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Abstract

Aim: Allergic diseases such as cow’s milk allergy (CMA) are increasing in early childhood. Exclusive breastfeeding is recommended for infants in the first 
6 months of life. However, when breast-feeding is insufficient or unavailable, there are differing beliefs about the best formula substitute for infants with CMA, 
dependent on availability and local healthcare systems. If an infant suffers from CMA, current international food allergy guidelines recommend casein or whey 
extensively hydrolyzed formulas (eHF) or amino acid-based formulas (AAF) in case of severe symptoms. Hydrolyzed rice formulas (HRF) are considered an 
alternative to casein or whey eHF where available.

Methods:  To understand how HRF are being used, their position in the management of CMA, and generate consensus on indications for use, a HRF-focused 
workshop of healthcare professionals from Latin America with expertise in pediatric food allergy was convened in October 2021. 

Results: Experts provided diverse viewpoints based on their different specialties, locations, and healthcare settings. This short communication briefly 
summarizes the outputs from this meeting. During the consensus part of the meeting, an approach to the dietary management of CMA was discussed and 
approved by all participants.

Conclusions:  Agreement was reached among experts that where casein or whey eHF is appropriate per international guidelines, extensively HRF could 
also be considered as a first-line option as part of the dietary management of CMA.

 ABBREVIATIONS 
AAF: Amino Acid-based Formulas; CMA: Cow’s Milk Allergy; 

DRACMA: World Allergy Organization (WAO) Diagnosis and 
Rationale for Action against Cow’s Milk Allergy; eHF: Extensively 
Hydrolyzed Formulas; HCP: Healthcare Professionals; HRF: 
Hydrolyzed Rice Formulas; IU: International Unit; LATAM: Latin 
America; WHO: World Health Organization

INTRODUCTION
Cow’s milk allergy (CMA) is one of the most common food 

allergies in infants and young children and, if not adequately 
managed, can adversely impact growth and development 

[1,2] and affect a family’s quality of life [3]. The World Health 
Organization (WHO) recommends exclusive breastfeeding for 
the first 6 months of life followed by the introduction of healthy 
complementary foods. When breastfeeding is not possible, 
formulas that are hypoallergenic and shown to meet infants’ 
nutritional needs for growth and development are healthy 
alternatives [4,5].

In European children, CMA prevalence ranges from 1.9% to 
4.9% [2]. However, little is known about the frequency of CMA 
in Latin America (LATAM) [6]. A search of published literature 
indicates a CMA prevalence of 0.4% to 5.2% [7-12]. Data from 
Costa Rica and Honduras are not applicable [13,14]. The 
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prevalence of CMA across LATAM appears to depend on the 
methodology used to establish a diagnosis of CMA; therefore, 
predicted estimates may differ from actual rates in real-
world settings. As recommended by international food allergy 
guidelines, challenge tests (open or double placebo) should be 
used to confirm the diagnosis [15,16].

The diagnosis and management of CMA varies based on 
clinical setting and location and is a challenge in pediatric 
practice [17]. Furthermore, as nonallergic food reactions are 
often confused with CMA symptoms, this leads to overdiagnosis 
of CMA in LATAM [17]. CMA management is diverse in LATAM 
and there is poor adherence to the clinical practice guidelines due 
to these variations in clinical setting and area of specialty [18]. 
Several regional LATAM cow’s milk allergy guidelines and/or 
publications focus on management of CMA [17-20], with LATAM 
guidelines recommending using casein or whey extensively 
hydrolyzed formula (eHF) as a first-line option for infants with 
CMA [17,20]. HRF is defined as a therapeutic formula according 
to these guidelines, as it is considered to be one that is tolerated 
by at least 90% of the patients with CMA (with 95% confidence 
interval) [17,20]. The Latin American Society for Pediatric 
Gastroenterology, Hepatology and Nutrition recently published 
a consensus on the diagnostic and therapeutic criteria for CMA. 
The authors surmised that HRFs, in general, are less costly than 
eHFs, more palatable, and more trusted by vegan/vegetarian 
families. Current HRFs have a good safety profile, with reported 
arsenic levels within permissible exposure limits. If an eHF is 
not available, unaffordable, or the infant refuses to drink it, HRF 
can be considered a suitable second-line option [20]. Prominent 
international food allergy guidelines from leading world allergy 
organizations endorse casein or whey eHF or amino acid formula 
(AAF), depending on the diagnosis and severity of symptoms. 
Hydrolyzed rice formulas are considered an alternative to casein 
or whey eHF where available [15,16]. Due to these conflicting 
regional and international CMA guidelines, an Expert LATAM 
group was convened to provide an up-to-date assessment on the 
role of HRF in CMA dietary management.

This publication summarizes the discussions and consensus 
from a 2021 LATAM experts’ meeting roundtable discussing 
the role of HRF in the dietary management of infants with CMA 
where breastmilk is insufficient or not available.

MATERIALS AND METHODS
In October 2021, a virtual roundtable was hosted for 

healthcare professionals (HCPs) in the LATAM region (five 
pediatric gastroenterologists and two pediatric allergists/
immunologists). Representative countries included Ecuador, 
Panamá, México, Colombia, Chile, and Venezuela. The primary 
goal of the roundtable was to align on a set of recommendations 

HCPs could use to determine when and where to initiate HRF 
compared with casein or whey eHF (Figure 1).

The workshop was divided into two sections: review of the 
recent evidence-based research summarizing the clinical evidence 
of HRF in the dietary management of CMA [2], and a facilitated 
discussion on consensus statements on the use of HRF for HCPs in 
the LATAM region. For the development of a regional consensus 
on the use of HRF for CMA in the LATAM region, a structured 
quantitative method was used to expediate the discussion and 
reach a consensus [21]. Statements were developed before the 
meeting based on the most recent international food allergy 
guidelines and recommendations [15,16,22]. At the meeting, 
each statement was discussed comprehensively within the 
group. All group members (n=7) then voted anonymously on 
each statement (using an online voting Zoom poll by clicking a 
box for “agreement” or “disagreement.” Poll results were tallied).

RESULTS AND DISCUSSION 
All consensus statements were significantly edited/co-

created by the HCPs in attendance – stimulus was presented, 
and the HCPs crafted appropriate statements. Final agreed-upon 
statements are presented in Table 1.

During the meeting, experts discussed the positive attributes 
of HRF. Palatability was highlighted as a key differentiating factor 
compared with other commonly recommended hypoallergenic 
formulas. There was also consensus on the robustness and quality 
of the data surrounding hypoallergenicity of HRF, as well as the 
ability of this formula to effectively alleviate CMA symptoms. 
These views are based on currently available data from clinical 
studies, as reviewed by Dupont and colleagues [2]. Other 
strengths noted during the discussion included HRF’s robust 
protein content and the minimal immunogenicity produced. It 
was noted that if these advantages are coupled with widespread 
distribution and a competitive cost, there is great potential for 
uptake of HRF as a first-line CMA dietary management option.

The experts did note the need for more long-term studies 
showing that infants who use HRF experience balanced and 
satisfactory global growth and development, to guarantee a 
proper evolution and progression of all parameters and biological 
indicators. During the meeting, it was also noted that more 
studies on bone mineralization are needed, not only for HRF, but 
for all formulas indicated for CMA dietary management. It would 
be interesting to better understand whether HRF are capable of 
inducing oral tolerance. It is clear more longitudinal long-term 
studies are needed to clarify these very important issues.

Experts also discussed the key attributes of HRF, such as 
hypoallergenicity, palatability, competitive cost compared with 
AAF, free from residual cow’s milk protein and lifestyle suitability 

1. Review the diagnosis and management of CMA in the LATAM region. 
2. Define the evidence-based benefits of HRF specifically in regard to hypoallergenicity, growth and development, efficacy, nutritional validity, and diet suitability.
3. Align on the clinical benefits of HRF in CMA dietary management, compared with other extensively hydrolyzed formulas.
4. Align on a set of recommendations HCPs can use to determine when and where to initiate HRF compared with casein or whey eHF.

Figure 1: Meeting Objectives/Goals 
CMA: Cow’s Milk Allergy; HCP: Healthcare Professional; HRF: Hydrolyzed Rice Formula; LATAM: Latin America.
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Table 1: LATAM Consensus Statements on the Use of HRF.

6 cm Statement Agreement

1 Human milk is the gold standard for feeding in healthy infants and for infants with CMA. 100%

2
In infants with suspected CMA, breastfed, strict exclusion of cow's milk-containing foods from the maternal and/
or infant diet for 2–4 weeks is recommended in infants <12 months of age, followed by a challenge test to confirm 
a diagnosis of CMA. It is suggested to supplement the mother with calcium 1000 mg and vitamin D 600 IU/day.

100%

3
In formula-fed infants <12 months of age with suspected CMA, strict exclusion of cow's milk-containing foods 
and substitution of the formula for 2–4 weeks is recommended. A challenge test to confirm a diagnosis of CMA is 
recommended.

100%

4 The current strategy for nutritional management of CMA is allergen avoidance. By definition, an extensively HRF 
does not contain cow's milk protein. 100%

5 In several clinical studies, extensively HRF has shown efficacy in infants and children with CMA. 100%

6 Several studies have shown that children fed the extensively HRF have shown adequate weight and height gain.* 100%

7 Where casein or whey eHF is appropriate per international guidelines, an extensively HRF could also be considered 
as a first-line option as part of the dietary management of CMA. 100%

8 There are clear and compelling nutritional differences between HRF and plant-based drinks. Plant-based drinks 
including rice drinks are not an alternative for the nutritional management of CMA in children under 2 years of age. 100%

Abbreviations: CMA: Cow’s Milk Allergy; eHF: Extensively Hydrolyzed Formula; HRF: Hydrolyzed Rice Formula; IU: International Unit. *Each 
specific HRF should be studied. All hypoallergenic formulas should have longer-term studies/measures of other variables (e.g., bone mineralization).

1. Human milk is the gold standard for feeding in healthy infants and for infants with CMA. 

2. There is consensus that choosing an appropriate formula is contingent on the patient’s diagnosis and age. 

3. In general, and according to current international food allergy guidelines, Latin-American HCPs prescribe casein or whey eHF as the first-line 
option for infants with CMA. However, most experts agree that HRF represent an alternative in the management of patients with CMA.

4. Positive attributes of HRF cited during the meeting include hypoallergenicity, palatability, cow’s milk protein-free, and lifestyle suitability (e.g., 
vegetarian, Halal, Kosher).*

The 2014 LATAM guidelines note that HRF has been shown to be useful in the treatment of CMA [17]. Therefore, the consensus statements 
following this roundtable will be a crucial step in promoting a wider and deeper discussion regarding the potential benefits of using HRF as 
part of the dietary management of infants with CMA.

Consensus statements were developed based on the most recent international food allergy guidelines and recommendations [15, 16, 22]. All 
statements were significantly edited/co-created by the HCPs in attendance – stimulus was presented, and the HCPs crafted and agreed upon 
appropriate statements.

This consensus is in alignment with DRACMA guidelines [15], which state HRF can be considered an alternative to eHF where available. 
DRACMA treatment guidelines are scheduled to be updated in 2022 [23, 24].

There is potential for HRF to be used as a first-line option for dietary management of CMA in the LATAM region. Additional clinical research 
and experience is necessary to build further confidence in the use of HRF as a first-line treatment for CMA.

Figure 2: *Please check with the infant formula manufacturer to ensure a product is certified vegetarian, Kosher or Halal.
Abbreviations: CMA: Cow’s Milk Allergy; DRACMA: World Allergy Organization (WAO) Diagnosis and Rationale for Action against Cow's Milk 
Allergy; eHF: Extensively Hydrolyzed Formula; HCP: Healthcare Professional; HRF: Hydrolyzed Rice Formula; LATAM: Latin America. 

(e.g., vegetarian, Halal, Kosher). [Please check with the infant 
formula manufacturer to ensure a product is certified vegetarian, 
Kosher, or Halal].

CONCLUSION 
A summary of key findings from this workshop is reported 

below (Figure 2). This roundtable meeting illustrated that HRF 
have the potential to be widely used and accepted in the LATAM 
region and can be used as a first-line option for the dietary 
management of CMA. The consensus statements developed at 

this meeting are based on LATAM expert opinion and consider 
the use of HRF in the dietary management of CMA. 
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