


Answers to questions from APAAACI Masterclass 21/6 2022 – Lene Heise Garvey
Testing for chlorhexidine – answers to these three questions:
· How do you do skin testing to chlorhexidine?
· Are specific IgE to chlorhexidine commercial? In case patients are in need of surgery, but they just got an peri/intra-op anaphylaxis, how long we can wait from the anaphylactic reaction for allergy testing?
· To Dr Garvey, may I know if you have sterile chlorhexidine in Denmark? is that used in IDT for chlorhexidine skin test?
Test protocol for chlorhexidine skin testing
Skin prick test with 5mg/ml=0.5% solution. If coloured version is used for prep before surgery test with that.
Intradermal test: We use a 10mg/ml=1% sterile non-coloured solution for IDT made up by our pharmacy, which is diluted to 0.002 mg/ml = 0.0002 % for IDT. Using higher concentrations will give false positive reactions. Sterile water has to be used for the first dilution steps as precipitation will occur with saline. Normal saline can be used for the last dilution step to get to 0.002 mg/ml. 
Specific IgE for Chlorhexidine is available from ThermoFisher Scientific and has a very high sensitivity and specificity. 

When should testing be performed?
For all drugs, including chlorhexidine, we advise skin-testing minimum 4 weeks after the reaction. Can be done before, but if negative and no cause is found it should be repeated. Specific IgE can be taken at the time of reaction (on tryptase sample from reaction) but if negative should be repeated after 4-6 weeks. In-vitro tests and skin tests may become negative over time, but there is no upper limit for how long before tests are no longer positive. So even if the reaction happened several years ago there is a chance you might find a positive skin test, so we recommend still testing even after a long time. 
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Testing for excipients
· To Dr. Garvey, Since you mentioned that excipients allergy are relatively rare, in what cases do you consider skin testing for excipients? (Because I think we don’t want to miss any possible culprits and we would like to ensure that patients who require subsequent anesthesia are evaluated and suggested to avoid the true culprits). Thank you.
Skin prick test is the recommended investigation in suspected PEG allergy, as systemic reactions often occur on IDT or provocation. Skin testing should be carried out with different molecular weight PEGs and may only be positive on high MW PEGs even if reactions occurred to a product with a lower MW. For procedure for skin testing in suspected PEG allergy see Bruusgaard-Mouritsen MA et al JACI 2022 (full reference below).
We have special focus on excipient testing in our centre and have a standard test series with PEGs, methylcelluloses, mannitol and povidone which is tested in all perioperative patients. In clinics where testing with excipients is not routinely done, it would be sufficient to identify potential gels, cements, sprays etc and do SPT with those. In cases where a culprit is not identified despite thorough testing with all other drugs and substances, it may be useful to do more formalized excipient testing. 
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Other questions:
· To Dr Garvey, what's your experience with alfa-gal anaphylaxis in periop settinng? Could this group of patient receive red-meat animal-derived heparin, esp in cardiothoracic surgery?
We have recently started including the alfa-gal specific IgE in our routine testpanel for perioperative hypersensitivity investigations as several animal derived products are used perioperatively. Especially in countries using gelofusine there may be a risk of reactions in alfa gal patients due to the large volumes infused. I do not have a lot of experience with this as we do not use gelatine based colloids in Denmark, but we have lots of alfa-gal patients, so we have focus on it. We have one single case of gelatin allergy, in a patient not sensitized to alfa-gal.
· Some patients with perioperative anaphylaxis underwent skin prick tests but showed negative reaction toward positive control, which led to cessation of the skin test. So we could only use the BAT results. Is this scenerio common in patients with suspcted POA in Denmark?
These cases are frustrating but relatively uncommon in our setting. We recommend to still perform skin test with the suspected drugs as the culprit can sometimes test positive even if the histamine control is negative.  If they are on medication inhibiting histamine which can be stopped ie antihistamines, you should so that and re-test. We never stop antidepressants or antipsycotics and in those patients we try to make the diagnosis with in-vitro test and we routinely proceed to provocation and will usually make the diagnosis in that way.
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