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A randomized, double-blind, placebo-controlled study of
milk oral immunotherapy for cow’s milk allergy

Justin M. Skripak, MD,? Scott D. Nash, MD,” Hannah Rowley, RD,® Nga H. Brereton, RD,? Susan Oh, RD,?
Robert G. Hamilton, PhD,? Elizabeth C. Matsui, MID,? A. Wesley Burks, MD,? and Robert A. Wood, MD? Baltimore, Md,
and Durhicam, NC

~ Objective: We sought to determine whether milk oral
immunotherapy (OIT) is safe and efficacious in desensitizing
children with cow’s milk allergy.
Methods: Twenty children were randomized to milk or placebo
OIT (2:1 ratio). Dosing included 3 phases: the build-up day
(initial dose, 0.4 mg of milk protein; final dose, 50 mg), daily
doses with 8 weekly in-office dose increases to a maximum of
500 mg, and continued daily maintenance doses for 3 to 4
months. Double-blind, placebo-controlled food challenges; end-
point titration skin prick tests; and milk protein serologic
studies were performed before and after OIT.
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METHODS
Study design - N
Children between the aces of 6 and 21 vears with a known history of o[- A 58S y' S 1_ f SNA
mediated mulk allerev were recruited from the pediatric allergy clinics at the A Dahil etme
Johns Hopkins Umiversity Hospital, Balumore, Maryland, and Duke Univer- kriterleri
sity Medical Center, Durham, NC. Eligibility criteria were a positive skin A | I NR oo L,J le:I
Kriterleri

)

prick test (SPT) response to milk extract (wheal = histamine control) or milk
[¢lE level of greater than 0.35 KU/L and a positive milk challenge result at
baseline defined as reacting with clear signs, symptoms, or both to a
cumulative dose of 2.5 g or less of milk protemn. Patients were excluded 1f
they had a history ol anaphylaxis requinng hospitalization, history of
intubation related to asthma, or a current d iagnuﬁis ol severe l}ersiﬁlenl asthma.
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Oral food challenge.
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FIG 1. Study timeline. Key features and overall tim
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Hx/o, History of; FA, food allergy.

TABLE Il. Demographics of study participants randomized to
active or placebo treatment
Active-treated Placebo-treated P
Characteristics group (n = 13) group (n = 7) value
Male sex, no. (%) 8 (62) 4 (57) 1.0
Age (y), mean (SD) 9.3 (3.3) 10.2 (3.3) S
Hx/o eczema, no. (%) 7 (54) 4 (57) 1.0
Current eczema, no. (%) 4 (31) 2 (29) 1.0
Hx/o asthma, no. (%) 12 (92) 5(71) 27
Current asthma, no. (%) 0 (69) 3 (43) .36
Hx/o other FA, no. (%) 10 (77) 5(71) L0
No. of other current FA, 2 (0-8) 2 (0-5
median (range) GRUPLARININ
Baseline CM IgE (KUA/L), 34.8 (4.86-314) 14.6 (0.9 YI w | [ | ¢ L wlL
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Altered early infant gut microbiota in children developing allergy up to
5 years of age

Y. M. Sjogren™, M. C. Jenmalm’, M. F. B6ttcher, B. Bjorkstént and E. Sverremark—Ekstrom ™
* Departrment of Immunology, The Wenner Gren Institute, Stockholm University, Stockholm, Sweden, T Division of Paediatrics, The Department of Clinical and

Experimental Medicine, Faculty of Health Sciences, Link&ping University, LinkSping, Sweden and Y institute of Environmental Medicine, Karolinska Institutet,
Stockholrm, Swedern

=

Objective To relate gut microbiota in early infancy, notably bifidobacteria and lactobacilli at
species level, to allergy development during the first 5 years of life and study if environmental
factors influence the early infant gut microbiota.

Methods Fecal samples were collected at 1 week, 1 month and 2 months after birth from 47
Swedish infants, followed prospectively to 5 years of age. Bacterial DNA was analysed with
real-time PCR and related to allergy development, family size as well as endotoxin and Fel d 1
levels in house dust samples. Primers binding to C. difficile, four species of bifidobacteria, two
lactobacilli groups and Bacteroides fragilis were used. Children regarded as allergic
manifested allergic symptoms and were skin prick test positive during their first 5 vears while
_non-allergic children were neither

Results Children who developed allergy were signiflcantly less often colonized with
lactobacilli group I (Lactobacillus (L.) rhamnosus, L. casei, L. paracasei), Bifidobacterium
adolescentis and C. difficile during their first 2 months. Infants colonized with several
5 Bifidobacterium species had been exposed to higher amounts of endotoxin and grew up in
IS larger families than infants harbouring few species.
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Study population

The study population, including 123 Swedish_children,
has been described in detail by Voor et al. [22]. The

children were born between March 1996 and October

1999 1n LinkEjEing, Sweden. All were born at term and

they had an uncomplicated perinatal period. Inclusion in
this study was based on the availability of fecal samples at
— ek Tmonth andfor at 3 months o age and known

included. Sixteen infants develoged allergy during their

first 5 years of life, while 31 remained non-allergic
throughout the study period (Table 1). The allergic chil-




Table 1. Demographic data of the subjects

Subjects
(n=47)

Non-allergic
(n=31)

Allergic
(n=16)

Female subjects 23 (49%) 14 (45%) 9 (56%0)
Born with caesarean section 3 (690) 3 (10%) 0 (0%)

Any atopic heredity 37 (79%) 22 (71%) 15 (9490)

Exclusively breastfed =2 45 (96%) 31 (100%) 14 (88%)

Allergic mother 13 (289%) 8 (26%) 5 (31%) OLGUKOHOR

months
Oral antibiotics <2 months 2 (4%) 2 (69%0) 0 (09%)
Pets 7 (15%) 6 (19%) 1 (6%)
Number of family members 3 (3-8)"  3(3-8) 3 (3-5)*

Household area/individual (m?) 28 (18-47)* 28 (18-47) 27 (20-38)*
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Cross sectional retrospective study of prevalence of atopy
among Italian military students with antibodies against
hepatitis A virus

Paolo M Matricardi, Francesco Rosmini, Luigina Ferrigno, Roberto Nisini,
Maria Rapicetta, Paola Chionne, Tommaso Stroffolini, Paolo Pasquini, Raffaele D’Amelio

Abstract

Objective: To investigate the working hypothesis that
common Infections occurring early n life prevent
atopy.

Design: Cross sectional, retrospective study of young
Italian men with results for hepatitis A serology and
atopy.

Setting: Air force school for military students in
Caserta, Italy.

Subjects: 1659 male students aged 17-24, most

of whom (90%) were from central and southern
Italy.

Main outcome measures: Skin sensitisation and
specific Igk antibodies to locally relevant airborne
allergens; diagnosis of respiratory allergy (asthma or
rhinitis, or both); hepatitis A seropositivity.



Tabhle 1 Skin sensitisation to common airborne allergens, specific IgE concentrations,
and respiratory allergy in 1659 Italian military students according to presence of

antibodies to hepatitis A virus. ValuesW

(c‘.eronegative Seropositive Odds ratio
(n=1216) (n=443) (95% CI)
Skin sensitisation o
No of sensitisations:
1 172 (14.1) 59 (13.3) 1.07 (0.77 to 1.49)
2 117 (9.6) 26 (5.9) 1.71 (1.08 to 2.72)"
=3 8 (6.4) 12 (2.7) 246 (1.29 to 4.81)*"
At least 1 367 (30.2) 97 (21.9) 1.54 (1.18 to 2.01)*~
Cumulative weal diameter (mm):
=5 308 (25.3) 76 (17.2) 1.64 (1.23 to 2.19)***
=10 169 (13.9) 33 (7.5) 2.01 (1.34 10 3.02)**~
=15 75 (6.2) 10 (2.3) 2.85 (1.41 to 5.91)*~
Prevalence of sensitisation to allergens:
Dermatophagoides pteronyssinus 229 (18.8) 57 (12.9) 157 (1.14 to 2.18)*~
Cat epithelium 94 (7.7) 18 (4.1) 198 (1.15t0 3.43)*~
Mixed grass pollens 174 (14.3) 40 (9.0) 1.68 (1.15 to 2.46)**
Parietaria judaica 103 (8.5) 27 (6.1) 1.43 (0.90 to 2.27)
Olea europaea 32 (2.6) 7 (1.6) 1.68 (0.70 to 4.21)
Artemisia vulgaris 21 (1.7) 3 (0.7) 2.58 (0.73 to 10.90)
Alternaria alternata 22 (1.8) 4 (0.9 2.02 (0.66 to 6.96)
Specific serum IgE to common inhalants
Low positivity (log ratio unit >0<1.2) 213 (17.5) (18.7) 0.92 (0.69 to 1.23)
High positivity (log ratio unit >1.2) 224 (18.4) 43 (9.7) 2.10 (1.47 to 3.02)***
Respiratory allergic disease
Allergic rhinitis (with or without asthma) 187 (15.4) 34 (7.7) 219 (1.47 to 3.27)***
Allergic asthma (with or without rhinitis) 51 (4.2) 9 (2.0) 2.11 (0.99 to 4.64)
Total (allergic rhinitis and/or asthma) 203 (16.7) 37 (8.4 2.20 (1.50 to 3.24)***
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Fig 1 Frequency distribution of overall degree of serum IgE
sensitisation to common airborne allergens in young ltalian men
according to seropositivity for hepatitis A virus







