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OBJECTIVES

1. Review a recent randomized clinical trial addressing patients with low-
risk penicillin allergy

2. Highlight a beta-lactam allergy delabeling intervention in a community
hospital



Washington State Data

*  NHSN Patient Safety Component - Annual Hospital Survey:

*44. Our facility has a policy or formal procedure for other interventions to ensure optimal use of antibiotics: (Check all
that apply.)

0 Early administration of effective antibiotics to optimize the treatment of sepsis

1 Treatment protocols for Staphylococcus aureus bloodstream infection

01 Stopping unnecessary antibiotic(s) in new cases of Clostridioides difficile infection (CDI)

00 Review of culture-proven invasive (for example, bloodstream) infections

1 Review of planned outpatient parenteral antibiotic therapy (OPAT)

I The treating team to review antibiotics 48-72 hours after initial order (specifically, antibiotic time-out).
[J Assess and clarify documented penicillin allergy

I Using the shortest effective duration of antibiotics at discharge for common clinical conditions (for example,
community-acquired pneumonia, urinary tract infections, skin, and soft tissue infections)

1 None of the above

CDC 57.103 (Front) Rev. 14, v11.1 150f 21

* Percentage of hospitals in WA answering “Yes” in 2022 = 29%
*  26% of critical access hospitals
*  18% of all other acute care facilities
* Survey had a 92% response rate from all WA hospitals

Wgsh”’]g‘l'on STG‘I'e Depgr‘l‘men‘l‘ Of HeOHh | 3 2022 Patient Safety Annual Hospital Survey Form (cdc.gov)


https://www.cdc.gov/nhsn/forms/57.103_pshospsurv_blank.pdf
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Efficacy of a Clinical Decision Rule to Enable Direct Oral Challenge
in Patients With Low-Risk Penicillin Allergy
The PALACE Randomized Clinical Trial

Reported penicillin allergies are
common, <5% are truly allergic

Penicillin allergy labels prevent patients
from getting preferred antibiotics

Penicillin allergy testing can be onerous

Washington State Department of Health | &

Copaescu AM et al. JAMA Int Med 2023;183(9):944-52.



Efficacy of a Clinical Decision Rule to Enable Direct Oral Challenge
in Patients With Low-Risk Penicillin Allergy
The PALACE Randomized Clinical Trial

e |s oral penicillin challenge non-inferior to standard of care
(penicillin skin testing followed by oral challenge) in
patients with low-risk penicillin allergy?

Objective

e Open-label, multicenter randomized clinical trial
e Non-inferiority margin: 5%

Outpatient clinics in 6 medical centers in North America
and Australia

June 2018 — December 2022

Setting
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Copaescu AM et al. JAMA Int Med 2023;183(9):944-52.



Efficacy of a Clinical Decision Rule to Enable Direct Oral Challenge
in Patients With Low-Risk Penicillin Allergy
The PALACE Randomized Clinical Trial

PEN Penicillin allergy reported by patient . Ifyes, proceed with assessment
F | Fiveyearsor less since reaction? | 2 points
s A | Anaphylaxis or angioedema
PEN-FAST ] OR | | 2points
S Severe cutaneous adverse reaction?
externally
va l | d ate d too l T Treatment required for reaction? i | 1point
Q I | Total points
h Interpretation | s
| Points . .
=S Patients reporting
10 - Very low risk of positive penicillin allergy test <1% (<1 in 100 patients reporting penicillin allergy) adverse events
h h
11-2, Low risk of positive penicillin allergy test 5% (1 in 20 patients) ( eadac €
S nausea)
3 | Moderate risk of positive penicillin allergy test 20% (1 in 5 patients) not eli gi ble

_____

E4-5§ High risk of positive penicillin allergy test 50% (1 in 2 patients)
- Trubiano JA et al. JAMA Int Med 2020;180(5):745-52.



Efficacy of a Clinical Decision Rule to Enable Direct Oral Challenge
in Patients With Low-Risk Penicillin Allergy
The PALACE Randomized Clinical Trial

Primary Outcome:
Positive penicillin
oral challenge

(ContrOI) @

Skin testing = Oral
challenge

Direct oral penicillin
challenge

Physician verified
immune-mediated
(Intervention) reaction

<1 hour
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Copaescu AM et al. JAMA Int Med 2023;183(9):944-52.



Efficacy of a Clinical Decision Rule to Enable Direct Oral Challenge
in Patients With Low-Risk Penicillin Allergy

The PALACE Randomized Clinical Trial

FINDINGS

The intervention was found to be noninferior to the control for the
primary outcome in adults with low-risk penicillin allergy

Proportion of participants with a positive
oral penicillin challenge

Other Findings:

No difference in delayed immune reactions up to 5
days

Penicillin allergy was removed in 186/190 of the
control and 186/187 of the intervention group.
94% of participants had a PEN-FAST score <2.

Take-Aways:

Control Intervention
0.5% 0.5%
10f 190 participants 10f 187 participants

Risk difference, 0.0084 (90% Cl, -1.22 to 1.24) percentage points,
which is less than the noninferiority margin

For patients with PEN-FAST score of 0-1 = Direct
oral challenge

Shorter time in clinic

Less expensive

Less labor-intensive

Adaptable to inpatient and outpatient settings
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Beta-lactam comprehensive allergy management program
(CAMP) in a community medical center

Beta-lactam antibiotics = most
common drug allergy class

Many “allergies” are misclassified
adverse drug reactions or intolerances

Limited data about allergy de-labeling
programs in community hospitals

Washington State Department of Health | 10

Vyas L et al. ASHE 2023;3(1):e189.



Beta-lactam comprehensive allergy management program
(CAMP) in a community medical center

e Facilitate complete beta-lactam allergy history
documentation in the electronic medical record (EMR)

¢ |ncrease beta-lactam utilization

Objective

e Quasi-experimental (before & after) study
e |nterrupted time-series analysis

e Non-teaching, urban community medical center within a
multi-hospital system in NJ

e |npatients with documented beta-lactam allergy + on abx

Setting
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Beta-lactam comprehensive allergy management program
(CAMP) in a community medical center

o/

Pre-intervention Post-intervention

12/1/18 - 4/1/19 1/4/21-5/4/21
n=184 n =208
O == 5
o — || Primary outcome @ Secondary outcome
S Z e Complete allergy histories e Inpatient beta-lactam DOT
documented in the EMR per 1000-days-present

Washington State Department of Health | 12
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Table S1. Medication Allergy History Interview Tool

Patient Questionnaire?’-2!

What medication or medication class was the allergy to? Median
What route of administration was the medication? (e.g. IV, PO, IM, SC) inte rVIe.W time:
10 minutes

What were you taking the medication for? What else were you sick with at the time? (e.g. (IQR: 5-15)
viral infection, bacterial infection, etc.)
How many doses of the medication did you take before the reaction?
What was the reaction? If rash, do you have a photo?
How long ago did the reaction occur? Responses

. I : documented in
How long after taking the antibiotic did the reaction occur? the EMR

How and when did the reaction resolve?

Were you hospitalized and/or given medication to treat the reaction?

Were you taking any other medications at the time of reaction?

What antibiotics do you normally take when you are sick?
(e.g. penicillin, amoxicillin, amoxicillin-clavulanate, ceftriaxone, cefepime, doxycycline,
ciprofloxacin, etc.)

Do you have a family history of beta-lactam allergy without a personal history of the allergy?

Were you ever referred to an allergy specialist? If yes, when and what was the result?

Other comments:

Vyas L et al. ASHE 2023;3(1):e189.




Figure S1: Medication Allergy Assessment Algorithm

: Consider challenge with advanced
0 Low Risk Beta—lactam challen
. ' ontact 1D ol eNge generation cephalosporin or carbapenem*
Adverse drug reaction: nausea, vomiting, diarrhea, comult recommended Consider agents with dissimilar side

headache, etc.

(Amoxicillin 500 mg PO; monitor for 1h; if

Itching without rash negative, challenge with drug of choice)
Family history of beta-lactam allergy without personal history Date/time: Negative Remove allergy in EMR
of allergy Result: Transitions of care

1 Moderate Risk Consider challenge with advanced

eching with rashandjor Hives ontact ID fo Refer to allergist for /m generation cephalosporin or carbapenem*
consult 2 e 5 : Consider agents with dissimilar side

IgE-mediated features > 10 years ago penicillin skin testing (PST)

Onset of angioedema, flushing, wheezing, shortness of breath,

chest tightness or bronchospasm < 4 hours of exposure Date/time:
Unable to describe reaction Result: Negative Remove allergy in EMR
Transitions of care
0 High Risk

IgE-mediated features < 10 years ago

Anaphylaxis, hemolytic anemia, drug fever, seizures

Serum sickness: fever, rash, and joint pain days to weeks after Consider avoiding bet-actams?
exposure ' Update allergy documentation

Rash with blistering or skin detachment, mucosal and/or organ
involvement

Hospitalization for the allergic reaction * Consult ID, allergist, or pharmacist for

Vyas L et al. ASHE 2023;3:e189, 1-7. Vyas L et al. ASHE 2023;3(1)-e189.



Beta-lactam comprehensive allergy management program
(CAMP) in a community medical center

Results:

Complete allergy histories increased by 19.8%

Average weekly beta-lactam use

increased by 9.34 DOT/1000DP

-
o
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0.6
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51.9% \/
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p=0.002
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Beta-lactam comprehensive allergy management program
(CAMP) in a community medical center

Other Results: Take-Aways:
* Non-teaching community hospitals can
Antibiotic Utilization in DOT per 1000 days-present successfully implement penicillin /
m beta-lactam allergy interventions
Penicillins 6.5 433 * History-taking is a simple intervention
Cephalosporins /4.4 181.8 * Patients at low-risk for beta-lactam
Carbapenems 46.0 60.6 allergy can proceed directly to oral
challenge
* Greater confidence in proceeding .

Don’t forget to communicate antibiotic
allergy removal across the care
spectrum!

directly to oral challenge in low-risk
patients
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U.S. Antibiotic Awareness Week: Nov. 18 - 24, 2023

Thank you!
Let us know about the work you are doing.
ams@doh.wa.gov

Penicillin Allergy Delabeling | Washington State Department of
Health
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