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Reply to ‘‘Nasal cromolyn in the
treatment of rhinitis’’
To the Editor:
Strauss,1 as a response to our review,2 suggests intranasal

cromolyn sodium (NasalCrom) as a treatment option for patients
with allergic rhinitis (AR).

As stated by Strauss, the clinical benefits of intranasal
cromolyn sodium are inferior to intranasal corticosteroids based
on randomized clinical trials.3,4 Intranasal cromolyn sodium has
shown efficacy when compared with placebo, and thus is an op-
tion for patients as an over-the-counter medication.5 Given its
safety profile and current evidence, its use is likely most favorable
for those who cannot tolerate intranasal corticosteroids or require
short-term prevention before known exposures.6,7 In addition,
intranasal cromolyn sodium is an option for treatment of AR in
pregnant patients.6

In summary, intranasal cromolyn sodium is a pharmacological
treatment option, particularly as an add-on or second-line
treatment for AR.
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Oral food challenge protocol for
food protein-induced enterocolitis
syndrome: time for a change?
To the Editor:
We read with interest the paper by Guenther et al1 on the food

protein–induced enterocolitis syndrome (FPIES) oral food chal-
lenge (OFC). In particular, their study aimed to assess whether
a single-serving dose was sufficient to elicit FPIES symptoms,
or an additional serving dose, after 2-3 hours of observation,
was needed. Indeed, the international consensus guidelines2 on
FPIES suggested administering the challenge food at the dose
of 0.06 to 0.6 g/kg of body weight divided into 3 equal doses
over 30 minutes, followed after 2-3 hours by a full-serving
dose, when a low amount of food protein was given. The authors1

found that all positive OFCs (10 of 88 [11%]) occurred after the
single divided dose, and not even 1 reaction occurred after the
administration of the additional full dose. The study concluded
that, as the additional serving dose was not necessary to provoke
symptoms, the actual FPIES-OFC protocol2 should be refined.

Our group has recently published a study3 on a modified FPIES-
OFC protocol; because FPIES is a non–IgE-mediated allergy, we
believe that, to unveil the trigger dose, a longer observation time be-
tween food dosesmust be taken into consideration to allow the symp-
toms to occur. Thus, we adopted an OFC protocol, starting from the
administration of 25% of the serving dose. After 4 hours, in the
absence of symptoms, we administered the remaining 75% of the
serving dose.Ourworkdemonstrated that thefirst single administered
dose, corresponding to a quarter of full dose, calculated as 0.3 g of
food protein/kg of body weight, was sufficient to trigger symptoms
in all positiveOFCs (19of 54), and the symptomsoccurredwith ame-
dian time latency of 120 minutes (range, 60-230 minutes).

Conversely, Guenther et al’s study1 found amedian trigger dose
of 0.35 g/kg corresponding to 50%-100% of the full age-
appropriate serving dose with a time latency between the comple-
tion of the initial divided dose and the occurrence of symptoms
within 2-3 hours. However, the required trigger dose may have
been overestimated because, administering 3 equal doses over
30 minutes, the authors are not enabled to know if the symptoms
were elicited by the first, the second, or the last dose.

Many reports4-7 on the FPIES-OFC protocol have been pub-
lished. Our experience is in agreement with the findings by
Infante et al,4 which showed that 25% of the full dose is enough
to provoke reactions and that the observational time between
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the first and the second dose should be longer than 30 minutes. On
the contrary, it is in disagreement with Wang et al’s results,6

which showed that one-third of the serving dose was necessary
to have positive OFCs (57%), but the remaining challenges failed
at home at a higher food dose.

More research data are needed to find out a valid alternative
OFC protocol to the one currently used.2 The ideal one should
elicit symptoms at the lowest dose, and for that reason, the inter-
val from the doses should be longer at least 2-3 hours.
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Reply to ‘‘Oral food challenge protocol
for food protein-induced enterocolitis
syndrome: time for a change?’’
To the Editor:
We would like to thank Barni et al for their comments.1 Food

protein–induced enterocolitis (FPIES) is a non–IgE-mediated
food allergy in which infants and toddlers present with delayed
vomiting with or without diarrhea, 15% in shock.2 There is
currently no biomarker to aide in diagnosis, no biomarker to
aide in determination of causative food(s), and no biomarker
to assess when one has outgrown the allergy. Oral food chal-
lenges (OFC) are currently the only way to clearly identify if a
particular food is a trigger and whether a child has outgrown
the allergy.

In 2017, the International Guidelines on FPIES were pub-
lished.2 Within the guidelines, a suggested FPIES OFC protocol
based on literature at that time was described (administer chal-
lenged food at a dose of 0.06 to 0.6 g/kg of body weight divided
into 3 equal doses over 30 minutes, often followed by a full
serving 2 to 3 hours later with a second observation period).
Although clinicians may use this protocol, questions as to the
necessity of a divided dose early on and/or reaching full serving
size have been raised. As such, there are additional publications
using modified approaches to FPIES OFC.3-5

In 2019, we published our experience with the modified FPIES
OFC protocol using single dose one-third serving size, based on
food and age of child, followed by a 4-hour observation period and
home introduction over 9 to 12 days.3 We performed 169 FPIES
food challenges in which 30 patients (18%) had positive chal-
lenges, 17 on day of the challenge (57%) and 13 during updosing
at home (43%).3 Of the 13 who reacted at home, all were charac-
terized by delayed diarrhea and 3 had vomiting. These reactions
occurred early on in updosing either day of initial challenge or
within first few days (not reaching a serving size) and only 1 sought
additional medical care but did not need intervention.

In 2019, Barni et al4 published their experiencewith a modified
FPIES OFC protocol in which patients were given the initial dose
equivalent to 25% serving size, followed by a 4-hour observation
period, and those who did not react received the remaining 75%
serving size followed by an additional 4-hour observation period.
In their cohort of 54 patients, 19 patients (35%) had positive chal-
lenges, all of whom reacted after the 25% serving size. The
remainder who did not react never reacted.

Most recently, in this JACI in Practice commentary, the difference
was highlighted. In our cohort,wehave childrenwhohave delayed re-
actions after FPIES OFC, albeit mild, and they do not. However, the
real question is: why is there a difference? First, we know that the pa-
tient population (children) and dosing amounts are similar. We give a
third of a serving size and they give a quarter of a serving size. Is the
difference due to thenumber of patients in each cohort, 54versus 169?
Wedoseemorepatientsbutdonot think that is theansweror thewhole
answer. Interestingly,wehadanoverall reaction rateof18%compared
with their 35%. What about history of prior reaction? Although we
may be able to explain diarrhea recurrence in 5 of the patients with
a more chronic FPIES-type reaction history, we cannot use this to
explain the other 8 patients. What about severity of the original reac-
tion?We did not find this to be associatedwith delayed reaction in our
cohort. What about the food itself? Although there were some differ-
ences in foods challenged, milk was the most common food chal-
lenged in both populations. What about actual patient cohorts or
geographical region?We know there has been different temporal pat-
ternsestablished forpresentationandacquisitionof tolerance inFPIES
across different geographic areas.2 Additional data from cohorts in
other regions may help to establish if different patterns in food chal-
lenge reactions can be expected aswell.What about age of the patient
undergoing FPIES OFC or the time between last reaction and OFC?
Althoughwe are unsure of the age group challenged in Barni’s cohort
outside of thosewith a positive food challenge,we do know that in our
overall 169 patients, the mean age at the time of challenge was 37
months and the mean time to rechallenge from original exposure
was 31.4 months. Of the 13 patients with delayed reaction, we found
the timing to be similar, the mean age of time of challenge was 35
months and the mean time to rechallenge was 29 months.
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