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Abstract

Background: Low lactase levels in Asian children appear to be genetically determined or rotavirus-induced
gastroenteritis. Consuming lactose-free formula in children with acute gastroenteritis may shorten
diarrhea's duration and increase weight gain. This study aims to determine whether lactose-free milk will
change the duration of diarrhea and weight gain in Vietnamese children aged 2-24 months with acute
gastroenteritis.

Materials and methods: A randomized control trial was performed on 66 children under 24 months of age
with acute gastroenteritis at the Gastroenterology Department of Can Tho Children’s Hospital. In adjunction
to oral rehydration solution, they received either a lactose-free formula (n=33) or a lactose-containing
formula (n=33).

Outcome measures: Diarrhea duration, weight gain, treatment failure, and days of hospitalization were all
studied.

Results: A total of 66 children participated in this trial, with a mean age of 13.4 £ 5.1 months, and 38
participants (57.6%) were male. There were no significant differences between the lactose-free formula
group and the lactose-containing formula group in the duration of diarrhea (2.2+0.8 days versus 2.4+0.9
days; P=0.321), percentage of weight gain (1.96 [IQR:1.35-2.36] percent vs. 2.29 [IQR:1.81-2.40] percent;
P=0.131), treatment failure rate (33.3% vs. 36.4%; P= 0.796), and days of hospitalization (5.8%+1.7 vs. 6.5%¥2.5
days; P=0.158).

Conclusions: It may not be necessary to use lactose-free milk routinely in Vietnamese children under 24
months with acute gastroenteritis as the duration of diarrhea, weight change, treatment failure rates, and
hospital stay are similar to those of children fed lactose-containing milk.

Categories: Gastroenterology, Nutrition, Pediatrics
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Introduction

Childhood diarrhea remains a serious global public health issue, with an estimated 1.7 billion infections and
72% of deaths caused by diarrhea occurring in the first two years of life [1]. There are more than 115 diarrhea
episodes per 1000 child-years in Vietnam among children under five, and most cases occur in children under
two years of age [2,3].

A number of studies show that Asians have a higher prevalence of lactose malabsorption than people of
European descendants. Up to 98% of Vietnamese people suffer from lactose malabsorption [4]. Furthermore,
rotavirus is responsible for most diarrhea cases in Vietnamese children, which results in the loss of lactase-
producing epithelial cells from the villi tips [5]. Therefore, it is hypothesized that providing lactose-free milk
to Vietnamese children with acute gastroenteritis may reduce the duration of diarrhea and reduce weight
loss during acute diarrhea episodes requiring hospitalization.

Several studies conducted in Asian countries found that children with acute gastroenteritis who consumed
lactose-free milk had shorter diarrheal duration and recovered weight faster [6-10]. A meta-analysis by
MacGillivray et al. found that lactose-free products may reduce the duration of diarrhea by an average of
about 17.7 hours (95% CI: 10.2-25.3 hours) [11]. In contrast, a number of studies reported that feeding
children lactose-free milk did not appear to change the duration of diarrhea [12-15]. Therefore, the use of
lactose-free milk for children with acute gastroenteritis remains controversial.

The purpose of this study is to determine whether lactose-free milk will change the duration of diarrhea and
weight gain in Vietnamese children with acute gastroenteritis.
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Materials And Methods
Study design

A randomized controlled open-label parallel-arm clinical trial, with allocation 1:1, was conducted to
investigate whether lactose-free milk will shorten the duration of diarrhea and change the weight gain in
children with acute gastroenteritis when compared with lactose-containing milk.

Setting

This study was conducted at the Gastroenterology Department of Can Tho Children’s Hospital from
December 2022 to December 2023.

Sample size

We hypothesize that the lactose-free formula will shorten the diarrhea duration by an average of 18 hours
(£24 hours) as compared with the lactose-containing formula [10,11]. To detect this difference between the
two groups with a power level of 80% and 5% type I error, the sample size calculated was 33 subjects in each
group. Considering a 10% attrition rate, the sample size was calculated as 37 in each group. The final sample
size was 74.

Inclusion and exclusion criteria

Infants and children between the ages of 2 and 24 months hospitalized with acute gastroenteritis feeding on
artificial milk formula were eligible to participate.

Acute diarrhea is defined as the passage of three or more loose stools in 24 hours, for at least 24 hours, and
not exceeding two weeks from presentation, without blood in the stool [16]. Children with any of the
following conditions will be excluded: use of antibiotics within three days before admission, breastfeeding,
sepsis, chronic diarrhea, severe dehydration (loss of over 10% of total body water), milk allergy, necrotizing
enterocolitis, intussusception, consumption of lactose-free milk, immune deficiency, and chronic illness.

Randomization

Eligible infants will be randomly allocated to one of two parallel groups (intervention and control, 1:1 ratio)
by using the RAND() function in Excel (Microsoft Excel, Microsoft® Corp., Redmond, WA). The random
sequence will be generated by an independent biostatistician. Allocation concealment will be done to ensure
that group assignments of the participants are revealed only after assessing that the inclusion/exclusion
criteria are verified and consent obtained. A set of sequentially numbered opaque sealed envelopes will be
prepared with the allocation group, as per the randomization list specified inside.

Control Group

Children will receive standard medical care, including rehydration with oral rehydrating solutions (ORS),
zinc supplementation, and symptomatic treatment. According to the research team, the family will receive
lactose-containing milk (100 ml/kg/day) instructions along with their antidiarrheal dietary instructions.
Additional treatment by the primary physician, including dietary changes (whether milk or solid foods), will
be respected. If a patient in the control group does not improve on the lactose-containing milk, he/she will
be referred to his/her primary physician for further treatment, including switching to a lactose-free formula.
All dietary changes or medication intake during the study period will be recorded as part of data collection.

Intervention Group

Children will receive standard medical care, including rehydration with oral rehydrating solutions, as per
their physicians’ recommendations. The dietary instructions will be provided to the family by the research
team and will consist of the same antidiarrhea diet prescribed to the control group, in addition to the
lactose-free formula (Frisolac LF®) 100 ml/kg/day. Any additional treatment by the primary physician,
including dietary changes (whether milk or solid foods), will be respected. If a child in the intervention group
does not improve on the lactose-free formula, he/she will be referred to his/her primary physician for further
treatment, including switching to any other lactose-free or lactose-containing formula.

Operational definitions

Operational definitions are as follows: (i) the duration of diarrhea was defined as the number of days with
three or more loose or watery stools, from randomization until the day of the last diarrhoeic stool passed. (ii)
Percentage of weight gain was calculated as (weight at the time of discharge - admission weight)
x100/weight at the time of discharge. (iii) Treatment failure was defined as a clinical requirement for
intravenous infusion after rehydration or prolonged diarrhea (>7 days). (iv) Malnutrition was defined when
the weight for age Z-score (WAZ) was less than -2 standard deviation (SD) by using the WHO Anthro 3.0
software [17]. (v) The clinical severity of gastroenteritis was scored according to the Vesikari 0-20 point
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numerical scores [18]. (vi) The reducing sugars in the stool were detected by using Benedict’s test. (vii)
Rotavirus in stool samples was detected by a real-time PCR using a CFX96 TouchTM (Bio-Rad Laboratories,
Hercules, CA, USA), conducted at the Nam Khoa Biotek Company, Ho Chi Minh City, Vietnam, in accordance
with ISO 9001:2015.

Outcomes

The primary outcome measurement in this study was the duration of diarrhea (days). The secondary
outcomes were the percentage of weight gain, the treatment failure rate and the duration of hospitalization.

Ethical approval

The study was approved by the Scientific and Ethical Committee of Can Tho University of Medicine and
Pharmacy and Can Tho Children’s Hospital. The study was registered at ClinicalTrials.gov (NCT05634603).
Informed consent was obtained from the parents or care-givers of the participants after giving them a full
explanation of the purpose of the study.

Statistical analysis

Categorical variables were expressed as numbers and percentages; continuous variables were expressed as
mean and SD, or median and interquartile range, when appropriate. For categorical variables, the Chi-square
test was used or Fisher’s exact when the expected values in any of the cells of a contingency table were
below 5. For continuous variables, the Student's t-test or the Mann-Whitney-U test was used, depending on
the validity of the normality assumption. Analyzes were performed with SPSS software (version 26.0). All P-
values are two-sided, with a P-value of less than 0.05 was considered to indicate statistical significance.

Results

A total of 74 patients with acute gastroenteritis on admission were screened for inclusion, of whom 68 were
randomized and 66 (33 patients in each group) were included in the per-protocol analysis (Figure I).

Assessed for eligibility (n=74)

Excluded (n=6)
" Not meeting inclusion criteria (n=4)
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Rand -
[ — |
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! o | 1
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l pE—— !
Analyzed (n=33) l S /e =29
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FIGURE 1: The CONSORT flow diagram of the study

CONSORT: consolidated standards of reporting trials

The mean age of 66 children was 13.4 £ 5.1 months, with 38/66 (57.6%) of whom were male. The
demography, clinical, and paraclinical characteristics of the patients at baseline in the two groups are
presented in Table 1.

2024 Nguyen et al. Cureus 16(5): e61178. DOI 10.7759/cureus.61178 3of7


javascript:void(0)
https://clinicaltrials.gov
javascript:void(0)
https://assets.cureus.com/uploads/figure/file/1032234/lightbox_7301382014c411efadaa2bb937486a09-Fig_1-The-CONSORT-flow-diagram.png
javascript:void(0)

Cureus

Part of SPRINGER NATURE

Lactose-free formula (n=33) Control (n=33) p-value

Male gender, number (%) 19 (57.6%) 19 (57.6%) 1.000%
Age, mean + SD, months 12.7£ 5.1 141+ 51 0.271°
Body weight at admission, mean + SD, kg 9115 97+1.9 0.140°
Body temperature at admission, mean + SD, °C 38.1£0.8 38.3+0.8 0.383P
Duration of diarrhoea before admission, mean + SD, days 3.45+0.93 3.52+1.34 0.833P
Malnutrition, number (%) 0 (0%) 1(3.0%) 1.0002
Maximum frequency of stools per day before admission, median (IQR) 7 (5-10) 7 (5.5-7) 0.928P
Maximum number of vomiting per day before admission, median (IQR) 4 (2-6) 3 (0.5-5.5) 0.297°

Grade of dehydration, number (%)

Mild 27 (81.8%) 29 (87.9%)
Moderate 6 (18.2%) 4 (12.1%) 0.4922
Vesikari score, mean + SD 12.15+2.04 11.61+£2.46 0.331°

Serum electrolytes

Sodium, mean = SD, mmol/L 134.4+58 1349+ 3.1 0.739°
Potassium, mean + SD, mmol/L 3.8+0.5 3.8+0.6 0.798P
Chloride, mean + SD, mmol/L 104.9+538 1024 +£5.3 0.212°
Use of probiotics, number (%) 30 (90.9%) 31 (93.9%) 0.6432
Stool rotavirus: positive, number (%) 15 (45.4%) 14 (42.4%) 0.8042
Reducing substances: positive, number (%) 5(15.2%) 8 (24.2%) 0.3532

TABLE 1: The baseline characteristics of diarrheal children at the enrolment

*p-value < 0.05 was considered significant; 2Chi-squared/Fisher’s exact test, PStudent's T-test/Mann-Whitney U-test; SD: standard deviation, IQR:
interquartile range

Overall, there were no significant differences in gender, age, body weight at admission, body temperature,
grade of dehydration, the Vesikari severity score, or abnormal electrolytes (sodium, potassium, or chloride)
between the two groups. Also, the duration of diarrhea, maximum number of stools, and maximum number
of bowel movements per day before admission were similar between the two groups. Reducing substances
were detected at 15.2% in the lactose-free formula group and at 24.2% in the control group, respectively
(p=0.353). Rotavirus was detected at 15/33 (45.4%) in the lactose-free formula group and at 14/33 (42.4%) in
the control group, respectively (p=0.804). The number of cases using probiotics (Saccharomyces boulardii) in
the lactose-free formula group and the control group were 30/33 (90.9%) and 31/33 (93.9%), respectively
(p=0.643) (Table I).

The mean duration of diarrhea in the lactose-free formula group was shorter (2.2 + 0.8 days) as compared to
those in the control group (2.4 = 0.9 days), but there was no difference between the two groups (p=0.321).
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Main and secondary outcomes

Duration of diarrhea, mean + SD, days
Duration of hospitalization, mean + SD, days
Treatment failure rate, number (%)

Body weight at discharge, mean + SD, kg

Weight gain, median (IQR), %

TABLE 2: The main and secondary outcomes in lactose-free formula and control groups

Lactose-free formula (n=33) Control (n=33) p- value
22+08 24+09 0.321°
58+17 6.5+25 0.158°
11 (33.3%) 12 (36.4%) 0.7962
93+14 9.9+1.9 0.107°
1.96 (1.35-2.36) 2.29 (1.81-2.40) 0.131b

*p-value < 0.05 was considered significant; 2Chi-squared/Fisher's exact test, PStudent's T-test/Mann-Whitney U-test; SD: standard deviation, IQR:

interquartile range

The mean duration of hospitalization (5.8+1.7 vs. 6.5+2.5 days) was not statistically different between the
two groups (p=0.158). Body weight significantly increased in both the lactose-free formula (9.1+1.5 to
9.3%1.4; P<0.001) and control groups (9.7#1.9 to 9.9+1.9 [CI 95%: 11 to 65 g]; p<0.001) at the time of hospital
discharge, but there was no difference between the two groups in weight change (1715 vs. 23 £18 g,
p=0.179). Children in the treatment group had a median (IQR) weight change of 1.96% (1.35-2.36%), which
was not statistically different from the control group (2.29% [1.81-2.40%]; p=0.131). The treatment failure
rate (33.3% versus 36.4%; p=0.796) was not different between the two groups (Table 2).

There were no allergies or other adverse effects observed in children who consumed either lactose-free or
lactose-containing formula.

Discussion

In this randomized controlled study, it was found that there was no difference in diarrhea duration between
the lactose-free formula (2.2 * 0.8 days) and the lactose-containing formula (2.4 £ 0.9 days; p>0.05) among
Vietnamese children with acute gastroenteritis. Also, the duration of hospital stays was no different
between the two groups. It is possible that mild dehydration and the well-nourished nature of our patients
contributed to the short duration of diarrhea in both groups. Furthermore, we noted that only 15% of
children in the lactose-free formula group were suspected of having lactose intolerance. It was consistent
with several studies on Asian people, which indicated that lactose intolerance is almost nonexistent in
children under two years of age, and it seems to appear after three years of age and gradually increases with
age [19-21]. Therefore, the children who were fed lactose-free milk did not shorten the days of diarrhea in
our study.

Several previous studies supported our findings. In a study on Indonesian children aged under two suffering
from acute gastroenteritis and mild dehydration, Lestari et al. found that children who were fed with
lactose-free formula had diarrhea lasting the same duration as those who were fed with lactose-containing
formula [12].

Similarly, Lozano et al. found that Colombian children aged one to 24 months receiving lactose-free formula
did not have shorter diarrhea symptoms when compared to those receiving lactose-containing milk [13].
Among Indian children aged under two suffering from mild acute gastroenteritis, Bahn et al. suggested that
a cow’s milk-based formula is well tolerated after initial rehydration with oral rehydrating solutions, and the
infants who were fed with cow’s milk showed significantly higher energy intake and weight gain than those
who were fed with a milk-free formula [14]. In a meta-analysis, Brown et al. found that children who received
lactose-containing diets during acute diarrhea with severe dehydration were twice as likely to have
treatment failure as those who received a lactose-free diet (22% versus 12%, respectively; P<0.001).
However, the treatment failure rate in the lactose group was similar to that in the lactose-free group in
diarrheal children with no or mild dehydration. So the authors concluded that most children with acute
gastroenteritis with mild dehydration can be successfully treated with oral rehydration therapy and
undiluted milk formula, and the routine use of lactose-free formula is not necessary [22].

In contrast to our study, many studies from Asian countries found that children aged under two who
consumed lactose-free milk had a shorter duration of diarrhea than those who consumed lactose-containing
milk [7-10]. Particularly, Al-Dulaimy et al. reported that children under 12 months of age received lactose-
free milk responses better than those who received lactose-containing milk [23]. A meta-analysis consisting
of 33 trials, performed by MacGillivray et al., showed that diarrhea may last less than 17.7 hours (95% CI:
10.2-25.3 hours) in children fed with lactose-free milk [11]. Thus, lactose-free milk is still controversial for
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infants and children with acute diarrhea who are fed artificial milk. Using lactose-free milk appears to
reduce the duration of diarrhea in diarrheal children with severe dehydration or those who are under 12
months of age [7,10,22,23]

Due to the short duration of diarrhea and the short duration of the hospital stay in both groups of this study,
lactose-free formula did not significantly affect weight change during treatment for diarrhea. This
observation is also in line with many previous studies [6,9,13,24]. Whereas a study conducted in Thailand
revealed that children under two years who were fed lactose-free milk gained more weight after 24 hours of
intervention, but no difference was seen after two to seven days [7].

In our study, the treatment failure requiring unscheduled intravenous fluid therapy was not significantly
different between the lactose-free formula and the control group. In contrast, Simakachorn et al. reported
that unscheduled intravenous fluid therapy could be increased by twice in the lactose-containing formula
group [7]. Similarly, Fayad et al. showed that treatment with a soy-based formula with lactose was associated
with a higher rate of treatment failure; the number of cases requiring intravenous fluids increased three
times compared to the lactose-free group [25].

The strength of this study is that it was conducted on hospitalized patients, so we can follow up and record
the symptoms and duration of diarrhea more accurately than studies conducted on outpatients. However,
there are some limitations to our study that need to be considered. First, this is an open-label design, which
introduces bias since both parties may have preconceived notions or expectations about the treatment.
Second, the sample size was small, therefore it may not detect the beneficial effectiveness between the
intervention and the control groups. Finally, antidiarrheal dietary and medication use may affect the
duration of diarrhea.

Conclusions

In conclusion, it may not be necessary to use lactose-free milk routinely in Vietnamese children under 24
months with acute gastroenteritis, particularly in diarrheal children with mild or moderate dehydration and
who are well-nourished, because the duration of diarrhea, weight change, treatment failure rates, and
hospital stay are similar to those of children fed lactose-containing milk.

Additional Information
Author Contributions

All authors have reviewed the final version to be published and agreed to be accountable for all aspects of the
work.

Concept and design: Rang N. Nguyen, Nghia Q. Bui
Acquisition, analysis, or interpretation of data: Rang N. Nguyen, Nghia Q. Bui, Diep N. Thai
Drafting of the manuscript: Rang N. Nguyen, Nghia Q. Bui, Diep N. Thai

Critical review of the manuscript for important intellectual content: Rang N. Nguyen, Nghia Q. Bui,
Diep N. Thai

Disclosures

Human subjects: Consent was obtained or waived by all participants in this study. Can Tho University of
Medicine and Pharmacy issued approval ClinicalTrials.gov (NCT05634603). The study was approved by the
Scientific and Ethical committee of Can Tho University of Medicine and Pharmacy and Can Tho Children’s
hospital, and was registered at ClinicalTrials.gov. Animal subjects: All authors have confirmed that this
study did not involve animal subjects or tissue. Conflicts of interest: In compliance with the ICMJE uniform
disclosure form, all authors declare the following: Payment/services info: All authors have declared that no
financial support was received from any organization for the submitted work. Financial relationships: All
authors have declared that they have no financial relationships at present or within the previous three years
with any organizations that might have an interest in the submitted work. Other relationships: All authors
have declared that there are no other relationships or activities that could appear to have influenced the
submitted work.

References

1.  Walker CL, Rudan I, Liu L, et al.: Global burden of childhood pneumonia and diarrhoea . Lancet. 2013,
381:1405-16. 10.1016/S0140-6736(13)60222-6

2. von Seidlein L, Kim DR, Ali M, et al.: A multicentre study of Shigella diarrhoea in six Asian countries:
disease burden, clinical manifestations, and microbiology. PLoS Med. 2006, 3:e353.
10.1371/journal.pmed.0030353

2024 Nguyen et al. Cureus 16(5): €61178. DOI 10.7759/cureus.61178 60f7


javascript:void(0)
javascript:void(0)
javascript:void(0)
javascript:void(0)
javascript:void(0)
https://dx.doi.org/10.1016/S0140-6736(13)60222-6?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/S0140-6736(13)60222-6?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1371/journal.pmed.0030353?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1371/journal.pmed.0030353?utm_medium=email&utm_source=transaction

Cureus

Part of SPRINGER NATURE

10.

11.

17.

18.

19.

20.

21.

22.

23.

24.

25.

Vu Nguyen T, Le Van P, Le Huy C, Nguyen Gia K, Weintraub A: Etiology and epidemiology of diarrhea in
children in Hanoi, Vietnam. Int J Infect Dis. 2006, 10:298-308. 10.1016/}.ijid.2005.05.009

Storhaug CL, Fosse SK, Fadnes LT: Country, regional, and global estimates for lactose malabsorption in
adults: a systematic review and meta-analysis. Lancet Gastroenterol Hepatol. 2017, 2:738-746.
10.1016/S2468-1253(17)30154-1

Huyen DT, Hong DT, Trung NT, et al.: Epidemiology of acute diarrhea caused by rotavirus in sentinel
surveillance sites of Vietnam, 2012-2015. Vaccine. 2018, 36:7894-900. 10.1016/j.vaccine.2018.05.008
Abdulrazzaq S, Jaafar FA, Mohammed ZA: Lactose versus lactose free regimen in children with acute
diarrhea. Open Access Maced | Med Sci. 2021, 9:1279-1282. 10.3889/0amjms.2021.6733

Simakachorn N, Tongpenyai Y, Tongtan O, Varavithya W: Randomized, double-blind clinical trial of a
lactose-free and a lactose-containing formula in dietary management of acute childhood diarrhea. ] Med
Assoc Thai. 2004, 87:641-9.

Xu JH, Huang Y: [Efficiency of lactose-free formula feeding as an adjunctive therapy in infants with acute
diarrhea]. Zhongguo Dang Dai Er Ke Za Zhi. 2009, 11:532-6.

Saneian H, Yaghini O, Modaresi M, Razmkhah N: Lactose-free compared with lactose-containing formula in
dietary management of acute childhood diarrhea. Iran | Pediatr. 2012, 22:82-6.

Noreen A, Jalal A, Qudsia, Jabeen R, Quamar S: Comparison of lactose free with lactose containing formula
milk in the management of acute watery diarrhoea in infants. P M H S. 2016, 4:2016 1337.

MacGillivray S, Fahey T, McGuire W: Lactose avoidance for young children with acute diarrhoea . Cochrane
Database Syst Rev. 2013, 2013:CD005433. 10.1002/14651858.CD005433.pub2

Lestari S, Firmansyah A, Munasir Z: Double blind clinical trial on a lactose-free and a lactose-containing
formula in the treatment of acute diarrhea in children. Paediatr Indones. 2006, 46:271.
10.14238/pi46.6.2006.271-56-24

Lozano JM, Céspedes JA: Lactose vs. lactose free regimen in children with acute diarrhoea: a randomized
controlled trial. Arch Latinoam Nutr. 1994, 44:6-11.

Bhan MK, Arora NK, Khoshoo V, Raj P, Bhatnager S, Sazawal S, Sharma K: Comparison of a lactose-free
cereal-based formula and cow's milk in infants and children with acute gastroenteritis. ] Pediatr
Gastroenterol Nutr. 1988, 7:208-13. 10.1097/00005176-198803000-00009

Mehrabani S, Esmaeili M, Moslemi L, Tarahomi R: Effects of lactose-restricted regimen in breastfeeding
children with acute diarrhea. Int ] Prev Med. 2020, 11:75. 10.4103/ijpvm.IJPVM 80 19

World Health Organization: Pocket book of primary health care for children and adolescents: guidelines for
health promotion, disease prevention and management from the newborn period to adolescence. WHO
Regional Office for Europe, Copenhagen ; 2020. https://iris.who.int/handle/10665/352485.

Child growth standards. (2024). Accessed: April 20, 2024: https://www.who.int/tools/child-growth-
standards/software.

Ruuska T, Vesikari T: Rotavirus disease in Finnish children: use of numerical scores for clinical severity of
diarrhoeal episodes. Scand ] Infect Dis. 1990, 22:259-67. 10.3109/00365549009027046

Nose O, Iida Y, Kai H, Harada T, Ogawa M, Yabuuchi H: Breath hydrogen test for detecting lactose
malabsorption in infants and children. Prevalence of lactose malabsorption in Japanese children and adults.
Arch Dis Child. 1979, 54:436-40. 10.1136/adc.54.6.436

Wang Y, Harvey CB, Hollox EJ, et al.: The genetics program down-regulation of lactase in children .
Gastroenterol. 1998, 114:1230-6. 10.1016/s0016-5085(98)70429-9

Hegar B, Widodo A: Lactose intolerance in Indonesian children . Asia Pac J Clin Nutr. 2015, 24 Suppl 1:S31-
40. 10.6133/apjcn.2015.24.51.06

Brown KH, Peerson JM, Fontaine O: Use of nonhuman milks in the dietary management of young children
with acute diarrhea: a meta-analysis of clinical trials. Pediatrics. 1994, 93:17-27.

Al-Dulaimy WZ, Al-Sabea MK, Ayyed MA, Al-Ani RK: Lactose free-milk for young children with acute
diarrhea, western of Iraq. Anb Med J. 2021, 17:68-71. 10.33091/amj.2021.171073

Nezhadian A, Ahmadi M, Assar S: Determining the effect of lactose-free formula on the improvement of
acute diarrhea among infants aged 3 to 24 months. ] Complement Med Res. 2020, 11:5.

Fayad IM, Hashem M, Hussein A, Zikri MA, Zikri MA, Santosham M: Comparison of soy-based formulas with
lactose and with sucrose in the treatment of acute diarrhea in infants. Arch Pediatr Adolesc Med. 1999,
153:675-80. 10.1001/archpedi.153.7.675

2024 Nguyen et al. Cureus 16(5): €61178. DOI 10.7759/cureus.61178

7of7


https://dx.doi.org/10.1016/j.ijid.2005.05.009?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.ijid.2005.05.009?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/S2468-1253(17)30154-1?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/S2468-1253(17)30154-1?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.vaccine.2018.05.008?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.vaccine.2018.05.008?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3889/oamjms.2021.6733?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3889/oamjms.2021.6733?utm_medium=email&utm_source=transaction
https://pubmed.ncbi.nlm.nih.gov/15279342/?utm_medium=email&utm_source=transaction
https://pubmed.ncbi.nlm.nih.gov/19650983/?utm_medium=email&utm_source=transaction
https://pubmed.ncbi.nlm.nih.gov/23056864/?utm_medium=email&utm_source=transaction
https://doi.org/10.53350/pjmhs2023175281?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1002/14651858.CD005433.pub2?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1002/14651858.CD005433.pub2?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.14238/pi46.6.2006.271-56-24?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.14238/pi46.6.2006.271-56-24?utm_medium=email&utm_source=transaction
https://pubmed.ncbi.nlm.nih.gov/7717809/?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1097/00005176-198803000-00009?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1097/00005176-198803000-00009?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.4103/ijpvm.IJPVM_80_19?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.4103/ijpvm.IJPVM_80_19?utm_medium=email&utm_source=transaction
https://iris.who.int/handle/10665/352485?utm_medium=email&utm_source=transaction
https://iris.who.int/handle/10665/352485?utm_medium=email&utm_source=transaction
https://www.who.int/tools/child-growth-standards/software?utm_medium=email&utm_source=transaction
https://www.who.int/tools/child-growth-standards/software?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3109/00365549009027046?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3109/00365549009027046?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1136/adc.54.6.436?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1136/adc.54.6.436?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/s0016-5085(98)70429-9?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/s0016-5085(98)70429-9?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.6133/apjcn.2015.24.s1.06?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.6133/apjcn.2015.24.s1.06?utm_medium=email&utm_source=transaction
https://pubmed.ncbi.nlm.nih.gov/8265318/?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.33091/amj.2021.171073?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.33091/amj.2021.171073?utm_medium=email&utm_source=transaction
https://www.bibliomed.org/mnsfulltext/55/55-1620042889.pdf?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1001/archpedi.153.7.675?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1001/archpedi.153.7.675?utm_medium=email&utm_source=transaction

	Efficacy of Lactose-Free Milk in Treating Acute Gastroenteritis in Vietnamese Children: A Randomized Controlled Trial
	Abstract
	Introduction
	Materials And Methods
	Study design
	Setting
	Sample size
	Inclusion and exclusion criteria
	Randomization
	Operational definitions
	Outcomes
	Ethical approval
	Statistical analysis

	Results
	FIGURE 1: The CONSORT flow diagram of the study
	TABLE 1: The baseline characteristics of diarrheal children at the enrolment
	TABLE 2: The main and secondary outcomes in lactose-free formula and control groups

	Discussion
	Conclusions
	Additional Information
	Author Contributions
	Disclosures

	References


