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Abstract: Whey protein is a by-product of cheese and casein manufacturing processes. It contains
highly bioactive molecules, such as epidermal growth factor, colony-stimulating factor, transforming
growth factor-oc and -3, insulin-like growth factor, and fibroblast growth factor. Effects of whey
protein on immune responses after antigen (hemagglutinin peptide) injection were evaluated in rats.
Experimental diets were formulated based on NIH-31M and supplemented with 1% amino acids
mixture (CON) or 1% whey protein concentrate (WPC) to generate isocaloric and isonitrogenous
diets. Rats were fed the experimental diets for two weeks and then exposed to antigen two times
(Days 0 and 14). Blood was collected on Days 0, 7, 14, and 21 for hematological analysis. The WPC
group showed decreased IgA and cytotoxic T cells before the antigen injection (Day 0) but increased
IgG, IL-2, and IL-4 after antigen injection due to increased B cells and T cells. Helper T cells were
increased at Days 14 and 21, but cytotoxic T cells were not affected by WPC. WPC may activate
adaptive immunity (IgG) against antigen by modulating helper T cells. Bioactive molecules might
contribute to the immune-enhancing effects of whey protein concentrate.

Keywords: whey protein concentrate; immunity; rat

1. Introduction

Living organisms are in constant competition for shared resources necessary for
their survival. At the same time, they must protect themselves against threats or harm.
All organisms have an innate immune system of defense, but only vertebrates possess
T cells and the ability to produce antibodies. Innate immunity is defined as the first
line of defense and is an immediate, non-specific response. Adaptive immunity is a
highly specific response with immunological memory [1]. Adaptive immunity can be
acquired by either natural (infection) or artificial (vaccination) exposure to an antigen.
After primary antigen expose, the antigen-presenting cells interact with and influence the
activation or suppression and differentiation of immature T cells into cytotoxic T cells
(Tc cells) or helper T cells (Th cells). Tc cells kill infected or damaged cells, and Th cells
regulate both innate and adaptive immune responses to a specific antigen via cell-mediated
immunity and humoral immunity. Th cells activate and induce B cells to undergo clonal
expansion into antibody-secreting plasma cells (humoral immunity). Some B cells and
T cells become memory cells that rapidly differentiate into effector cells upon further
antigen exposure and are responsible for long-term immunity by producing antibodies [2].
Antibodies (immunoglobulins, Igs) are classified into IgA, IgD, IgE, IgG, or IgM based on
their biological properties, functional locations, and ability to manage different antigens [3].
IgG provides the majority of antibody-based immunity against pathogens and represents
about 75% of the circulating antibody in humans [1]. Thus, non-pharmaceutical means to
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