergy and its relationship with prevalent 
allergenic pollens in China. J Allergy Clin Immunol 2013;132:764-7. 
PUBMED | CROSSREF

 73. Gao ZS, Zhou X, Yang ZW, Versteeg SA, Gao L, Fu WY, et al. IgE-binding potencies of three peach Pru p 1 
isoforms. Mol Nutr Food Res 2016;60:2457-66. 
PUBMED | CROSSREF

202https://e-aair.org https://doi.org/10.4168/aair.2021.13.2.177

China Consensus Document on Allergy Diagnostics

http://www.ncbi.nlm.nih.gov/pubmed/942498
https://doi.org/10.1002/1529-0131(197607/08)19:4zzzzz669::AID-ART1780190403zzzzz3.0.CO;2-E
http://www.ncbi.nlm.nih.gov/pubmed/19487419
https://doi.org/10.1084/jem.20082767
http://www.ncbi.nlm.nih.gov/pubmed/25405888
https://doi.org/10.2217/fmb.14.74
http://www.ncbi.nlm.nih.gov/pubmed/23889240
https://doi.org/10.1111/cea.12141
http://www.ncbi.nlm.nih.gov/pubmed/23593402
https://doi.org/10.1371/journal.pone.0061105
http://www.ncbi.nlm.nih.gov/pubmed/10400836
https://doi.org/10.1016/S0091-6749(99)70110-7
http://www.ncbi.nlm.nih.gov/pubmed/15898984
https://doi.org/10.1111/j.1365-2222.2005.02237.x
http://www.ncbi.nlm.nih.gov/pubmed/4168552
https://doi.org/10.1016/S0140-6736(67)90615-0
http://www.ncbi.nlm.nih.gov/pubmed/15137895
https://doi.org/10.1586/14737159.4.3.273
http://www.ncbi.nlm.nih.gov/pubmed/8546275
https://doi.org/10.1111/j.1398-9995.1995.tb01222.x
http://www.ncbi.nlm.nih.gov/pubmed/27288833
https://doi.org/10.1111/pai.12563
http://www.ncbi.nlm.nih.gov/pubmed/18269676
https://doi.org/10.1111/j.1398-9995.2007.01612.x
http://www.ncbi.nlm.nih.gov/pubmed/24954310
https://doi.org/10.3349/ymj.2014.55.4.839
http://www.ncbi.nlm.nih.gov/pubmed/26315117
https://doi.org/10.1159/000438724
http://www.ncbi.nlm.nih.gov/pubmed/22939759
https://doi.org/10.1016/j.jaci.2012.07.015
http://www.ncbi.nlm.nih.gov/pubmed/23791512
https://doi.org/10.1016/j.jaci.2013.04.017
http://www.ncbi.nlm.nih.gov/pubmed/27374664
https://doi.org/10.1002/mnfr.201500798


 74. Gao Z, Fu WY, Sun Y, Gao B, Wang HY, Liu M, et al. Artemisia pollen allergy in China: Component-
resolved diagnosis reveals allergic asthma patients have significant multiple allergen sensitization. 
Allergy 2019;74:284-93. 
PUBMED | CROSSREF

 75. Li J, Zhang J, Qiong C, She T, Bian Y, Lin S, et al. Component resolved diagnostic study of cow's milk 
allergy in infants and young children in northern China. Int Immunopharmacol 2018;61:126-31. 
PUBMED | CROSSREF

 76. Chen KW, Zieglmayer P, Zieglmayer R, Lemell P, Horak F, Bunu CP, et al. Selection of house dust mite-
allergic patients by molecular diagnosis may enhance success of specific immunotherapy. J Allergy Clin 
Immunol 2019;143:1248-1252.e12. 
PUBMED | CROSSREF

 77. Canonica GW, Ansotegui IJ, Pawankar R, Schmid-Grendelmeier P, van Hage M, Baena-Cagnani CE, et 
al. A WAO - ARIA - GA²LEN consensus document on molecular-based allergy diagnostics. World Allergy 
Organ J 2013;6:17. 
PUBMED | CROSSREF

 78. Hemmer W, Altmann F, Holzweber F, Gruber C, Wantke F, Wöhrl S. ImmunoCAP cellulose displays cross-
reactive carbohydrate determinant (CCD) epitopes and can cause false-positive test results in patients 
with high anti-CCD IgE antibody levels. J Allergy Clin Immunol 2018;141:372-381.e3. 
PUBMED | CROSSREF

 79. Devey ME, Wilson DV, Wheeler AW. The IgG subclasses of antibodies to grass pollen allergens produced 
in hay fever patients during hyposensitization. Clin Allergy 1976;6:227-36. 
PUBMED | CROSSREF

 80. Wachholz PA, Soni NK, Till SJ, Durham SR. Inhibition of allergen-IgE binding to B cells by IgG antibodies 
after grass pollen immunotherapy. J Allergy Clin Immunol 2003;112:915-22. 
PUBMED | CROSSREF

 81. Aalberse RC, Dieges PH, Knul-Bretlova V, Vooren P, Aalbers M, van Leeuwen J. IgG4 as a blocking 
antibody. Clin Rev Allergy 1983;1:289-302.
PUBMED

 82. Van der Zee S, Aalberse RC. IgG4 and hyposensitization. N Engl Reg Allergy Proc 1987;8:389-91. 
PUBMED | CROSSREF

 83. Daëron M. Negative regulation of mast cell activation by receptors for IgG. Int Arch Allergy Immunol 
1997;113:138-41. 
PUBMED | CROSSREF

 84. Feng M, Su Q, Lai X, Xian M, Shi X, Wurtzen PA, et al. Functional and immunoreactive levels of IgG4 
correlate with clinical responses during the maintenance phase of house dust mite immunotherapy. J 
Immunol 2018;200:3897-904. 
PUBMED | CROSSREF

 85. Bernstein IL, Li JT, Bernstein DI, Hamilton R, Spector SL, Tan R, et al. Allergy diagnostic testing: an 
updated practice parameter. Ann Allergy Asthma Immunol 2008;100 Suppl 3:S1-148. 
PUBMED | CROSSREF

 86. Carr S, Chan E, Lavine E, Moote W. CSACI position statement on the testing of food-specific IgG. Allergy 
Asthma Clin Immunol 2012;8:12. 
PUBMED | CROSSREF

 87. Johansson SG, Dannaeus A, Lilja G. The relevance of anti-food antibodies for the diagnosis of food 
allergy. Ann Allergy 1984;53:665-72.
PUBMED

 88. Barnes RM. IgG and IgA antibodies to dietary antigens in food allergy and intolerance. Clin Exp Allergy 
1995;25 Suppl 1:7-9. 
PUBMED | CROSSREF

 89. Passante E. Mast cell and basophil cell lines: a compendium. Methods Mol Biol 2014;1192:101-13. 
PUBMED | CROSSREF

 90. Larsen LF, Juel-Berg N, Hansen KS, Clare Mills EN, van Ree R, Poulsen LK, et al. A comparative study on 
basophil activation test, histamine release assay, and passive sensitization histamine release assay in the 
diagnosis of peanut allergy. Allergy 2018;73:137-44. 
PUBMED | CROSSREF

 91. Hemmings O, Kwok M, McKendry R, Santos AF. Basophil activation test: old and new applications in 
allergy. Curr Allergy Asthma Rep 2018;18:77. 
PUBMED | CROSSREF

203https://e-aair.org https://doi.org/10.4168/aair.2021.13.2.177

China Consensus Document on Allergy Diagnostics

http://www.ncbi.nlm.nih.gov/pubmed/30155917
https://doi.org/10.1111/all.13597
http://www.ncbi.nlm.nih.gov/pubmed/29859469
https://doi.org/10.1016/j.intimp.2018.05.027
http://www.ncbi.nlm.nih.gov/pubmed/30445063
https://doi.org/10.1016/j.jaci.2018.10.048
http://www.ncbi.nlm.nih.gov/pubmed/24090398
https://doi.org/10.1186/1939-4551-6-17
http://www.ncbi.nlm.nih.gov/pubmed/28506851
https://doi.org/10.1016/j.jaci.2017.04.028
http://www.ncbi.nlm.nih.gov/pubmed/939035
https://doi.org/10.1111/j.1365-2222.1976.tb01901.x
http://www.ncbi.nlm.nih.gov/pubmed/14610480
https://doi.org/10.1016/S0091-6749(03)02022-0
http://www.ncbi.nlm.nih.gov/pubmed/6370405
http://www.ncbi.nlm.nih.gov/pubmed/3481426
https://doi.org/10.2500/108854187778999667
http://www.ncbi.nlm.nih.gov/pubmed/9130504
https://doi.org/10.1159/000237528
http://www.ncbi.nlm.nih.gov/pubmed/29728509
https://doi.org/10.4049/jimmunol.1701690
http://www.ncbi.nlm.nih.gov/pubmed/18431959
https://doi.org/10.1016/S1081-1206(10)60305-5
http://www.ncbi.nlm.nih.gov/pubmed/22835332
https://doi.org/10.1186/1710-1492-8-12
http://www.ncbi.nlm.nih.gov/pubmed/6391294
http://www.ncbi.nlm.nih.gov/pubmed/8542462
https://doi.org/10.1111/j.1365-2222.1995.tb01124.x
http://www.ncbi.nlm.nih.gov/pubmed/25149487
https://doi.org/10.1007/978-1-4939-1173-8_8
http://www.ncbi.nlm.nih.gov/pubmed/28686296
https://doi.org/10.1111/all.13243
http://www.ncbi.nlm.nih.gov/pubmed/30430289
https://doi.org/10.1007/s11882-018-0831-5


 92. Bridts CH, Sabato V, Mertens C, Hagendorens MM, De Clerck LS, Ebo DG. Flow cytometric allergy 
diagnosis: basophil activation techniques. Methods Mol Biol 2014;1192:147-59. 
PUBMED | CROSSREF

 93. Bousquet PJ, Burbach G, Heinzerling LM, Edenharter G, Bachert C, Bindslev-Jensen C, et al. GA2LEN skin 
test study III: minimum battery of test inhalent allergens needed in epidemiological studies in patients. 
Allergy 2009;64:1656-62. 
PUBMED | CROSSREF

 94. Lee JE, Ahn JC, Han DH, Kim DY, Kim JW, Cho SH, et al. Variability of offending allergens of allergic 
rhinitis according to age: optimization of skin prick test allergens. Allergy Asthma Immunol Res 
2014;6:47-54. 
PUBMED | CROSSREF

 95. Lou H, Ma S, Zhao Y, Cao F, He F, Liu Z, et al. Sensitization patterns and minimum screening panels for 
aeroallergens in self-reported allergic rhinitis in China. Sci Rep 2017;7:9286. 
PUBMED | CROSSREF

 96. Zhao R, Zhu X, Chen Y, Liu H. Analysis of allergens distribution of patients with allergic rhinitis in 
Nanchong of Sichuan. Lin Chung Er Bi Yan Hou Tou Jing Wai Ke Za Zhi 2016;30:1725-8.
PUBMED

 97. Wang W, Huang X, Chen Z, Zheng R, Chen Y, Zhang G, et al. Prevalence and trends of sensitisation to 
aeroallergens in patients with allergic rhinitis in Guangzhou, China: a 10-year retrospective study. BMJ 
Open 2016;6:e011085. 
PUBMED | CROSSREF

 98. Huang Z, Feng W, Wei W, Yang B, Wang L. Prevalence of food-allergen and aeroallergen sensitization 
among people in Sichuan, Western China: an 8-year observational study. J Clin Lab Anal 2019;33:e22723. 
PUBMED | CROSSREF

 99. Lin H, Lin R, Li N. Sensitization rates for various allergens in children with allergic rhinitis in Qingdao, 
China. Int J Environ Res Public Health 2015;12:10984-94. 
PUBMED | CROSSREF

 100. Sun BQ, Chen DH, Zheng PY, Huang HM, Luo WT, Zeng GQ, et al. Allergy-related evidences in relation 
to serum IgE: data from the China state key laboratory of respiratory disease, 2008-2013. Biomed Environ 
Sci 2014;27:495-505.
PUBMED

 101. Shen XL, Zhao D, Yan XH, Yang P, Feng NY, Wen WL, et al. Epidemiological investigation of allergic 
rhinitis in Ningxia. Zhonghua Er Bi Yan Hou Tou Jing Wai Ke Za Zhi 2017;52:491-6.
PUBMED

 102. Yang YP, Maimaiti Y, Wang Y, Wang LL, Tan GP, Zhang H. Changing analysis of allergic rhinitis inhalant 
allergen spectrum in Xinjiang region. Zhonghua Er Bi Yan Hou Tou Jing Wai Ke Za Zhi 2017;52:355-60.
PUBMED

 103. Zhang L, Han DM, Huang D, Wang CS, Wang XD, Zhou B, et al. Impacts of socioeconomic and 
environmental factors on self-reported prevalence of allergic rhinitis in eleven cities in China. Zhonghua 
Er Bi Yan Hou Tou Jing Wai Ke Za Zhi 2007;42:452-6.
PUBMED

 104. Wang XY, Ma TT, Wang XY, Zhuang Y, Wang XD, Ning HY, et al. Prevalence of pollen-induced allergic 
rhinitis with high pollen exposure in grasslands of northern China. Allergy 2018;73:1232-43. 
PUBMED | CROSSREF

 105. Liu ZG, Song JJ, Kong XL. A study on pollen allergens in China. Biomed Environ Sci 2010;23:319-22. 
PUBMED | CROSSREF

 106. Cheng S, Yu YM, Ran B. Species and distribution of airborne pollen plants in major cities of China. Chin J 
Allergy Clin Immunol 2015:136-41.

 107. Liu GH. Clinical allergy. Beijing: People's Medical Publishing House; 2014.

 108. Di Lorenzo G, Mansueto P, Pacor ML, Rizzo M, Castello F, Martinelli N, et al. Evaluation of serum s-IgE/
total IgE ratio in predicting clinical response to allergen-specific immunotherapy. J Allergy Clin Immunol 
2009;123:1103-10, 1110.e1-4. 
PUBMED | CROSSREF

 109. Jutel M, Jaeger L, Suck R, Meyer H, Fiebig H, Cromwell O. Allergen-specific immunotherapy with 
recombinant grass pollen allergens. J Allergy Clin Immunol 2005;116:608-13. 
PUBMED | CROSSREF

 110. Würtzen PA, Lund G, Lund K, Arvidsson M, Rak S, Ipsen H. A double-blind placebo-controlled birch 
allergy vaccination study II: correlation between inhibition of IgE binding, histamine release and 
facilitated allergen presentation. Clin Exp Allergy 2008;38:1290-301. 
PUBMED | CROSSREF

204https://e-aair.org https://doi.org/10.4168/aair.2021.13.2.177

China Consensus Document on Allergy Diagnostics

http://www.ncbi.nlm.nih.gov/pubmed/25149490
https://doi.org/10.1007/978-1-4939-1173-8_11
http://www.ncbi.nlm.nih.gov/pubmed/19824887
https://doi.org/10.1111/j.1398-9995.2009.02169.x
http://www.ncbi.nlm.nih.gov/pubmed/24404393
https://doi.org/10.4168/aair.2014.6.1.47
http://www.ncbi.nlm.nih.gov/pubmed/28839248
https://doi.org/10.1038/s41598-017-10111-9
http://www.ncbi.nlm.nih.gov/pubmed/29871184
http://www.ncbi.nlm.nih.gov/pubmed/27188812
https://doi.org/10.1136/bmjopen-2016-011085
http://www.ncbi.nlm.nih.gov/pubmed/30461057
https://doi.org/10.1002/jcla.22723
http://www.ncbi.nlm.nih.gov/pubmed/26371014
https://doi.org/10.3390/ijerph120910984
http://www.ncbi.nlm.nih.gov/pubmed/25073908
http://www.ncbi.nlm.nih.gov/pubmed/28728236
http://www.ncbi.nlm.nih.gov/pubmed/28558454
http://www.ncbi.nlm.nih.gov/pubmed/17702422
http://www.ncbi.nlm.nih.gov/pubmed/29322523
https://doi.org/10.1111/all.13388
http://www.ncbi.nlm.nih.gov/pubmed/20934121
https://doi.org/10.1016/S0895-3988(10)60070-0
http://www.ncbi.nlm.nih.gov/pubmed/19356792
https://doi.org/10.1016/j.jaci.2009.02.012
http://www.ncbi.nlm.nih.gov/pubmed/16159631
https://doi.org/10.1016/j.jaci.2005.06.004
http://www.ncbi.nlm.nih.gov/pubmed/18510696
https://doi.org/10.1111/j.1365-2222.2008.03020.x


 111. van Neerven RJ, Wikborg T, Lund G, Jacobsen B, Brinch-Nielsen A, Arnved J, et al. Blocking antibodies 
induced by specific allergy vaccination prevent the activation of CD4+ T cells by inhibiting serum-IgE-
facilitated allergen presentation. J Immunol 1999;163:2944-52.
PUBMED

 112. La Rosa M, Ranno C, André C, Carat F, Tosca MA, Canonica GW. Double-blind placebo-controlled 
evaluation of sublingual-swallow immunotherapy with standardized Parietaria judaica extract in children 
with allergic rhinoconjunctivitis. J Allergy Clin Immunol 1999;104:425-32. 
PUBMED | CROSSREF

 113. Baron-Bodo V, Horiot S, Lautrette A, Chabre H, Drucbert AS, Danzé PM, et al. Heterogeneity of antibody 
responses among clinical responders during grass pollen sublingual immunotherapy. Clin Exp Allergy 
2013;43:1362-73. 
PUBMED | CROSSREF

205https://e-aair.org https://doi.org/10.4168/aair.2021.13.2.177

China Consensus Document on Allergy Diagnostics

http://www.ncbi.nlm.nih.gov/pubmed/10453043
http://www.ncbi.nlm.nih.gov/pubmed/10452766
https://doi.org/10.1016/S0091-6749(99)70388-X
http://www.ncbi.nlm.nih.gov/pubmed/24261946
https://doi.org/10.1111/cea.12187

	China Consensus Document on Allergy Diagnostics
	INTRODUCTION
	PATHOGENESIS OF ALLERGY
	Mechanism of IgE-mediated allergy
	Mechanism of non-IgE-mediated allergy

	STANDARDIZATION OF ALLERGY DIAGNOSTICS PROCESS
	In vivo allergen tests
	Skin test
	APT
	Patch test

	In vitro allergen tests
	tIgE test
	sIgE test
	sIgG4 test
	BAT


	COMMON AEROALLERGENS AND THEIR DISTRIBUTION IN CHINA
	Screening panels of aeroallergens

	CLINICAL RESPONSE INDICATORS OF AIT
	CONCLUSION AND PERSPECTIVES
	REFERENCES


