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1
METHODS OF CONTROLLING PARASITIC
WORMS IN ANIMALS

FIELD OF THE DISCLOSURE

The present disclosure is related to methods for killing
and controlling worms (Helminths), and compositions for
killing and controlling worms in animals, such as cattle.

BACKGROUND

The disease or group of diseases described generally as
helminthiasis is due to infection of an animal host with
parasitic worms known as helminths. Helminthiasis is a
widespread and serious economic problem in livestock
animals such as swine, sheep, horses, cattle, goats, and
poultry. Helminthiasis is also a serious health risk to humans
and companion animals such as dogs, cats and other pets.

Among the helminths, the group of worms described as
nematodes causes widespread, and often times serious,
infection in various species of animals. Several of the more
common genera of nematodes infecting the digestive sys-
tems of the animals referred to above are Ascaris, Haemon-
chus, Ostertagia, Oesophagostomum, Cooperia, Strongy-
loides, and Trichostrongylus. Certain helminths, such as
Cooperia and Oesophagostomum, attack primarily the intes-
tinal tract, while others, such as Haemonchus and Ostertagia
are more prevalent in the stomach. Haemonchus and
Ostertagia sp. are costly parasites in the cattle, sheep and
goat industries.

The adverse economic impacts on agriculture of the
parasitic infections known as helminthiases are well known.
Helminth infections interfere with animal digestion and
nutrient absorption and thus cause anemia, malnutrition,
weakness, and weight loss. Helminths can also cause severe
damage to the walls of the gastrointestinal tract and other
tissues and organs and, if left untreated, may result in death
of the infected host animal. Accordingly, infected livestock
will exhibit poor production performance as manifested by
little or no weight gain, metabolic disturbances, reproductive
abnormalities, and reduced milk production and quality.

Parasitic infections detract also from the quality of human
and companion animal life. In addition, the impact on
humans is particularly severe in third world nations. Hel-
minthiasis causes similar symptoms in humans and com-
panion animals to those found in livestock, including nau-
sea, diarrhea, anemia, malnutrition, weight loss, weakness,
and, in severe cases, death.

What is needed are improved methods for the treatment of
helminthiases in animals such as livestock species.

BRIEF SUMMARY

In an aspect, a method of controlling parasitic worms
having a lifecycle stage that includes the gastrointestinal
tract of an herbivorous mammal comprises orally adminis-
tering to the herbivorous mammal an effective amount of an
interleukin-10 peptide or an isolated antibody that specifi-
cally binds an interleukin-10 peptide.

In another aspect, a method of providing resistance to
reinfection with a parasitic worm having a lifecycle stage
that includes the gastrointestinal tract of an herbivorous
mammal comprises orally administering to the herbivorous
mammal an effective amount of an interleukin-10 peptide or
an isolated antibody that specifically binds an interleukin-10
peptide, wherein the herbivorous mammal is infected with
the parasitic worm at the time of oral administration of the
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interleukin-10 peptide or the isolated antibody that specifi-
cally binds the interleukin-10 peptide.

In another aspect, a method of increasing weight gain or
increasing feed efficiency in an herbivorous mammal com-
prises orally administering to the herbivorous mammal an
effective amount of an interleukin-10 peptide or an isolated
antibody that specifically binds an interleukin-10 peptide,
wherein the herbivorous mammal is infected with or is
suspected of being infected with a parasitic worm having a
lifecycle stage that includes the gastrointestinal tract of the
herbivorous mammal.

In yet another aspect, a method of controlling parasitic
worms having a lifecycle stage that includes the gastroin-
testinal tract of a companion animal comprises orally admin-
istering to the companion animal an effective amount of an
interleukin-10 peptide or an isolated antibody that specifi-
cally binds an interleukin-10 peptide. In one aspect, the
method comprises determining that the companion animal is
infected with the parasitic worm prior to administration of
the interleukin-10 peptide or isolated antibody that specifi-
cally binds the interleukin-10 peptide.

In another aspect, a method of controlling parasitic worms
having a lifecycle stage that includes the gastrointestinal
tract of grazing poultry comprises orally administering to the
grazing poultry an effective amount of an interleukin-10
peptide or an isolated antibody that specifically binds an
interleukin-10 peptide.

BRIEF DESCRIPTION OF THE DRAWINGS

FIG. 1 shows the timeline of treatment of calves with
anti-interleukin-10 (anti-IL-10) antibody, including initial
infection and later reinfection.

FIG. 2 shows the average daily growth of calves with an
established parasite infection comparing control animals to
animals fed anti-IL-10 antibody.

FIG. 3 shows the egg shedding post reinfection for control
animals versus animals fed anti-I1L.-10 antibody.

The above-described and other features will be appreci-
ated and understood by those skilled in the art from the
following detailed description, drawings, and appended
claims.

DETAILED DESCRIPTION

Described herein are methods of controlling parasitic
worms having a lifecycle stage that includes the gastroin-
testinal tract of an animal, including for example, helminths.
It was found that when an isolated antibody that specifically
binds an IL-10 peptide was included in the feed of cattle
exposed to parasitic worms, the cattle developed resistance
to a subsequent challenge with a parasitic worm such as
Haemonchus sp. Resistance in the cattle was indicated by an
improvement in weight gain and reduced egg shedding
compared to a control group of cattle fed a control diet with
no antibody.

While the methods disclosed herein are illustrated for
cattle, the methods can be generalized to all species that are
susceptible to infection by parasitic worms having a life-
cycle stage that includes the gastrointestinal tract. Specifi-
cally, because IL.-10 is common to all animal species, albeit
with some sequence variation, the present methods are
applicable to a wide variety of animal species including
herbivorous mammals and companion animals. In addition,
while it was previously shown that anti-IL-10 antibodies are
effective against protozoal infections in animals and Salmo-
nella infections in poultry, parasitic worm(s) are completely
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different types of parasites in that they are multicellular
eukaryotic organisms and are classified as animals, so it was
not expected that anti-IL-10 antibodies would be effective
against a completely different species of infectious agents. In
addition, no currently available pharmaceutical therapies
can control bacteria, protozoa and nematodes, thus the
present findings were very unexpected.

In one aspect, a method of controlling parasitic worms
having a lifecycle stage that includes the gastrointestinal
tract of an herbivorous mammal comprises orally adminis-
tering to the herbivorous mammal an effective amount of an
interleukin-10 peptide or an isolated antibody that specifi-
cally binds an interleukin-10 peptide (an anti-IL-10 anti-
body). Orally administering the interleukin-10 peptide or
anti-IL-10 antibody includes administering the peptide or
antibody in a feed composition, for example.

Also included is a method of increasing weight gain or
increasing feed efficiency in an herbivorous mammal, the
method comprising orally administering to the herbivorous
mammal an effective amount of an interleukin-10 peptide or
an isolated antibody that specifically binds an interleukin-10
peptide. In specific aspects, the herbivorous mammal is
infected with or is suspected of being infected with a
parasitic worm having a lifecycle stage that includes the
gastrointestinal tract of the herbivorous mammal. As used
herein, the term infected also includes infested which gen-
erally means overrun with a large number of parasitic
WOrms.

In specific aspects, the herbivorous mammal is suspected
of infection with the parasitic worm having a lifecycle stage
that includes the gastrointestinal tract of the herbivorous
mammal. For example, the herbivorous mammal may be a
member of a population that is infected with parasitic
worms, or an animal that is grazed in an area that is known
to harbor parasitic worms.

In certain aspects, the methods further comprise decreas-
ing the mortality rate of the mammal.

In another aspect, a method of providing resistance to
reinfection with a parasitic worm having a having a lifecycle
stage that includes the gastrointestinal tract of an herbivo-
rous mammal comprises orally administering to the herbivo-
rous mammal an effective amount of an interleukin-10
peptide or an isolated antibody that specifically binds an
interleukin-10 peptide, wherein the herbivorous mammal is
infected with the parasitic worm at the time of oral admin-
istration of the interleukin-10 peptide or the isolated anti-
body that specifically binds the interleukin-10 peptide.

In certain aspects, the effective amount of the interleukin-
10 peptide or the anti-IL-10 antibody is effective to increase
weight gain in the herbivorous mammal, and/or the effective
amount of the interleukin-10 peptide or the anti-IL-10
antibody is effective to reduce egg shedding in the herbivo-
rous mammal, and/or the effective amount of the interleukin-
10 peptide or the anti-I[.-10 antibody is effective to reduce
reinfection by parasitic worms in a population of herbivo-
rous mammals. Effective amounts of an interleukin-10 pep-
tide or anti-IL-10 antibody are 10 g/Kg feed to 0.001 mg/Kg
feed, specifically 5 g/Kg feed to 0.1 g/Kg feed, and more
specifically 1.2 g/Kg feed to 0.341 g/Kg feed.

As used herein, an herbivorous mammal is a mammal that
feeds on pasture and/or forages and/or bedding for at least a
portion of the year. Herbivory is practiced when any of these
species grazes, consumes preserved forage, or ingests
fibrous bedding materials. As used herein, herbivorous
mammals include omnivorous mammals that can practice
herbivory during at least a portion of their lifetime such as
pigs. Animals that feed on pasture and forages or bedding
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contaminated with feces are particularly susceptible to infec-
tion by parasitic worms which often find their way into the
gastrointestinal tract of the animal through contaminated
food. Nearly all foraging mammals will be exposed to
parasitic worms. As used herein, pasture includes land
covered with grass or legumes that are suitable for ingestion
by herbivores. Pasture forages include cool- and warm-
season grass species as well as legumes, for example, clover
and alfalfa. Herbivorous mammals include for example,
ruminant and pre-ruminant mammals. In cattle, for example,
the pre-ruminant phase is the first 2-3 weeks of life when the
calf is feeding primarily on milk or milk replacer. Pre-
ruminant animals have an undeveloped rumen which must
undergo physiological and microbiological changes to
accomplish digestion of high fiber feeds. The ruminant
phase occurs when the calf is weaned and the rumen
develops so that the animal can digest dry feeds.

Exemplary herbivorous mammals include bovine (cattle,
water buffalo, bison, and yak), equine, ovine, caprine, lla-
mas, alpacas, deer, elk, and pigs.

In an embodiment, the method further comprises deter-
mining if the herbivorous mammal, or a representative
mammal of the population of herbivorous mammals, is
infected with a parasitic worm. For example, feces can be
examined for the presence of helminth eggs and nucleic
acid-based techniques can further be used to identify the
particular strain of helminth infecting the gastrointestinal
tract of the animal.

In specific aspects, the herbivorous mammal is part of a
population of mammals that are infected with parasitic
worms that are resistant to antihelminthic agents. Wide-
ranging resistance to current antihelminthic treatment results
in reduced productivity and increased treatment costs, par-
ticularly in the cattle, sheep and goat industries. The advan-
tage of the anti-IL.-10 antibodies disclosed herein is that
there does not appear to be a mechanism for the parasites to
develop resistance to the antibodies. Thus, anti-IL.-10 treat-
ment as described herein will allow for natural vaccination
ofherbivorous animals with limited side-effects and reduced
resistance. Antihelminthic agents include benzimidizoles
(mebendazole, flubendazole, fenbendazole, oxfendazole,
oxibendazole, albendazole, albendazole sulfoxide, thiaben-
dazole, thiophanate, febantel, netobimin, and triclabenda-
zole), hydropyrimidines (pyrantel, morantel, oxantel), imi-
dazothiazoles (levamisole, tetramisole), or macrocylic
lactones (avermectin, milbemycin).

In one aspect, the IL.-10 peptide or anti-IL.-10 antibody is
orally administered to the herbivorous mammal daily for a
period of 2 weeks or less, and then administration of the
antibody is stopped for a period of time, such as for at least
2 weeks, at least 3 weeks, or longer. Without being held to
theory, it is believed that daily administration for a 2 week
period or less will provide sufficient immune protection
from reinfection by parasitic worms for a period of 2-3
weeks or longer once administration of the antibody has
ceased. In one aspect, after 2 weeks of daily administration,
the administration of the isolated antibody that specifically
binds the interleukin-10 peptide is not resumed for at least
2 weeks, at least 3 weeks, or longer.

In another aspect, a method of controlling parasitic worms
having a lifecycle stage that includes the gastrointestinal
tract of grazing poultry comprises orally administering to the
grazing poultry an effective amount of an interleukin-10
peptide or an isolated antibody that specifically binds an
interleukin-10 peptide. Pastured poultry grazing is an alter-
native to indoor confinement of poultry and can also be
referred to as free-range poultry. Like grazing cattle, for
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example, grazing poultry are also exposed to parasitic
worms. Thus, the methods disclosed herein are also particu-
larly useful for the treatment of grazing poultry.

In another aspect, a method of providing resistance to
reinfection with a parasitic worm having a having a lifecycle
stage that includes the gastrointestinal tract of grazing
poultry comprises orally administering to the grazing poul-
try an effective amount of an interleukin-10 peptide or an
isolated antibody that specifically binds an interleukin-10
peptide, wherein the grazing poultry is infected with the
parasitic worm at the time of oral administration of the
interleukin-10 peptide or the isolated antibody that specifi-
cally binds the interleukin-10 peptide.

In certain aspects, the effective amount of the interleukin-
10 peptide or the anti-IL-10 antibody is effective to increase
weight gain in the grazing poultry, and/or the effective
amount of the interleukin-10 peptide or the anti-IL-10
antibody is effective to reduce egg shedding in the herbivo-
rous mammal, and/or the effective amount of the interleukin-
10 peptide or the anti-I[.-10 antibody is effective to reduce
reinfection by parasitic worms in a population of herbivo-
rous mammals. Effective amounts of an interleukin-10 pep-
tide or anti-IL-10 antibody are 0.0001 mg/Kg feed to 10
g/Kg feed, specifically 0.01 g/Kg feed to 5 g/Kg feed, and
more specifically 0.34 g/Kg feed to 1 g/Kg feed. In one
embodiment, administering the effective amount of the
interleukin-10 peptide or the isolated antibody that specifi-
cally binds the interleukin-10 peptide decreases the mortal-
ity rate of the grazing poultry.

In one aspect, the I[.-10 peptide or anti-IL-10 antibody is
orally administered to the grazing poultry daily for a period
of 2 weeks or less, and then administration of the antibody
is stopped for a period of time, such as for at least 2 weeks,
at least 3 weeks, or longer. Without being held to theory, it
is believed that daily administration for a 2 week period or
less will provide sufficient immune protection from reinfec-
tion by parasitic worms for a period of 2-3 weeks or longer
once administration of the antibody has ceased. In one
aspect, after 2 weeks of daily administration, the adminis-
tration of the isolated antibody that specifically binds the
interleukin-10 peptide is not resumed for at least 2 weeks, at
least 3 weeks, or longer.

In addition to herbivorous animals and poultry, compan-
ion animals such as dogs and cats can be infected with
parasitic worms having a lifecycle stage that includes the
gastrointestinal tract of the companion animal. Hookworm,
for example, is a parasitic nematode that lives in the small
intestine of its host, such as a dog or a cat. Infection with
hookworm generally occurs when the host animal steps on
the larvae, for example, by stepping on fecal matter. The
larvae can penetrate the skin of the foot and, once inside the
body, migrate through the vascular system to the lungs and
then the trachea, at which point they are swallowed, passing
down the digestive system to the intestine where the larvae
mature into worms. Other parasitic worms that infect dogs
and cats include roundworms, whipworms and tapeworms.

In an embodiment, a method of controlling parasitic
worms having a lifecycle stage that includes the gastroin-
testinal tract of a companion animal comprises orally admin-
istering to the companion animal an effective amount of an
interleukin-10 peptide or an isolated antibody that specifi-
cally binds an interleukin-10 peptide. In one aspect, the
method further comprises determining that the companion
animal is infected with the parasitic worm. Determining that
the companion animal is infected with a parasitic worm can
include analysis of a fecal sample for eggs such as perform-
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ing a fecal floatation test, and also nucleic acid-based tools
for diagnosis of infection and identification of the parasite.

As used herein, the term companion animal includes dogs,
cats, rabbits, guinea pigs, mini pigs, hamsters, and pet birds
such as parrots.

In an aspect, the effective amount of IL-10 peptide or the
isolated antibody that specifically binds an interleukin-10
peptide reduces egg shedding in the companion animal. In
another aspect, the effective amount of the IL-10 peptide or
isolated antibody that specifically binds an interleukin-10
peptide reduces reinfection by parasitic worms in the com-
panion animal. In another aspect, the effective amount of
IL-10 peptide or isolated antibody that specifically binds and
interleukin-10 peptide results in the natural development of
immunity to the parasitic worm such that on an exposure 2
weeks or later results in the prevention of infection. Without
being held to theory, it is believed that the parasitic worms
downregulate immunity by stimulating the host to release
1L-10, however, when IL.-10 is blocked, the immune system
is not down-regulated, allowing for natural immunity to
develop such that the animal resists reinfection. Effective
amount of the interleukin-10 peptide or the isolated antibody
that specifically binds an interleukin-10 peptide for the
treatment of companion animals are 3 g/kg feed to 0.001
mg/Kg feed, specifically 1 g/Kg feed to 0.341 g/Kg feed.

In one aspect, the IL.-10 peptide or the isolated antibody
that specifically binds an interleukin-10 peptide is adminis-
tered to the animal when the animal is infected with parasitic
worms. Without being held to theory, it is believed that
administering to an animal that has been exposed to a
parasitic worm allows for natural immunity and thus the
animal will become naturally resistant. In one aspect, the
IL-10 peptide or the isolated antibody that specifically binds
an interleukin-10 peptide administered daily for 2 weeks or
less. In one aspect, the 11.-10 peptide or the isolated antibody
that specifically binds an interleukin-10 peptide is adminis-
tered for 7-10 days. In another aspect, the IL.-10 peptide or
the isolated antibody that specifically binds an interleukin-
10 peptide is administered at a high dose for 3-5 days. In
another aspect, the isolated antibody that specifically binds
an interleukin-10 peptide is administered daily until the
animal is no longer infected with parasitic worm.

In yet another aspect, the methods include controlling
parasitic worms having a lifecycle stage that includes the
gastrointestinal tract of a human subject, comprising orally
administering to the human subject an effective amount of an
interleukin-10 peptide or an isolated antibody that specifi-
cally binds an interleukin-10 peptide. In one aspect, the
human subject resides in a region where helminthiasis is
prevalent, such as third world country. In the case of a
human subject, the effective amount of an interleukin-10
peptide or an isolated antibody that specifically binds an
interleukin-10 peptide can be administered in the form of a
pharmaceutical composition comprising a pharmaceutically
acceptable excipient. Pharmaceutically acceptable excipi-
ents are well-known in the art and include diluents, fillers,
binders, lubricants, as well as release-controlling excipients
such as sustained-release polymers. Pharmaceutical compo-
sitions include oral compositions such as tablets, capsules
and liquid compositions.

As used herein, the term “peptide” includes the peptide as
well as pharmaceutically acceptable salts of the peptide.
“Amino acid residue” means the individual amino acid units
incorporated into the peptides of the disclosure. As used
herein, the term “amino acid” means a naturally occurring or
synthetic amino acid, as well as amino acid analogs, ste-



US 9,821,028 B2

7

reoisomers, and amino acid mimetics that function similarly
to the naturally occurring amino acids.

As used herein, the term “antibody”, or “immunoglobu-
lin”, encompasses naturally occurring antibodies, such as
polyclonal and monoclonal antibodies, as well as artificial or
synthetic antibodies or genetically engineered forms of
antibodies, including single chain (domain) antibodies (e.g.,
camelid antibodies, chimeric, and bifunctional antibodies, as
well as fragments thereof.

The term “isolated antibody” as used herein, refers to an
antibody that is at least partially purified from other natu-
rally associated molecules, or substantially free of antibod-
ies having different antigenic specificities. In some cases,
particularly in the case of egg yolk antibodies, the antibody
may comprise 50-70% or more of an isolated antibody
preparation.

An IL-10 peptide of the present disclosure includes the
amino acid sequences of SEQ ID NO: 1, SEQ ID NO: 2,
SEQ ID NO: 3, SEQ ID NO: 4, SEQ ID NO. 5, SEQ ID NO.
6, SEQ ID NO: 7, SEQ ID NO: 8, SEQ ID NO. 9, SEQ ID
NO: 10, SEQ ID NO: 11, SEQ ID NO: 12, SEQ ID NO: 13,
SEQ ID NO: 14, SEQ ID NO: 15, SEQ ID NO: 16, SEQ ID
NO: 17, SEQ ID NO. 18, SEQ ID NO: 19, SEQ ID NO: 20,
SEQ ID NO: 21, SEQ ID NO: 22, SEQ ID NO: 23, SEQ ID
NO: 24, SEQ ID NO: 25, SEQ ID NO: 26, SEQ ID NO: 27,
SEQ ID NO: 28, SEQ ID NO: 29, SEQ ID NO: 30, SEQ ID
NO: 31, SEQ ID NO: 32, SEQ ID NO: 33, SEQ ID NO: 34,
SEQ ID NO: 35, SEQ ID NO: 36, SEQ ID NO: 37, SEQ ID
NO: 38, SEQ ID NO: 39, SEQ ID NO: 40, and combinations
thereof (see Table 1). In particularly suitable embodiments,
the IL-10 peptide has an amino acid sequence of SEQ ID
NO: 9.

TABLE 1
Sequence ID NO. and Corresponding Amino Acid
Sequence.
AMINO ACID

SEQ ID NO. SEQUENCE Organism

SEQ ID NO. 1 DDELNIQL Chicken, quail,
turkey

SEQ ID NO. 2 VLPRAMQT chicken

SEQ ID NO. 3 VLPRAMKT Quail and turkey

SEQ ID NO. 4 EKMDENGI Chicken, quail,
turkey

SEQ ID NO. 5 EPTCLHFS Chicken, quail,
turkey

SEQ ID NO. 6 DOMGDLL pig

SEQ ID NO. 7 DQLHSLL cow

SEQ ID NO. 8 VMPKAESD pig

SEQ ID NO. 9 VMPQAENH Cow/sheep

SEQ ID NO. 10 SKLQERGV pig

SEQ ID NO. 11 SELQERGV cow

SEQ ID NO. 12 ENSCIHFP pig

SEQ ID NO. 13 DSSCIHLP cow

SEQ ID NO. 14 DQLNSML sheep

SEQ ID NO. 15 NMLQERGV sheep
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TABLE 1-continued

Sequence ID NO. and Corresponding Amino Acid

Sequence.
AMINO ACID

SEQ ID NO. SEQUENCE Organism
SEQ ID NO. 16 DSSCTHFP sheep
SEQ ID NO. 17 DQLDNMLL horse
SEQ ID NO. 18 VMPQAENH horse
SEQ ID NO. 19 SKLQEKGV horse
SEQ ID NO. 20 ENSCTHFP horse
SEQ ID NO. 21 DDLEIGL fish
SEQ ID NO. 22 VLPTAIADMTEE fish
SEQ ID NO. 23 TQMEGKGP fish
SEQ ID NO. 24 NQCCRFV fish
SEQ ID NO. 25 DKLDNILL Dog,

Canis lupis

familiaris
SEQ ID NO. 26 VMPRAEN dog
SEQ ID NO. 27 SKLQEKGV dog
SEQ ID NO. 28 EDDCTHFP dog
SEQ ID NO. 29 DELHSILL Cat, Felis catus
SEQ ID NO. 30 VMPQAENE cat
SEQ ID NO. 31 SKLQEKGV cat
SEQ ID NO. 32 EDNCTHFS cat
SEQ ID NO. 33 DQLNSMLL rabbit
SEQ ID NO. 34 VMPQAENH rabbit
SEQ ID NO. 35 SKLQEEGV rabbit
SEQ ID NO. 36 ENSCIHFP rabbit
SEQ ID NO. 37 DQLDNVLL guinea pig
SEQ ID NO. 38 VMPQAEKH guinea pig
SEQ ID NO. 39 NKLQODQGV guinea pig
SEQ ID NO. 40 EDSCAHFP guinea pig

SEQ ID NOs: 6-20 are amino acid sequences correspond-
ing to peptides of the I[.-10 cytokine in herbivorous mam-
mals.

The present disclosure further includes antibodies that
specifically bind to the IL-10 peptides (also referred to
herein as “anti-IL-10 antibody”). These antibodies have
surprisingly been found to improve cattle performance after
exposure to helminths, for example. The antibodies of the
present disclosure specifically bind to IL.-10 peptides includ-
ing the amino acid sequences of SEQ ID NO: 1, SEQ ID
NO: 2, SEQ ID NO: 3, SEQ ID NO: 4, SEQ ID NO: 5, SEQ
ID NO: 6, SEQ ID NO: 7, SEQ ID NO: 8, SEQ ID NO: 9,
SEQ ID NO: 10, SEQ ID NO: 11, SEQ ID NO: 12, SEQ ID
NO: 13, SEQ ID NO:14, SEQ ID NO: 15, SEQ ID NO: 16,
SEQ ID NO: 17, SEQ ID NO: 18, SEQ ID NO:19, SEQ 1D
NO: 20, SEQ ID NO: 21, SEQ ID NO: 22, SEQ ID NO: 23,
SEQ ID NO: 24, SEQ ID NO: 25, SEQ ID NO: 26, SEQ ID
NO: 27, SEQ ID NO: 28, SEQ ID NO: 29, SEQ ID NO: 30,
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SEQ ID NO: 31, SEQ ID NO: 32, SEQ ID NO: 33, SEQ ID
NO: 34, SEQ ID NO: 35, SEQ ID NO: 36, SEQ ID NO: 37,
SEQ ID NO: 38, SEQ ID NO: 39, SEQ ID NO: 40, and
combinations thereof. In some embodiments, the isolated
antibodies specifically bind to IL-10 peptides having an
amino acid sequence of SEQ ID NOs: 6-20. In other
embodiments, the isolated antibodies bind SEQ ID NO: 9.

The present disclosure is further directed to generating
antibodies that specifically bind to the 1L.-10 peptides. In one
embodiment, an antibody is generated by administering the
IL-10 peptides described above to an animal. Suitable ani-
mals to administer the I1.-10 peptides for generating the
antibodies include, for example, poultry. Exemplary poultry
include chickens, turkeys, ducks, quail, and pheasant. Spe-
cific poultry include turkeys and chickens. Additional ani-
mals include livestock animals such as cattle, pigs, sheep,
and fish.

Exemplary methods for administering the IL.-10 peptides
to the animal include injection and oral administration.
Injection and oral administration optionally include use of
an adjuvant such as, for example, Freund’s Complete adju-
vant and Cholera toxin. Administration optionally further
includes conjugation of the IL.-10 peptide to a carrier protein
such as, for example, bovine gamma globulin or keyhole
limpet hemocyanin.

In one embodiment, antibodies to the IL.-10 peptides are
generated by an animal (referred to herein as the “producer
animal”). When the animal is an avian animal, as known by
those skilled in the art, the antibodies generated are passed
to the egg, and may specifically be concentrated in the egg
yolk of the avian producer animal. Alternatively, antibodies
of the present disclosure may be isolated from the animal
itself such as from serum.

In one embodiment, the antibody is an avian egg yolk
antibody. Egg yolks derived from a laying hen are inexpen-
sive, convenient and can be safer to handle as compared to
the hyperimmunized mammalian sera. Also, egg yolk anti-
bodies are able to stand up to the scrutiny under modern
animal protection regulations. Immunoglobulin Y (IgY) is
an avian immunoglobulin.

To produce avian egg yolk antibodies, the IL-10 peptides
are injected into laying fowl, such as hens, preferably at
various intervals, to induce an immune response. The hens
may be injected intramuscularly or sub-cutaneously. The
specific mode of injection is not essential. It is well known
that the IgY antibodies produced by the hens in response to
such an immune challenge are transferred and concentrated
in the egg yolk.

Once the eggs are harvested, the eggs may be further
processed to isolate the egg yolk, which itself may be further
processed. The liquid egg yolk may be encapsulated or
otherwise used in oral dosage forms. The egg yolk may be
dried by spray or refractant drying methods, and the result-
ing dried powder may be encapsulated or otherwise used in
oral dosage forms.

Alternatively, a procedure of partial purification or frac-
tionation may be carried out to remove the majority of the
non-aqueous bio-molecules and granules and optionally the
majority of other proteins in the egg yolk. Exemplary
purification techniques include the use of PEG, dextran
sulfate or a natural gum, such as sodium alginate, carra-
geenan and xanthan gum, to coprecipitate the undesired
substances, and the use of an aqueous buffer or water to
obtain an aqueous phase rich with antibodies.

In a specific embodiment, the yolk is separated from the
egg white, and then washed with distilled water to remove
as much albumen as possible. The vitelline membrane
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encasing the yolk is punctured, and the separated yolk
fraction is then diluted with an effective amount of an
aqueous buffer or water to form a suspension of the egg yolk.
The collected egg yolk may be diluted with an aqueous
buffer solution or distilled water in a ratio of about 1:2 to
about 1:40 v/v, and more specifically, in a ratio of about 1:5
to about 1:30 v/v. For efficient recovery of yolk antibodies,
pH is about 5-7. Desirably, the temperature in this step is
within about 0° C. to about 60° C. The suspension of the egg
yolk is gently agitated to form a homogenous mixture, and
then allowed to stand for a period of time sufficient to form
the aqueous and non-aqueous phases. The water insoluble
materials, including non-aqueous bio-molecules such as
lipoproteins, phospholipids, sterols and the like, are then
removed from the aqueous yolk suspension by centrifuga-
tion. The resulting antibody-containing supernatant may
then be separated from the viscous precipitant by decanting,
suctioning, or other like methods known in the art.

Optionally, the yolk supernatant is further treated with a
high concentration of a non-denaturing salt to induce pre-
cipitation of the antibodies. Examples of the salts useful for
precipitation of the yolk antibodies include, but are not
limited to, NaCl, Na, SO,, (NH,),S0,, KCl, CaCl,, and
MgSO,,. Specific salts include Na,SO, and (NH,,), SO,. The
salt concentration for precipitating antibodies depends on
the type of the salt. In one embodiment, the salt is present in
an amount of higher than 15% and lower than 35% by
weight, specifically between 20% and 30% by weight of the
salt, on the basis of the final volume of the yolk supernatant.

Alternatively, the antibodies may be purified or isolated
using any conventional technique such as by immunoaffinity
purification.

In one embodiment, egg yolk antibodies are prepared by
the following method. Laying hens are inoculated with
IL-10 peptide. Optionally, an adjuvant is administered in
conjunction with the IL-10 peptide to enhance the immuni-
zation. An adjuvant useful for this purpose is a water-in-oil
emulsion adjuvant such as complete Freund’s adjuvant. The
IL-10 peptide causes the hens to produce anti-IL.-10 anti-
bodies which are passively transferred into the egg yolk of
eggs laid by the hens.

Egg yolks or whole eggs containing the anti-IL.-10 anti-
body can be collected and homogenized to form an emul-
sion. The resulting emulsion can be dried to form a powder
containing the anti-1[.-10 antibody. This powder can then be
formulated in a manner appropriate to the administration
route and then administered to the desired animals using
methods known in the art. The preparation is preferably
administered orally, such as in an oral dosage form or in a
supplement to the animal’s diet.

The antibodies that specifically bind to IL-10 peptides
may be isolated and purified from animal serum or egg using
a suitable method known in the art. Such methods include
affinity chromatography, as well as other suitable methods
for antibody isolation and purification known in the art and
described in U.S. Pat. No. 6,608,172 and De Meulenaer et
al., “Isolation and Purification of Chicken Egg Yolk Immu-
noglobulins: A Review,” Food and Agricultural Immunol-
ogy, Vol. 13(4), 2001, hereby incorporated by reference to
the extent that they are consistent herewith. In one particu-
larly suitable embodiment, the production animal is an avian
animal such as a chicken, turkey, duck, or quail, and the
antibody is isolated from the egg yolk of the egg of the avian
animal.

In one embodiment, the egg yolk or serum including the
antibodies are further dried to form a powder including the
antibodies. The whole egg, egg yolk or parts of the egg may
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be spray dried. Serum may be separated from whole blood
according to methods known by those skilled in the art.
Spray drying of egg and serum may be performed using
known spray drying methods and commercially available
spray drying equipment. Dry egg and serum powders may
also be prepared by lyophilization. The dried egg, egg yolk
or serum powder may then be introduced into animal feeds
as a feed additive to transfer antibodies to an animal.

In another aspect, isolated antibodies can include anti-
bodies in serum, or antibodies that have been purified to
varying degrees. Such antibodies may include polyclonal
antibodies, camelid antibodies, monoclonal antibodies,
humanized or chimeric antibodies, anti-idiotypic antibodies,
single chain antibodies, Fab fragments, fragments produced
from a Fab expression library, epitope-binding fragments of
the above, and the like. Production of antibodies is well-
known in the art.

In yet another aspect, an antibody is isolated from the
colostrum of an animal such as from bovine colostrum.

The methods disclosed herein can be achieved using
animal feed additives including the IL-10 peptides, or iso-
lated antibodies which specifically bind to IL.-10 peptides.

As used herein, the term “feed” broadly refers to a
material, liquid or solid, that is used for nourishing an
animal, and for sustaining normal or accelerated growth of
an animal including newborns or young and developing
animals. The term includes a compound, preparation, mix-
ture, or composition suitable for intake by an animal.
Specifically, the feed is suitable for herbivorous mammals
such as cattle, horses, sheep and goats; for fish; or for
companion animals. A feed composition comprises a basal
food composition and one or more feed additives. The term
“basal food composition” refers to a food composition
combinable with additives such as the peptides and antibod-
ies described herein. Basal animal food compositions may
include components such as proteins, grains, flavor compo-
sitions, vitamins, minerals, preservatives, and the like. Basal
food compositions can be suitable for ingestion by a target
animal. The term “feed additive” as used herein refers to
components included in small quantities for the purpose of
fortifying basic feed with nutrients, stimulants, medicine, or
to promote feed intake or alter metabolism. Feed additives
include pre-mixes of biological compositions, or in the
present disclosure, pre-mixes of 1[.-10 peptide or isolated
antibody that specifically binds to IL.-10 peptide.

In one embodiment, the methods disclosed herein are
achieved using animal feed additive including I[.-10 pep-
tides including the amino acid sequence of SEQ ID NO: 1,
SEQ ID NO: 2, SEQ ID NO: 3, SEQ ID NO: 4, SEQ ID NO:
5, SEQ ID NO: 6, SEQ ID NO: 7, SEQ ID NO: 8, SEQ ID
NO: 9, SEQ ID NO: 10, SEQ ID NO: 11, SEQ ID NO: 12,
SEQ ID NO: 13, SEQ ID NO: 14, SEQ ID NO: 15, SEQ ID
NO: 16, SEQ ID NO: 17, SEQ ID NO: 18, SEQ ID NO: 19,
SEQ ID NO: 20, and combinations thereof. Particularly, the
feed additive may include 1L.-10 peptides having an amino
acid sequence of SEQ ID NOs: 6-20.

In another embodiment, the methods of the present dis-
closure utilize an animal feed additive including isolated
antibodies that specifically bind to the IL.-10 peptide includ-
ing the amino acid sequence of SEQ ID NO: 1, SEQ ID NO:
2, SEQ ID NO: 3, SEQ ID NO: 4, SEQ ID NO: 5, SEQ ID
NO: 6, SEQ ID NO: 7, SEQ ID NO: 8, SEQ ID NO: 9, SEQ
ID NO: 10, SEQ ID NO: 11, SEQ ID NO: 12, SEQ ID NO:
13, SEQ ID NO: 14, SEQ ID NO: 15, SEQ ID NO: 16, SEQ
ID NO: 17, SEQ ID NO: 18, SEQ ID NO: 19, SEQ ID NO:
20, and combinations thereof. In particularly suitable
embodiments, the feed additive includes isolated antibodies
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that specifically bind to IL.-10 peptides having the amino
acid sequence of SEQ ID NOs: 6-20.

The IL-10 peptides or isolated antibodies which specifi-
cally bind to IL-10 peptides may be added to an animal feed
as a feed additive or mixed into an animal feed by a method
known in the art for mixing feed additives and animal feed.
In one embodiment, the IL.-10 peptide or isolated antibody
which specifically binds to the IL-10 peptide is directly
added to the animal feed or mixed with the animal feed just
prior to feeding the animal. In another embodiment, since
feeds may be pelleted or extruded, the IL-10 peptide or
isolated antibody which specifically binds to the IL-10
peptide may be coated on the surface of feed (pellet) after
the feed has been pelleted or extruded (post pelleted appli-
cation) in order to maintain functional properties of the
IL-10 peptide or isolated antibody which specifically binds
to the IL.-10 peptide. The addition of the IL-10 peptide or
isolated antibody which specifically binds to the IL-10
peptide post pelleting can be aided by mixing the IL-10
peptide or isolated antibody which specifically binds to the
IL-10 peptide in water, oil, or another suitable carrier and
spraying it on the pellets as they exit the pellet die.

The amount of the IL.-10 peptide or isolated antibody that
specifically binds to IL.-10 peptide added and/or mixed with
the animal feed depends on the feeding regimen and the type
of feed for the animal, and may be determined by those
skilled in the art. Typically, the amounts of 11.-10 peptides
and/or isolated antibodies to IL-10 peptide to be used in an
animal feed are summarized in Table 2 below. Antibody
prepared using other sources may be calculated as equiva-
lents using Table 2.

TABLE 2

Dose of Anti-IL-10 Antibody in Animal Feed (mg/Kg
diet) prepared using egg yolk antibody.

Source Low Dose High Dose
Affinity purified anti-peptide 0.0015 0.5
Anti-peptide IgY 0.015 50
Dry Immune Yolk 0.8 4000
Dried Immune Whole Egg 1.5 7500

The doses shown are based on the amount of epitope
specific antibody in total IgY (1 to 10%), the amount of IgY
in egg (5-10 mg/Kg of feed), antibody losses due to drying
storage and gastrointestinal degradation.

An animal feed may further include optional ingredients
including vitamins, minerals, antibiotics, lipids, carbohy-
drates, proteins, antioxidants, and amino acids.

Exemplary vitamins include Vitamin A, Vitamin B, Vita-
min D, Vitamin E, and Vitamin K. Exemplary minerals
include calcium, phosphorus, sodium, potassium, magne-
sium, chlorine, cobalt, iodine, iron, manganese, copper,
molybdenum, zinc and selenium. Common mineral supple-
ments used in poultry feed, for example, include limestone,
bone meal, oyster shell, sodium chloride, dicalcium phos-
phate, manganese sulphate, potassium iodide, and super-
phosphate.

In some embodiments, one or more antibiotics may be
included in the animal feed along with the feed additive.
Exemplary antibiotics include penicillin, streptomycin, tet-
racyclines, zinc bacitracin and aureomycin.

Exemplary lipids include oil seeds, oils and lipids derived
from plants or animals. Sources of oilseeds, oils and lipids
include corn, soybean, cotton, lupin, peanut, sunflower,
canola, sesame seed oil, olive oil, copra and coconut oil,
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palm kernels and palm oil, casein, butterfat, lard, fish oils,
linseed and oil, tuna oil, tallow and yellow grease, and
mixtures thereof.

Exemplary carbohydrates include starch, cellulose, pen-
tosans, other complex carbohydrates, corn, milo, barley, rye,
oats, wheat, wheat middlings, and various grain-by-prod-
ucts.

Exemplary sources of protein include protein obtained
from meat meal or fish meal, liquid or powdered egg, fish
solubles, whey, milk protein, rice, milo, millet, corn, oats,
barley, wheat, rye, wheat bran and/or middlings, soybeans,
sesame seeds, peas and beans, sunflower seeds, wheat germ,
alfalfa seed, flaxseed, yeast, earthworms, and fish.

Exemplary amino acids include arginine, histidine, iso-
leucine, leucine, lysine, methionine, phenylalanine, threo-
nine, tryptophan, valine, tyrosine ethyl HCI, alanine, aspar-
tic acid, sodium glutamate, glycine, proline, serine, cystein
ethyl HCI, and analogs, and salts thereof.

Exemplary antioxidants include beta-carotene, Vitamin E,
Vitamin C, and tocopherol, or synthetic antioxidants.

Specifically, the animal feed including the feed additive of
either IL-10 peptide or isolated anti-IL-10 antibody is a feed
for an herbivorous mammal such as a cow, horse, goat or
sheep.

The methods of the present disclosure are generally
directed to methods for treating infections caused by para-
sitic worms having a lifecycle stage that includes the gas-
trointestinal tract in an animal, or in an animal with a status
of convalescence carriers of pathogen. In one embodiment,
the methods involve injecting or orally administering an
IL-10 peptide to an animal, thereby producing antibodies
within the animal that specifically bind to the IL-10 peptide.
IL-10 cytokine production is associated with down regula-
tion of inflammation, and the IL.-10 cytokine functions as an
essential immunoregulator of the intestinal tract. The anti-
body to IL-10 peptide prevents the I[.-10 cytokine from
down regulating the immune system, thereby allowing the
immune system to eliminate the pathogen.

In some embodiments, the methods involve injecting or
orally administering an antibody to the IL-10 peptide to an
animal. The term “animal”, as used herein to describe
animals administered an IL-10 peptide or isolated antibody
to the IL.-10 peptide in accordance with the present disclo-
sure.

The invention is further illustrated by the following
non-limiting examples.

EXAMPLES
Example 1: Anti-IL-10 Antibody Production

In this Example, the concentration of anti-I[.-10 antibody
production contained within the egg yolk of IL-10 peptide-
administered producer hens was determined by using
Enzyme-linked immunosorbent assay (ELISA) techniques.

Specifically, each of IL-10 peptide SEQ ID NO: 9 was
conjugated to hen ovalbumin (OVA, Sigma, St. Louis, Mo.)
for ELISA using glutaraldehyde procedure. A 96-well
NUNC® immunosorbent F-series microplate (Sigma, St.
Louis, Mo.) was coated with 100 pg/plate of peptide-specific
OVA conjugate in sodium carbonate coating buffer having a
pH of 9.6. The plate was allowed to coat overnight (100
ul/well) at 4° C. Dry egg yolk samples containing antibody
to IL-10 Peptide SEQ ID NO. 9 were diluted 1:10 in acidic
PBS having a pH of 4 and allowed to incubate overnight at
4° C. After overnight incubation, the antibody was extracted
using centrifugation and used as a source of antibody to
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determine specificity for the peptide conjugated to the IL.-10
peptide. The plate coated with OVA-peptide conjugate was
washed 6 times with PBS/0.5% TWEEN® (polysorbate 20,
polyoxyethylene (20) sorbitan monolaurate) solution,
blocked with non-protein blocking buffer (200 ul/well,
Pierce Scientific, Rockford, I11.), and allowed to incubate at
room temperature for at least 1 hour. The plate was washed
6 times and then samples of either adjuvant only injected
control or egg antibody (isolated as described above) were
added at a concentration of 100 pl/well in duplicate at 10x
serial dilutions starting at 1:20. Primary antibodies were
incubated for 1 hour, the plate was washed 6 times, and then
secondary antibody (HRP-conjugated goat anti-chicken
antibody, Bethyl Labs, Montgomery, Tex.) was diluted in
blocking buffer 1:5000 and added at a concentration of 100
pl/well. Secondary antibody was incubated for 30 minutes,
the plate was washed 6 times, and then substrate solution
containing 19.74 ml 0.05M sodium acetate, 100 pl 20
mg/mL 3,3',5,5' Tetramethyl Benzidine (TMB), 128 ul 0.5M
H,O0, was added at a concentration of 125 pl/well and
allowed to incubate until sufficient color development dur-
ing the linear phase of development (blue color indicates
primary antibody presence). A stop solution (0.5M sulfuric
acid) was added to produce a yellow stable color and the
plate was read at 450 nm on a BIOTEK® ELS8O00 plate
reader. Triplicate optical densities were averaged and block-
ing buffer background was subtracted to produce a final
optical density. The optical density of antibody to IL-10
peptide SEQ ID NO. 9 and FCA control were compared to
determine specificity and dose level used in the final chick
experiment (see Table 3).

TABLE 3

Antibody titer for cow anti-IL-10 antibody. Antibody extracts
from control eggs and eggs from hens injected with an IL-10
peptide conjugate were serially diluted and added to plate
bound peptide and analyzed as described above. The antibody
to the IL-10 antibody could be diluted up to 1:320 (titer)

before the absorbance equaled background absorbance.
Dilution Cow Anti-IL-10 Control Antibody
1:20 2.114 1.298333333
1:40 1.791 1.141333333
1:80 1.308 0.932666667
1:160 0.905666667 0.737333333
1:320 0.720666667 0.553666667
1:640 0.375 0.409666667
1:1280 0.254333333 0.294666667

Example 2: Calf Growth after an Established
Parasite Infection when Treated with Anti-I1L-10
Antibody (all.-10)

The objective was to use the monoclonal egg yolk anti-
body (MCA) designed to bind bovine IL-10 (Example 1),
and induce long term protection against common internal
grazing parasites and increase animal weight gain.

Eight animals were studied. The 4 control animals were
non-dewormed. The 4 treated animals were fed all-10 at
approximately 26 mg of anti-IL.10 peptide specific antibody
(or 14 g dried egg yolk/head/day). The protocol was as
follows:

Dose all calves with 7,700 Haemonchus infective larvae

Determine fecal egg counts (FEC), once calves are shed-

ding eggs, start feeding all.-10 to respective animals

Allow all animals free choice consumption of haylage
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Feed all animals 4 lbs/day of a common calf grain
supplement
Within the 4 1bs of calf starter, 26 mg of IL.-10 peptide
specific antibody or 14 g dried egg yolk will be the
carrier for the alL.-10 treatment

Removed all.-10 from feed after 26 days

Re-infected all calves with 6,000 Haemonchus 23 days

after stopped allL-10 feeding

Weigh animals weekly—ADG=average daily weight gain

The timeline of treatment is given in FIG. 1. FIG. 2 shows
the average daily growth of the calves comparing control
with no antibody treatment to calves fed anti-IL.-10 antibody.
During the all.-10 feeding period, animals fed the all.-10
egg yolk had a lower growth rate than control animals. This
suggests the all.-10 acted as an immune stimulant. Further
determination of “ideal” dosage level, and duration needs to
be considered for which no growth suppression is detected
when feeding all.-10. Despite a short term 19% growth
reduction, animals fed all.-10 and then re-exposed to Hae-
monchus out performed control animals by 10%, which
resulted in similar overall animal performance. These data
support that cattle fed allL.-10 during their first exposure to
Haemonchus developed resistance, likely through an
immune mediated pathway, during subsequent exposure,
where as cattle exposed to Haemonchus in the absence of
allL.-10, did not have resistance and succumbed to the
reinfection as shown by weight performance.

As shown in FIG. 3, treatment with anti-IL.-10 antibody
also reduced egg shedding in the animals treated with
anti-IL-10 antibody. These data also support a general
immune resistance during re-exposure if animal were fed
allL.-10 during their first exposure.

Example 3: Field Trial of Anti-I[.-10 Antibody in
Growing Dairy Calves

The objective of this trial is to verify that the anti-IL-10
antibody induces long term protection against common
internal grazing parasites and increases animal weight gain
in growing dairy calves.

100 animals will be grouped as follows:

Negative Control (non-dewormed)

Positive Control (10 mg-acting dewormer)

MCA 1, (feed MCA 14 days, at 14 g/hd/d)

MCA 2, (feed MCA 14 days, at 7 g/hd/d)

MCA 3, (feed MCA 14 days, at 3.5 g/hd/d)

20 animals per treatment

MCA=anti-IL-10 antibody

The animals will be treated as follows:

Turn all 100 calves out on pasture for approximately 28
days—this will allow for a natural infection of all
calves

After approximately 28 days on pasture, fecal sample for
parasite egg levels, weigh, deworm positive control,
and assign to treatment by weight

Once sorted into treatment groups, maintain in 5 separate
pastures where forage is not limited for 14 days

Feed all animals 5 Ibs supplement/hd/d

Feed is used to carry the MCA levels of 1, 2, and 3

Allows all groups to be exposed to similar pastures

After 14 days (feeding/treatment period), weigh and fecal
sample

Comingle all animals and maintain as one group until the
end of the season

Weigh every 28 days and fecal sample

Example 4: Field Trial of Anti-I[.-10 Antibody in
Grazing Lambs

The objective of this trial is to verify that the anti-IL-10
antibody induces long term protection against common
internal grazing parasites and increases animal weight gain
in grazing lambs.
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100 animals will be grouped as follows:

Negative Control (non-dewormed)

Positive control (de-wormed per industry recommenda-
tions)

MCA 1, [feed MCA 14 days, at 2.3 g/hd/d, (similar as 14
g/hd/d bovine)]|

MCA 2, (feed MCA 14 days, at 1.15 g/hd/d)

MCA 3, (feed MCA 14 days, at 0.58 g/hd/d)

20 animals per treatment

The animals will be treated as follows:

Turn all 100 lambs out on pasture for approximately 21
days. This will allow for a natural infection of all
lambs.

After approximately 21 days on pasture, fecal for EPG,
weigh, deworm positive control, and assign to treat-
ment groups.

Once sorted into treatment groups, maintain each treat-
ment in separate pens. Feed all animals ad 1ib haylage
and 1.0 1bs supplement/hd/d.

After 14 days (supplement period) weigh and fecal
sample. Comingle all animals and maintain as one
group until end of season.

Weigh every 28 days and fecal sample.

The use of the terms “a” and “an” and “the” and similar
referents (especially in the context of the following claims)
are to be construed to cover both the singular and the plural,
unless otherwise indicated herein or clearly contradicted by
context. The terms first, second etc. as used herein are not
meant to denote any particular ordering, but simply for
convenience to denote a plurality of, for example, layers.
The terms “comprising”, “having”, “including”, and “con-
taining” are to be construed as open-ended terms (i.e.,
meaning “including, but not limited to”) unless otherwise
noted. Recitation of ranges of values are merely intended to
serve as a shorthand method of referring individually to each
separate value falling within the range, unless otherwise
indicated herein, and each separate value is incorporated into
the specification as if it were individually recited herein. The
endpoints of all ranges are included within the range and
independently combinable. All methods described herein
can be performed in a suitable order unless otherwise
indicated herein or otherwise clearly contradicted by con-
text. The use of any and all examples, or exemplary lan-
guage (e.g., “such as”™), is intended merely to better illustrate
the invention and does not pose a limitation on the scope of
the invention unless otherwise claimed. No language in the
specification should be construed as indicating any non-
claimed element as essential to the practice of the invention
as used herein.

While the invention has been described with reference to
an exemplary embodiment, it will be understood by those
skilled in the art that various changes may be made and
equivalents may be substituted for elements thereof without
departing from the scope of the invention. In addition, many
modifications may be made to adapt a particular situation or
material to the teachings of the invention without departing
from the essential scope thereof. Therefore, it is intended
that the invention not be limited to the particular embodi-
ment disclosed as the best mode contemplated for carrying
out this invention, but that the invention will include all
embodiments falling within the scope of the appended
claims. Any combination of the above-described elements in
all possible variations thereof is encompassed by the inven-
tion unless otherwise indicated herein or otherwise clearly
contradicted by context.
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<160> NUMBER OF

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Asp Asp Glu Leu
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Val Leu Pro Arg
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Val Leu Pro Arg
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Glu Lys Met Asp
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Glu Pro Thr Cys
1

<210> SEQ ID NO
<211> LENGTH: 7
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:
Asp Gln Met Gly

1

<210> SEQ ID NO
<211> LENGTH: 7
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Asp Gln Leu His
1

SEQ ID NOS: 40

1

Gallus gallus
1

Asn Ile Gln Leu
5

Gallus gallus
2

Ala Met Gln Thr
5

Meleagris gallopavo

3

Ala Met Lys Thr
5

Gallus gallus
4

Glu Asn Gly Ile
5

Gallus gallus
5

Leu His Phe Ser

Sus scrofa

Asp Leu Leu

Bos taurus

Ser Leu Leu

SEQUENCE LISTING
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-continued

20

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Val Met Pro Lys
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Val Met Pro Gln
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Ser Lys Leu Gln
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Ser Glu Leu Gln
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Glu Asn Ser Cys
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:
Asp Ser Ser Cys

1

<210> SEQ ID NO
<211> LENGTH: 7
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Asp Gln Leu Asn
1

Sus

Ala

Bos

Ala

10

Sus

10

Glu

11

Bos

11

Glu

12

Sus

12

Ile

13

Bos

13

Ile

14

scrofa

Glu Ser

taurus

Glu Asn

scrofa

Arg Gly

taurus

Arg Gly

scrofa

His Phe

taurus

His Leu

Ovis aries

14

Ser
5

Met Leu

Asp

His

Val

Val

Pro

Pro
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-continued

22

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Asn Met Leu Gln
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Asp Ser Ser Cys
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Asp Gln Leu Asp
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Val Met Pro Gln
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Ser Lys Leu Gln
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:
Glu Asn Ser Cys

1

<210> SEQ ID NO
<211> LENGTH: 7
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Asp Asp Leu Glu
1

15

Ovis aries

15

Glu Arg Gly Val
5

16

Ovis aries

16

Thr His Phe Pro
5

17

Equus caballus
17

Asn Met Leu Leu
5

18

Equus caballus
18

Ala Glu Asn His
5

19

Equus caballus
19

Glu Lys Gly Val
5

20

Equus caballus
20

Thr His Phe Pro
5

21

Gadus morhua
21

Ile Gly Leu
5
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-continued

24

<210> SEQ ID NO

<211> LENGTH: 12

<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Val Leu Pro Thr
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Thr Gln Met Glu
1

<210> SEQ ID NO
<211> LENGTH: 7
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Asn Gln Cys Cys
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Asp Lys Leu Asp
1

<210> SEQ ID NO
<211> LENGTH: 7
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Val Met Pro Arg
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:
Ser Lys Leu Gln

1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Glu Asp Asp Cys
1

22

Gadus morhua

22

Ala Ile Ala Asp Met Thr Glu Glu
5 10

23

Gadus morhua

23

Gly Lys Gly Pro
5

24

Gadus morhua
24

Arg Phe Val
5

25

Canis familiaris
25

Asn Ile Leu Leu
5

26

Canis familiaris
26

Ala Glu Asn

5

27

Canis familiaris
27

Glu Lys Gly Val
5

28

Canis familiaris
28

Thr His Phe Pro
5
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-continued

26

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Asp Glu Leu His
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Val Met Pro Gln
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Ser Lys Leu Gln
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Glu Asp Asn Cys
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Asp Gln Leu Asn
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:
Val Met Pro Gln

1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Ser Lys Leu Gln
1

29

Felis catus

29

Ser Ile Leu Leu
5

30

Felis catus

30

Ala Glu Asn Glu
5

31

Felis catus

31

Glu Lys Gly Val
5

32

Felis catus

32

Thr His Phe Ser
5

33

Lepus curpaeums
33
Ser Met Leu Leu
5

34

Lepus curpaeums
34
Ala Glu Asn His
5

35

Lepus curpaeums

35

Glu Glu Gly Val
5
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-continued

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Glu Asn Ser Cys
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Asp Gln Leu Asp
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Val Met Pro Gln
1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:
Asn Lys Leu Gln

1

<210> SEQ ID NO
<211> LENGTH: 8
<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Glu Asp Ser Cys
1

36

Lepus curpaeums
36
Ile His Phe Pro
5

37

Cavia porcellus
37

Asn Val Leu Leu
5

38

Cavia porcellus
38
Ala Glu Lys His
5

39

Cavia porcellus
39

Asp Gln Gly Val
5

40

Cavia porcellus
40

Ala His Phe Pro
5

The invention claimed is:

1. A method of controlling parasitic worms having a
lifecycle stage that includes the gastrointestinal tract of a 5o
herbivorous mammal, comprising
orally administering to the herbivorous mammal an effec-
tive amount of an isolated antibody that specifically
binds an interleukin-10 peptide when orally adminis-

tered to the herbivorous mammal,

55

wherein the interleukin-10 peptide is SEQ ID NO: 6, SEQ
ID NO: 7, SEQ ID NO: 8, SEQ ID NO: 9, SEQ ID NO:
10, SEQ ID NO: 11, SEQ ID NO: 12, SEQ ID NO: 13,
SEQ ID NO: 14, SEQ ID NO: 15, SEQ ID NO: 16,
SEQ ID NO: 17, SEQ ID NO: 18, SEQ ID NO: 19, or 60
SEQ ID NO:20, and wherein the mammal is infected
with or suspected of being infected with a parasitic
worm having a lifecycle stage that includes the gastro-

intestinal tract of the herbivorous mammal.

2. The method of claim 1, wherein the isolated antibody 65
that specifically binds the interleukin-10 peptide is an egg

yolk antibody.

3. The method of claim 1, wherein the isolated antibody
that specifically binds the interleukin-10 peptide is admin-
istered in a feed composition.

4. The method of claim 1, wherein the herbivorous
mammal is a bovine, an equine, an ovine, a caprine, a goat,
a llama, an alpaca, a deer, an elk, or a pig.

5. The method of claim 1, wherein the herbivorous
mammal is a ruminant or pre-ruminant animal.

6. The method of claim 5, wherein the ruminant or
pre-ruminant animal is a bovine, and the parasitic worm is
a Haemonchus species.

7. The method of claim 1, wherein the effective amount of
the isolated antibody that specifically binds an interleukin-
10 peptide increases weight gain in the herbivorous mam-
mal.

8. The method of claim 1, wherein the effective amount of
the isolated antibody that specifically binds an interleukin-
10 peptide reduces egg shedding in the herbivorous mam-
mal.



US 9,821,028 B2

29

9. The method of claim 8, wherein the effective amount of
the isolated antibody that specifically binds an interleukin-
10 peptide reduces reinfection by parasitic worms in the
herbivorous mammal.

10. The method of claim 1, wherein the herbivorous
mammal is part of a population of mammals that are infected
with parasitic worms that are resistant to one or more
antihelminthic agents.

11. The method of claim 10, wherein the antihelminthic
agent is a benzimidizole, a hydropyrimidine, an imidazothi-
azole, or a macrocylic lactone.

12. The method of claim 1, wherein administering the
effective amount of the isolated antibody that specifically
binds the interleukin-10 peptide decreases the likelihood of
death of the mammal.

13. The method of claim 1, wherein the isolated antibody
that specifically binds the interleukin-10 peptide is orally
administered daily for 2 weeks or less.

14. The method of claim 13, wherein administration of the
isolated antibody that specifically binds the interleukin-10
peptide is not resumed for at least 2 weeks after daily
administration is ceased.

15. A method of increasing weight gain or increasing feed
efficiency in a herbivorous mammal, comprising

orally administering to the herbivorous mammal an effec-

tive amount of an isolated antibody that specifically
binds an interleukin-10 peptide when orally adminis-
tered to the herbivorous mammal, wherein the herbivo-
rous mammal is infected with or is suspected of being
infected with a parasitic worm having a lifecycle stage
that includes the gastrointestinal tract of the herbivo-
rous mammal,

wherein the I1.-10 peptide is SEQ ID NO: 6, SEQ ID NO:

7,SEQ IDNO: 8, SEQID NO: 9, SEQID NO: 10, SEQ
ID NO: 11, SEQ ID NO: 12, SEQ ID NO: 13, SEQ ID
NO: 14, SEQ ID NO: 15, SEQ ID NO: 16, SEQ ID NO:
17, SEQ ID NO: 18, SEQ ID NO: 19, or SEQ ID NO:
20.

16. The method of claim 15, wherein the isolated antibody
that specifically binds the interleukin-10 peptide is an egg
yolk antibody.

17. The method of claim 15, wherein the isolated antibody
that specifically binds the interleukin-10 peptide is admin-
istered in a feed composition.

18. The method of claim 15, wherein the herbivorous
mammal is a bovine, a horse, a sheep, a goat, a llama, an
alpaca, a deer, an clk, or a pig.

19. The method of claim 15, wherein the herbivorous
mammal is a ruminant or pre-ruminant animal.

20. The method of claim 19, wherein the ruminant or
pre-ruminant animal is a bovine, and the pirasitic worm is a
Haemonchus species.

21. The method of claim 15, wherein the effective amount
of the isolated antibody that specifically binds an interleu-
kin-10 peptide reduces egg shedding in the herbivorous
mammal.

22. The method of claim 15, wherein the effective amount
of the isolated antibody that specifically binds an interleu-
kin-10 peptide reduces reinfection by parasitic worms in the
herbivorous mammal.

23. The method of claim 15, wherein the herbivorous
mammal is part of a population of mammals that are infected
with parasitic worms that are resistant to one or more
antihelminthic agents.

24. The method of claim 23, wherein the antihelminthic
agent is a benzimidizole, a hydropyrimidine, an imidazothi-
azole, or a macrocylic lactone.
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25. The method of claim 15, wherein administering the
effective amount of the isolated antibody that specifically
binds the interleukin-10 peptide decreases the likelihood of
death of the mammal.

26. The method of claim 15, wherein the isolated antibody
that specifically binds the interleukin-10 peptide is orally
administered daily for 2 weeks or less.

27. The method of claim 26, wherein administration of the
isolated antibody that specifically binds the interleukin-10
peptide is not resumed for at least 2 weeks after daily
administration is ceased.

28. A method of providing resistance to reinfection with
a parasitic worm having lifecycle stage that includes the
gastrointestinal tract of an herbivorous mammal, comprising
orally administering to the herbivorous mammal an effective
amount of an isolated antibody that specifically binds an
interleukin-10 peptide when orally administered to the her-
bivorous mammal, wherein the herbivorous mammal was
infected with the parasitic worm at the time of oral admin-
istration of the isolated antibody that specifically binds the
interleukin-10 peptide, and wherein

the IL-10 peptide is SEQ ID NO: 6, SEQ ID NO: 7, SEQ

ID NO: 8, SEQ ID NO: 9, SEQ ID NO: 10, SEQ ID
NO: 11, SEQID NO: 12, SEQ ID NO: 13, SEQ ID NO:
14, SEQ ID NO: 15, SEQ ID NO: 16, SEQ ID NO: 17,
SEQ ID NO: 18, SEQ ID NO: 19, or SEQ ID NO: 20.

29. The method of claim 28, wherein the isolated antibody
that specifically binds the interleukin-10 peptide is an egg
yolk antibody.

30. The method of claim 28, wherein the isolated antibody
that specifically binds the interleukin-10 peptide is admin-
istered in a feed composition.

31. The method of claim 28, wherein the herbivorous
mammal is a bovine, an equine, an ovine, a caprine, a goat,
a llama, an alpaca, a deer, an elk, or a pig.

32. The method of claim 28, wherein the herbivorous
mammal is a ruminant or pre-ruminant animal.

33. The method of claim 32, wherein the ruminant or
pre-ruminant animal is a bovine, and the parasitic worm is
a Haemonchus species.

34. The method of claim 28, wherein the effective amount
of the isolated antibody that specifically binds an interleu-
kin-10 peptide increases weight gain in the herbivorous
mammal.

35. The method of claim 28, wherein the effective amount
of the isolated antibody that specifically binds an interleu-
kin-10 peptide reduces egg shedding in the herbivorous
mammal.

36. The method of claim 28, wherein herbivorous mam-
mal is part of a population of mammals that are infected with
parasitic worms that are resistant to one or more antihel-
minthic agents.

37. The method of claim 36, wherein the antihelminthic
agent is a benzimidizole, a hydropyrimidine, an imidazothi-
azole, or a macrocylic lactone.

38. The method of claim 28, wherein administering the
effective amount of the isolated antibody that specifically
binds the interleukin-10 peptide decreases the likelihood of
death of the mammal.

39. The method of claim 28, wherein the isolated antibody
that specifically binds the interleukin-10 peptide is orally
administered daily for 2 weeks or less.

40. The method of claim 39, wherein administration of the
isolated antibody that specifically binds the interleukin-10
peptide is not resumed for at least 2 weeks after daily
administration is ceased.

#* #* #* #* #*
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