Table 7. Drug Allergy

l%)l American Academy of
Allergy Asthma & Immunology

Referral Guideline

Rationale

Evidence Type

Patients with a history of penicillin allergy
who have a significant probability of requiring
future antibiotic therapy.

The vast majority of patients with a history of penicillin allergy can safely
use penicillins if an allergy evaluation, often including a penicillin skin test,
is performed. **

History alone is inadequate to rule out IgE mediated allergy to penicillin.

Penicillin skin testing in advance of need does not cause significant re-
sensitization. *”

Patients who are shown not to be allergic to penicillin may be able to use
more appropriate and potentially less toxic and/or expensive antibiotics. 810

Diagnostic

Indirect outcome (needed
penicillin treatment)

Patients with a history of penicillin allergy
where a penicillin class antibiotic is the drug

Skin tests may be negative in such patients, who can then safely receive
penicillin.5 Antibiotic desensitization in skin test positive patients renders

Indirect outcome
(needed penicillin

of choice. them transiently tolerant and induces negative skin test, indicating blocking | treatment)
of mast cell/IgE activation events. ****
Patients with histories of multiple drug Allergist/immunologists provide a comprehensive plan to evaluate the Diagnostic

allergy/intolerance

historical adverse drug reactions and provide suggestions on future
therapies to minimize risks.>%

Indirect outcome
(treatment with needed
medications)

Patients who may be allergic to protein
based bio-therapeutics and require use of
these materials

Allergist/immunologists perform skin testing using appropriate
concentrations and techniques to determine current sensitivity.ls'lg'23

For example, insulin desensitization allows for continued insulin therapy in
patients with prior systemic reactions.”**

Diagnostic

Indirect outcome
(treatment with needed
biotherapeutics)

Patients with histories of adverse reactions to
NSAID who require aspirin or other NSAID

AIIergist/immunologists accurately diagnose ASA/NSAID sensitivity through
challenge testing.2

Allergist/immunologists perform ASA desensitization in patients with
documented ASA sensitivity who require ASA for other medical
conditions.**?**%’

Desensitization in patients with ASA exacerbated respiratory disease may
improve the control of both upper and lower respiratory disease in these
patients.ls'ze'28

Diagnostic

Indirect outcome (needed
NSAID treatment)

Indirect outcome
(improved respiratory
symptoms)
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Referral Guideline

Rationale

Evidence Type

Patients who require chemotherapy
medication for cancer or other severe
conditions and have experienced a prior
hypersensitivity reaction to those
medications.

Desensitization allows for transient tolerance to chemotherapy medications
when there is no alternative treatment.”"**%*

Indirect outcome (needed
chemotherapy)

Patients with a history of possible allergic
reactions to local anesthetics.

Allergist/immunologists are able to perform skin testing and graded
challenge to find a safe local anesthetic for future use. Virtually all patients

Indirect outcome (needed
local anesthetic

with histories of reactions to local anesthetics can subsequently tolerate the | treatment)
same or an alternate agent.****
HIV-infected patients with a history of Graded TM-S challenges can identify patients who are not currently Diagnostic

adverse reactions to trimethoprim-
sulfamethoxazole (TM-S) who need this
therapy.

sensitive to the drug and allow patients with reactions during challenge to
. 5-41
subsequently tolerate the drug and safely continue therapy.

Indirect outcome (needed
TM-S therapy)

Patients with a history of reactions to
induction agents or to non-penicillin
antibiotics

Allergist/immunologists provide a comprehensive plan to evaluate the
historical adverse drug reactions and provide suggestions on future
therapies to minimize risks.*>* When no alternatives exist,
allergist/immunologists can supervise rapid desensitization protocols.?’

Diagnostic

Indirect outcome
(treatment with needed
medications)

References:

1. Mendelson LM, Ressler C, Rosen JP, Selcow JE. Routine elective penicillin allergy skin testing in children and adolescents: study of
sensitization. J Allergy Clin Immunol 1984; 73:76-81. Evidence grade: Il

2. Alvarez del Real g, Rose ME, Ramirez-Atamoros MT, et al. Penicilling skin testing in patients with a history of B-lactam allergy. Ann
Allergy Asthma Immunol 2007;98:355-59. Evidence grade: llI

3. Solensky R, Earl HS, Gruchalla RS. Penicillin allergy: prevalence of vague history in skin test-positive patients. Ann Allergy Asthma
Immunol 2000; 85:195-9. Evidence grade: lll

4. Solensky R, Earl HS, Gruchalla RS. Lack of penicillin resensitization in patients with a history of penicillin allergy after receiving repeated
penicillin courses. Arch Intern Med 2002; 162:822-6. Evidence grade: |l

5. Macy E, Mangat R, Burchette RJ. Penicillin skin testing in advance of need: Multiyear follow-up in 568 test result-negative subjects
exposed to oral penicillins. J Allergy Clin Immuno 2003; 111:1111-5. Evidence grade: llI

6. Nugent JS, Quinn JM, McGrath CM, Hrncir DE, Boleman WT, Freeman TM. Determination of the incidence of sensitization after penicillin
skin testing. Ann Allergy Asthma Immunol 2003; 90:398-403. Evidence grade: Il

7. Bittner A, Greenberger PA. Incidence of resensitization after tolerating penicillin treatment in penicillin-allergic patients. Allergy and
Asthma Proc 2004, 25:16-4. Evidence grade: IlI

February, 2011




10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

Macy E, Burchette RJ. Oral antibiotic adverse reactions after penicillin testing: multi-year follow-up. Allergy 2002; 57:1151-8. Evidence
grade: llI

Park M, Markus P, Matesic D, Li JTC. Safety and effectiveness of a preoperative allergy clinic in decreasing vancomycin use in patients
with a history of penicillin allergy. Ann Allergy Asthma Immunol 2006;97:681-87. Evidence grade: I

Frigas E, Park MA, Narr BJ et al. Pre-operative evaluation of patients with history of allergy to penicillin: comparison of 2 models of
practice. Mayo Clin Proc 2008;83:651-57. Evidence grade: I

Naclerio R, Mizrahi EA, Adkinson NF Jr. Immunological observations during desensitization. J Allergy Clin Immunol. 1983; 71:294.
Evidence grade: llI

Stark BJ, Earl HS, Gross GN, Lumry WR, Goodman EL, Sullivan TJ. Acute and chronic desensitization of penicillin-allergic patients using
oral penicillin. J Allergy Clin Immunol. 1987; 79:523-32. Evidence grade: IlI

Solensky R. Drug allergy: desensitization and treatment of reactions to antibiotics and aspirin. Clin Allergy Immunol 2004;18:585-606.
Evidence grade: IV

Borish L, Tamir R, Rosenwasser LJ. Intravenous desensitization to beta-lactam antibiotics. J Allergy Clin Immunol 1987; 80:314-19.
Evidence grade: llI

Allergy and Immunology Core Curriculum Outline 1996. Core Curriculum Subcommittee of the Training Program Directors. American
Academy of Allergy, Asthma and Immunology. J Allergy Clin Immunol 1996;98(6pt.1):1012-5, updated 2002
http://www.aaaai.org/professionals/careers/training_programs.stm Evidence grade: IV

Demoly P, Kropf R, Bircher A, Pichler WJ. Drug hypersensitivity: questionnaire. Allergy 1999; 54:999-1003. Evidence grade: IV
Gruchalla RS. Approach to the patient with multiple antibiotic sensitivities. Allergy and Asthma Proc 2000; 21:39-44. Evidence grade: IV
Macy E. Multiple antibiotic allergy syndrome. Immunol Allergy Clin N Am 2004; 24:533-43. Evidence grade: IV

Vemuir, P, Tripathi, A. Keefe, P. Individual drugs or problems: summary of useful techniques; IgE mediated reactions, presumptive or
proven. Allergy Asthma Proceedings 25, 349-357, 2004. Evidence grade: IV

Rotskoff, B, Saltoun, C, Su, F, Greenberger, PA. Individual drugs or problems: Summary of useful techniques; Drugs resulting in probable
or possible immunologically mediated reactions. Allergy Asthma Proceedings 25, 449-460, 2004. Evidence grade: IV

Grammer LC, Schafer M, Bernstein D, et al. Prevention of chymopapain anaphylaxis by screening chemonucleolysis candidates with
cutaneous chymopapain testing. Clin Orthop 1988; 234:12-5. Evidence grade: Il

Dykewicz MS, Kim HW, Orfan N, Yoo TJ, Lieberman P. Immunologic analysis of anaphylaxis to protamine component in neutral protamine
Hagedorn human insulin. J Allergy Clin Immunol 1994; 93:117-25. Evidence grade: IlI

Leonard PA, Woodside KJ, Guliuzza KK, Sur S, Daller JA. Safe administration of a humanized murine antibody after anaphylaxis to a
chimeric murine antibody. Transplantation 2002; 74:1697-700. Evidence grade: IlI

February, 2011



24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

Grammer LC, Metzger BE, Patterson R. Cutaneous allergy to human (recombinant DNA) insulin. JAMA 1984; 251:1459-60. Evidence
grade: Il

Gossain VV, Rovner DR, Mohan K. Systemic allergy to human (recombinant DNA) insulin. Ann Allergy 1985; 55:116-18. Evidence grade:
11

Simon RA, Prevention and treatment of reactions to NSAIDs. Clin Rev Allergy Immunol 2003; 24:189-98. Evidence grade: IV

Castells M. Rapid desensitization for hypersensitivity reactions to medications. Immunol Allergy Clin N Am 2009;29:585-606. Evidence
grade: IV

Stevenson DD, Aspirin desensitization in patients with aspirin exacerbated respiratory disease. Clin Rev Allergy Immunol 2003; 24:159-68.
Evidence grade: IV

Markman M, Kennedy A, Webster K, Kulp B, Peterson G, Belinson J. Paclitaxel-associated hypersensitivity reactions: Experience of the
gynecologic oncology program of the Cleveland Clinic Cancer Center. J Clin Onc, 2000; 18:102-105. Evidence grade: llI

Robinson JB, Singh D, Bodurka-Bevers DC, Wharton JT, Gershenson DM, Wolf JK. Hypersensitivity reactions and the utility of oral and
intravenous desensitization in patients with Gyn malignancies. Gyn Onc 2001; 82:550-58. Evidence grade: IlI

Lee CW, Matulonis UA, Castells MC. Carboplatinum hypersensitivity: A 6-hour 12 step protocol effective in 35 desensitizations in patients
with gynecological malignancies and mast cell/IgE mediated reactions. Gyn Onc, 2004;95:370-76. Evidence grade: IlI

Gall H, Kaufmann R, Kalveram CM. Adverse reactions to local anesthetics: analysis of 197 cases. J Allergy Clin Immunol 1996; 97:933-7.
Evidence grade: llI

Schatz M. Skin testing and incremental challenge in the evaluation of adverse reactions to local anesthetics. J Allergy Clin Immunol 1984;
74:606-16. Evidence grade: Il

Macy E, Schatz M, Zeiger RS. Immediate hypersensitivity to methylparaben causing false-positive results of local anesthetic skin testing
or provocative dose testing. The Permanente Journal 2002; 6:17-21. Evidence grade: Ill

Leoung GS, Stanford JF, Giordana MF, et al. American Foundation for AIDS Research (amFAR) Community-Based Clinical Trials
Network. Trimethoprim-sulfamethoxazole (TMP-SMZ) dose escalation versus direct rechallenge for Pneumocystis Carinii pneumonia
prophylaxis in human immunodeficiency virus-infected patients with previous adverse reaction to TMP-SMZ. J Infect Dis. 2001; 184:992-
7. Evidence grade: Ib

Bonfanti P, Pusterla L, Parazzini F, et al. The effectiveness of desensitization versus rechallenge treatment in HIV-positive patients with
previous hypersensitivity to TMP-SMX: a randomized multicentric study. Biomed Pharmacother. 2000; 54:45-9. Evidence grade: Ib

Asar N, Daneshvar H, Beall G. Desensitization to trimethoprim/sulfamethoxazole in HIV-infected patients. J Allergy Clin Immunol 1994;
93:1001-1005. Evidence grade: lll

February, 2011



38. Nguyen M, Weiss PJ, Wallace MR. Two-day oral desensitization to trimethoprim-sulfamethoxazole in HIV-infected patients. AIDS 1995;
9:573-575. Evidence grade: llI

39. Belchi-Hernandez J, Espinosa-Parra FJ. Management of adverse reactions to prophylactic trimethoprim-sulfamethoxazole in patients with
human immunodeficiency virus infection. Ann Allergy Asthma Immunol. 1996; 76:355-358. Evidence grade: lll

40. Rich JD, Sullivan T, Greineder D, Kazanjian PH. Trimethoprim/sulfamethoxazole incremental dose regimen in human immunodeficiency
virus-infected persons. Ann Allergy Asthma Immunol 1997; 79:409-414. Evidence grade: IlI

41. Demoly P, Messaad D, Sahla H, et al. Six-hour trimethoprim-sulfamethoxazole-graded challenge in HIV-infected patients. J Allergy Clin
Immunol 1998; 102:1033-1036. Evidence grade: IlI

February, 2011



