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Abstract
Caseous lymphadenitis (CLA) is a chronic infectious disease of sheep and goat caused by
Corynebacterium pseudotuberculosis (C. pseudotuberculosis). This disease is characterised by the
formation of abscesses in lymph nodes and visceral organs. However, it might be involved in
reproductive disorders such as orchitic, abortion, and stillbirth. Current knowledge on the complications
regarding reproductive system induced by CLA indicates that thees changes were observed in the gonads,
seminal secretions, cytokines (IL-1β and IL-6) as well as hormonal concentration which overall impaired
the reproductive performance of small ruminants. Despite the importance of CLA in small ruminants,
reasonable information regarding reproductive pathology caused by this disease has not been provided. In
this review, we present the pathogenicity characteristics of the bacterium, disease and its virulence effects
on the histology, cytokine production, semen attributes and reproductive hormone profiles. Furthermore,
we discuss an update on the isolation of the bacterium from different reproductive organs of bucks and
does.
Keywords: Reproduction, caseous lymphadenitis, small ruminants

1. Introduction
In 1888, unusual organisms were isolated by the French bacteriologist Edward Nocard from
the case of lymphadenitis in a cow (Nocard, 1896) [66]. Then after three years of this discovery,
the Bulgarian bacteriologist Hugo von Preisz recognized the same kind of organism in cultures
obtained from a renal abscess of an ewe (Preisz & Guinard, 1891) [82]. The Corynebacterium
belongs to a suprageneric group of Actinomycetes that also include the genera Mycobacterium,
Rhodococcus and Nocardia and group CMN. This heterogeneous CMN group shares some
characteristics such as cell wall organization with the presence of a vast polymer complex of
peptidoglycan, arabinogalactan and mycolic acid (Dorella et al., 2006) [29]. Consequently the
organism in question came to be known as “Preisz and Nocard” bacillus, a vernacular name
with which it was linked for decades (Baird & Fontaine, 2007) [6]. Subsequently, Lehmann and
Neumann (1896) [55] renamed the bacterium in their publication as “Bacillus pseudotuberculosisca” derived from Greek pseudes-tuberculosisor “false tuberculosis” and they
further referenced it with the lesions to caseous nodules from mycobacterium tuberculosis.
These organisms were placed under the category of Corynebacterium genus in the first Edition
of Bergey’s Manual of Determinative Bacteriology, published in 1923. In 1948, the bacterium
was renamed as C. pseudotuberculosis, which has remained in its official designation even
though some literature showed the evidence that it is known as C. ovis (Euzeby, 2005) [32].
This micro-organisms falls in the category of facultative intracellular pathogen which reveals
the characteristic pleomorphic forms, such as coccoid and filamentous rods, measuring from
0.5μm to 0.6μm by 1.0μm to 3.0μm (Merchant & Packer, 1967; Hard, 1969; Buxton & Fraser,
1977; Connor et al., 2000; Selim, 2001) [59, 35, 19, 23, 87]. It is a non-sporulating, non-capsulated
and non-motile bacterium; however, it has fimbriae. This bacterium is a facultative anaerobe
that grows well at 37 °C, at a pH of 7.0 to 7.2 (Merchant & Packer, 1967; Hard, 1969; Buxton
& Fraser, 1977; Connor et al., 2000; Selim, 2001) [59, 35, 19, 23, 87]. C. pseudotuberculosis is the
causative agent of CLA in small ruminants associated with granulomatous, necrotizing type of
~ 23 ~

International Journal of Veterinary Sciences and Animal Husbandry
[63, 15, 90]

inflammation which develops within one or more lymph
nodes, leading to the formation of chronic abscesses, with hair
loss and ultimately ruptured followed by discharge of pus
(Baird & Fontaine, 2007) [6]. CLA is associated with the
appearance of large abscesses externally that leads to death or
abortions and loss of body weight. It affects young ovine
population resulting in delayed sexually maturity and
decreased wool production (Burrell, 1981) [18]. The external
form of CLA is characterized by abscess formation in
superficial lymph nodes of mandibular, parotid, cervical, subiliac, popliteal or mammary tissue and also in subcutaneous
tissues. Characterizing visceral form of the CLA, these
abscesses may also develop in internal organs, such as the
lungs, liver, kidneys, and spleen (Merchant & Packer, 1967;
Piontkowski & Shivvers, 1998) [59, 81]. Once CLA has been
established, it avoids the immune system with ease, hence
referred to as the perfect parasite (Baird and Fontaine, 2007)
[6]
. This review discusses the reproductive complications
caused by CLA in sheep and goats, as well as the prominence
of the disease in small ruminant populations.

lethal synergistic lyses of erythrocytes in the presence
of an extracellular Rhodococcus equi factor (Fraser, 1961) [34],
and blockage of staphylococcal lysin-induced lysis of
erythrocytes (Zaki, 1976) [99]. Jolly (1965) [45] reported that
PLD increased the permeability of the vascular wall, caused
leakage of plasma from the blood vessels by sphingomyelin
hydrolysis in membranes of endothelial. Pathogenesis may be
assisted by this effect and it allows the bacterium to migrate
from the infection site to the lymph nodes around the
peripheral regions (Brown & Olander, 1987; Pepin et al.,
1994a) [17, 78].
This enzyme also interrupts the normal function of ovine
neutrophil chemotaxis and it may be dangerous to cells
(Yozwiak & Songer, 1993) [98]. This may be associated with
the pathogenesis by lymphatic drainage to tissues (Batey,
1986b) [10]. It can assist the organisms at the onset of
infections and is also responsible for the creation of pathway
for immune system. The enzyme depletes the bacterial
infections which protect the organisms from opsonization
(Yozwiak & Songer, 1993) [98]. Chemo-taxis in Neutrophils
are hampered by PLD, thus reducing the chances of
phagocytosis during the early stage of infection (Tashjian &
Campbell, 1983; Yozwiak & Songer, 1993; Pepin et al.,
1994b) [91, 98, 79]. Corybacterium pseudotuberculosis has the
ability to replicate within macrophages and to be released,
some other workers recommended that PLD may play an
important role in discharge from phagosome and cause death
of macrophages (Pepin et al., 1994a; McKean et al., 2007) [78,
58]
.
The cell wall of C. pseudotuberculosis is coated by a waxy
mycolic acid that plays an important role in pathogenesis.
This protective coating has cytotoxin properties as well as
mechanical strength that plays a vital role in the pathogenicity
of the organism (tashjian and capbell 1983, Baird & Fontaine,
2007) [91, 6]. According to some researchers, the mycolic acid
coat has the capability to allow C. pseudotuberculosis to
survive even in extreme conditions for a long period of time
in the environment; similar features were also seen in the
Actinomycetes and Mycobacterium (Paton et al., 2002; Baird
& Fontaine, 2007) [75, 6].
Typically, the infection of C. pseudotuberculosis arise
through wounds of skin or mucous-membrane, resulting in the
spreading of the bacteria to superficial lymph nodes, where
the caseous abscesses develop and necrosis take place. Some
other sites of the contagion, particularly the visceral organs,
might also be infected. Both free and phagocyte borne
microorganisms migrate into the local drainage of lymph
nodes. Lesions are the consequences of bacterial
multiplication within cells (intracellular), which is preceded
by the death of host's cells (Jolly, 1965; Hard, 1969) [45, 35].
The lesion size perhaps fluctuates with the initial
concentration of pathogen, multiplication rate of organism
and the availability of the defence cells to the lesion of host
(Batey, 1986a) [9].

2. Transmission
Despite the fact that various routes of inoculation (i.e. oral,
intranasal, Intradermal, intra-tracheal, intra-venous or intravaginal) have been attempted successfully in experiments, it
is accepted that the transmission of CLA happens
fundamentally through contamination of superficial skin
wounds inflicted during shearing, ear tagging, castration,
fighting among herds, or rubbing against defiled surfaces
(Brown & Olander, 1987; Williamson, 2001; Othman et al.,
2014b; Latif et al., 2015) [17, 96, 71, 53].
Infected animals are considered as a possible source of
contamination as they may shed immense numbers of wild
organisms through purulent discharge from cracked abscesses
or by coughing up discharge from lesions present in the lungs
(Pepin et al., 1994a; Baird & Fontaine, 2007) [78, 6]. Other
animals might be then unprotected through direct contact with
infected animals through contaminated equipment and
environment. Certainly, C. pseudotuberculosis has been
demonstrated to survive for a long time in fomites or different
natural material and additionally in contaminated sheep
dipping (Nairn & Robertson, 1974; Augustine & Renshaw,
1986) [65, 4].
Goats having traumatized buccal mucosa have more chances
of taking the bacterium from contaminated feed (Brown &
Olander, 1987) [17]. Because of the high prevalence of thoracic
and pulmonary lesions from the visceral form of CLA, it is
possible for airborne transmission. However, the
dissemination of the pulmonary lesions demonstrates a
hematogenous or lymphogeneous instead of erogenous spread
(Augustine & Renshaw, 1986) [4]. Nonetheless, animals with
lung lesions play a paramount part in transmission of the
bacterium. Similarly, they could debride the wounds of skin
in other animals, particularly when they are in close contact
(Pepin et al., 1994a) [78]. Investigations on the part of insects
and arthropods serving as vectors for C. pseudotuberculosis is
inconclusive (Brown & Olander, 1987) [17].

4. Clinical signs in Different Species and Zoonotic
Importance
CLA in sheep and goats is a chronic type of disease,
characterised by formation of abscesses in the lymph nodes,
particularly in the parotid, retropharyngeal and in visceral
organs (Baird & Fontaine, 2007; Michael, 2010) [6, 60]. Some
infected sheep might have abscesses internally, which
repeatedly develop in the lungs or lymph nodes of mediastinal
without any external clinical signs of contagion (Binns et al.,
2007) [11]. C. pseudotuberculosis has a wide range of hosts

3. Virulent Factors and Pathogenesis
Currently, two main virulence factors have been identified by
the researchers. These are identified as phospholipase D and
mycolic acids (Baird & Fontaine, 2007) [6]. Phospholipase D
is the glycol-phospho-lipid-hydrolyzing enzyme responsible
for many biological processes such as dermo-necrosis
(Muckle & Gyles, 1986; Brogden et al., 1990; Songer, 1997)
~ 24 ~
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pseudotuberculosis may also affect the male and female
reproductive organs such as testes, scrotum, and uterus. Brain
or spinal cord and joints are rarely affected (Valli et al., 1993;
Binns et al., 2007) [92, 11]. Visceral lesions arise from
hematogenous spread from local lesions and frequently join
with an extreme form of infection. Consequent to the location
of the lesion, pneumonia, pleurisy or general ill-thrift (“thin
ewe syndrome”) that is associated with loss of body weight
has a severe effect on the productivity of herds (Batey, 1986b;
Pepin et al., 1994a; Williamson, 2001) [78, 96].
Infection of C. pseudotuberculosis intermittently causes other
diverse conditions in sheep, including formation of abscesses
in the heart, tongue, liver, kidneys, spleen, eyes, diaphragm,
mammary gland, testes, bones, joints, vertebral bodies,
skeletal muscles, brain, and spinal cord (Maddy, 1953;
Renshaw et al., 1979; Davis, 1990; Hulland, 1993; Kennedy
& Miller, 1993; Maxie & Newman, 1993; Palmer, 1993;
Valli, 1993; Radostits et al., 2007) [56, 85, 57, 73, 83, 92].

and induces clinical infection in cattle, pigs, horses, deer,
camels and many laboratory animals (Moore et al., 2010) [62].
Similarly, it causes reproductive disorders such as abortion,
stillbirth and neonatal infection in ewes (Dennis & Bamford,
1966; Addo, 1979; Alonso et al., 1992) [25, 2, 3] and in rams,
suppurative orchitis (Ladds, 1993) [51]. (Williamson & Nairn,
1980) [97] also reported arthritis, bursitis and mastitis in ewes
(Radostits et al., 2007) [83] and finally toxemia which, leads to
rapid death in experimentally challenged neonatal lambs and
kids. In zoonotic view, humans are rarely affected, some cases
of infections has been documented regarding the possible
risks of infection in veterinary doctors and assistant as well as
farm experts (Peel et al., 1997) [77].
5. Histopathology of CLA Lesion
Histologically, the earliest inflammatory alteration in lymph
nodes of sheep and goats contain numerous micro-abscesses
and an enormous invasion of neutrophils and on a few
eosinophils, thus conferring a greenish tinge to the pus (Valli,
1993) [92]. As abscesses augment, they might coalesce with
pus constantly encompassed perusing an inflammatory
response of neutrophils, epithelioid cells, lymphocytes and
macrophages (Pepin et al., 1994a) [78]. The abscesses quickly
become encapsulated with connective tissue; however, it
increases in size as necrosis of peripheral tissue and capsule
reformation progresses. The progressive layers of necrotic
tissue which develops as lesion expands and undergoes
mineralisation which is responsible for the lamellate
appearance of few lesions. Finally, the whole lymph node
might be enlarged greatly and comprises of necrotic debris
bounded by a connective fibrous tissue capsule subverted by
epithelioid cells, lymphocytes, macrophages, neutrophils and
occasionally plasma cells (Brogden et al., 1984; Ellis, 1988;
Holstad & Teige, 1988; Holstad et al., 1989) [16, 31, 36, 37].
Characteristically, the abscesses are surrounded by fibrous
and firm capsules comprised of thick, greenish or white,
odourless substance. The abscessed lymph nodes frequently
develop in sheep that have characteristic like “onion ring”
formation with concentric processes due to recurrent stages of
capsule formation and necrosis. The lesion progresses
chronically through draining and healing of old lymph node
abscesses and establishment of new lesions. Such lesion may
take months to a year to be expressed later in different lymph
nodes. Depending on the location and size of the abscesses,
clinical indications such as mastitis may be seen. More
frequently the lesion progresses sub-clinically as it does not
affect the comfort of infected animals, and might not be
distinguished until abscesses are discovered at slaughter
(Batey, 1986b; Brown & Olander, 1987; Williamson, 2001)
[10, 17, 96]
.

7. Reproductive Histopathology
Bacterial infections can lead to abortion in doe and orchitis
and/or epididymitis in bucks (Robert & Walter, 2007) [86].
Bacterial epididymitis and orchitis are more common in ram
than the buck. It was found that clinically healthy rams harbor
C. pseudotuberculosis in their accessory sex organs,
epididymis and pre-putial cavity. Nevertheless, Pseudomonas
and Coliform bacteria were also recovered from young buck
semen; hence coliform bacteria can cause epididymitis and
orchitis upon inoculation in testis (Robert & Walter, 2007)
[86]
. In mature and sexually exposed rams, epididymitis is
most commonly caused by Brucella ovis and Actinobacillus
spp or Histophilus spp in young virgin rams. Brucella ovis
causes genital lesions in the rams that can lead to fertility
diminution. The clinical manifestations of these lesions are
usually unilateral or at times bilateral epididymitis (OIETerrestrial manual, 2009). Epididymitis in bucks and bulls has
a deleterious effect on semen quality, testicular degeneration
and/or cause testicular atrophy (Robert & Walter, 2007) [86].
In bulls, bacterial infection can cause epididymitis which is
usually associated with orchitis or vesiculitis. The most
common bacteria that are involved in epididymitis in the bull
are Actinobacillus pyogenes, Brucella abortus and
Mycoplasma bovigenitalium, which have been reported to
cause infertility subsequent to epididymal luminal obstruction
(Robert & Walter, 2007) [86].
Abscesses are developed in goat’s scrotum infected with
casous lymphadenitis; the diameter of the lesion was 2-6 cm
at the neck region. Generally these lesions are firm and
smooth in texture (Murugaiyah et al., 1990) [64]. In buck,
orchitis and/or epididymitis are far less common compared to
rams. However, orchitis can be acute in which case the buck
develops fever, reduced appetite, lack of walking ability and
loss of libido. The infected testes appear swollen, hot and
painful to touch. In chronic cases of orchitis the testes appear
smaller in size, firm with a loss of mobility due to testicular
atrophy.
Brucella
melitensis,
Brucella
ovis,
C.
pseudotuberculosis, Actinobacillus spp or Histophilus spp,
Pseudomonas spp. and Actinobacillus seminis have been
incriminated as causes of infectious orchitis and/or
epididymitis in bucks (Van Tonder, 1975; Robert & Walter,
2007) [95, 86].
Some studies have mentioned that C. pseudotuberculosis can
infect the testes and cause orchitis in males and mastitis,
abortion, perinatal abnormalities, neonatal infection and
stillbirth in females in both sheep and goat. This pathogen is

6. Caseous Lesion Distribution
The lesions caused by C. pseudotuberculosis in sheep are
characteristically associated with the pyo-granuloma
formation (Valli et al., 1993; Khuder et al., 2012; Khuder,
2015) [92, 49, 48]. Generally the lesion is characterized into
external and visceral forms. The external form of CLA is
related with the formation of abscesses in the superficial
lymph nodes of the body, which can be easily palpated
depending on the original point of pathogen entry (Radostits
et al., 2000). Visceral form of CLA is associated with abscess
in internal lymph nodes and other organs. In sheep, the main
sites of internal lesions are mediastinal lymph nodes and
parenchyma of lungs. These lesions may be established in the
liver, kidneys or udder, and in the heart. The C.
~ 25 ~
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also the cause of mastitis and abortion in mares and mastitis
in cattle. In the United States, a survey conducted in a sheep
abattoir showed that CLA lesions were found in many organs
including the scrotum (8%) and mammary gland (6%)
(Fontaine et al., 2006; Junior et al., 2006; Radostits et al.,
2007; Paton, 2010) [33, 46, 83, 74]. Corynebacterium
pseudotuberculosis is one of many organisms that can cause
epididymitis (Robert & Walter, 2007) [86] in CLA infected
sheep and goats, resulting in loss of body condition and
subsequently leading to reproductive disturbances and
infertility (Kuria et al., 2001; Cetinkaya et al., 2002; Connor
et al., 2007) [50, 20, 22]. Microscopic evaluation, the C.
pseudotuberculosis shows changes in the shape of
seminiferous tubules and presence of edema, degeneration,
and necrosis in growing spermatogonia cells, necrosis of
leydig cells and atrophy of testicular tissue. Besides that, the
virulent factor (PLD) causes edema, sever congestion,
irregular and shrinkage of the seminiferous tubules, lumen of
seminiferous tubules showing less spermatids. The
epididymis affected by C. pseudotuberculosis and PLD
groups had degeneration, necrosis and oedema of the lining
epithelium of epididymis (Khuder, 2015) [48].
Caseous lesions are normally present in the internal organs
including udder and uterus (Valli et al., 1993) [92]. Placentitis
is the common cause of infectious abortion in does which may
develop into a uterine disease and subsequent infertility. The
main common causes of infectious abortion in goats are
Brucella melitensis, Toxoplasma gondii, Clamydia psittaci,
Mycoplasma spp., Campylobacter spp. and Coxiella burnetii
(Bretzlaff, 1994; Robert & Walter, 2007) [14, 86].
The C. pseudotuberculosis has the ability to produced
histological alteration regarding fibrous tissue formation in
ovaries of infected does; however the ovaries of PLD infected
does show congestion, degeneration, and necrosis of stromal
cells infiltration. Similarly, infection with both C.
pseudotuberculosis and its exotoxin (PLD) produced
congestion, degeneration and necrosis post inoculation
(Khuder, 2015) [48]. Moreover, histo-pathological changes
such as congestion, degeneration and necrosis, infiltration of
polymorph nuclear leukocytes, hemorrhages, edema and
thrombus were seen in ovaries, uterus, testes and epididymis
(Khuder et al., 2012) [49]. Histological alteration were
observed in the reproductive organs and inguinal lymph nodes
of non- pregnant does experimentally infected with C.
pseudotuberculosis through intradermal, intranasal, and oral
routes of inoculation. Only the intranasal route of infection
had severe lesions as compared with other routes of
inoculation. In the ovaries, leukocytes infiltration was seen
and degeneration, necrosis, congestion as well as thrombosis
were recorded due to C. pseudotuberculosis infection.
Moreover the edema was the main lesion in the uterus of all
infected does inoculated with intradermal, intranasal, and oral
routes of inoculations; it might be due to the presence of the
exotoxin (PLD). Histo-pathological lesions were also
recorded in inguinal lymph nodes of intranasal inoculated non
pregnant goats (Othman et al., 2016) [68]. Similarly, infection
with C. pseudotuberculosis was shown to increase systemic
neutrophilia and mastitis development after inoculation into
the mammary gland of goats (Junior et al., 2006; Othman et
al., 2016) [46, 68].

produces the caseous lesions in visceral organs and the testes
(Murugaiyah et al., 1990) [64]. As such, Khuder (2015) [48]
reported that C. pseudotuberculosis significantly decreased
the scrotal circumference of bucks experimentally inoculated
with PLD. The volume of the semen showed a significant
increase in both C. pseudotuberculosis and PLD. However,
the other parameters including pH, wave pattern, Sperm
motility, sperm concentration, dead sperms and abnormal
sperm percentage were decreased in goats infected with C.
pseudotuberculosis and its toxin PLD. In contrast, the semen
parameters were not affected in CLA infected bucks.
Although, if the lesions are present in the surface of scrotum it
may be due to epididymis, spematocoeles, varicoeles; which
might affects the semen attributes (Murugaiyah et al., 1990)
[64]
.
9. Reproductive Hormones Concentration
C. pseudotuberculosis causes hormonal imbalances through
disrupting the normal function of hypo-pituitary-gonadal axis
in goats and might be the cause of infertility (Othman et al.,
2014b; Khuder, 2015) [71, 48]. Moreover, chronic infection of
CLA produces steroidogenesis as well as anti-steroidogenic
effects, the serum level of progesterone hormone decrease
throughout 90 days post infection period, however estrogen
hormone was decreased after post infection (Abdullah et al.,
2015) [1]. Khuder et al. (2012) [49] stated that both C.
pseudotuberculosis and its exotoxin PLD disturbed the
normal serum progesterone and testosterone concentrations in
mice used as an experimental model. Similarly, Khuder
(2015) [48] also reported that experimentally infected goats
with wild type of C. pseudotuberculosis and its PLD are
responsible for decreasing the concentration of serum
testosterone. Moreover, they further reported that the serum
testosterone concentration of bucks infected with whole
bacterium was 2.98 ± 3.70 pg/mL with a decrease of 7 folds
as compared with control group (16.58 ± 3.67 pg/ml),
however the exotoxin treated group had unchanged
testosterone levels (11.84 ± 3.19 pg/ml). Approximately, two
fold decrease in serum testosterone level was observed in
CLA infected bucks (2.11±0.63 ng/ml) as compared to noninfected healthy rams 3.42±0.82 ng/ml (Ibtisam, 2008).
Though steroidal hormones significantly decreases the serum
level of estrogen and progesterone in does after infection with
caseous lymphadenitis (Khuder, 2015), Othman (2014) [48, 68]
illustrated that the serum concentration of progesterone as
well as estrogen were higher in does experimentally infected
with live bacterium of C. pseudotuberculosis via oral,
intranasal and intradermal rout of infection.
10. Responses of Cytokines (Interleukin 1β and IL- 6)
Pro-inflammatory cytokines (interleukins) are polypeptide in
nature and produced by immune competent cells of the
immune system during inflammation (Sirotkin, 2011) [89]. The
ovary is the site of both reduction and action of Interleukins
(ILs). The granulosa and theca cells have receptors that are
responsible for ILs production, however, maximal production
of ILs occur after gonadotropin action in the pre-ovulatory
follicle (Brännström, 2004; Ingman & Jones, 2008) [13, 40].
Effects of IL-1 depends on the stage of ovarian follicle
development; it prevents the steroidogenesis in the follicles
that are undifferentiated, but stimulates the release of
progesterone in ovaries (Bornstein et al., 2004) [12]. Besides
that, IL-1 might also be involved in several events associated
with ovulation such as proteases synthesis, regulation activity
of plasminogen activator, nitric and prostaglandin production

8. Seminal Secretions
Semen assessment is the most critical instrument used to
distinguish the regenerative wellbeing and execution of a
creature (Zemjanis, 1969) [100]. Caseous lymphadenitis
~ 26 ~
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(Sirotkin, 2011) [89]. Corynebacterium pseudotuberculosis is
responsible for steroidal hormones imbalances including
estrogen and progesterone, which were seen to be elevated in
non-pregnant does, which might be due to IL-1β and IL-6
secretion in does. Interleukin-1β represent a potent mediator
in response to injury and infection (Dinarello, 1998) [27]. The
increased plasma level of IL-1β and IL-6 were seen in nonpregnant goats after infection of C. pseudotuberculosis
(Othman et al., 2014a) [70].
Progesterone and estradiol are stimulated by IL-1 in small
follicles, while antral gonadotropin dependent follicles and
secretion are inhibited (Baratta et al., 1996) [7]. Increases in
interleukin-1, IL-6 and TNF influences the cross takes
between the immune system and hypothalamic pituitary
adrenocortical (HPA) axis. Finally, IL-1 could cause
ovulation suppression, as well as the release of estradiol and
progesterone and stimulates the prostaglandins E and F
production and their receptors present in the corpus luteum of
di-estrus phase of ovarian cycle (Bornstein et al., 2004;
Brännström, 2004) [12, 13]. Reported that the defence
mechanism of host animals is stimulated by bacterial infection
which enhances the secretion of pro-inflammatory (IL-1β).
Similarly, the chronic infection of CLA elevates the
concentration of IL-1β which stimulates the defence
mechanism of the host (Jesse et al., 2016) [69].
Interleukin-6 (IL-6) subfamily is a group of hematopoietic
cytokines with a broad range of physiological functions
including cell survival, immune and inflammatory responses
(Jazayeri et al., 2010) [43]. Secretion of IL-6 could be related
with
ovarian
carcinogenesis
and
steroidogenesis
(Dijsselbloem et al., 2004) [26]. The peak level of IL-6 was
observed in the 2nd month post infection and this indicated the
severity of infection, however the level was decreased at the
3rd month post infection with C. pseudotuberculosis (Jesse et
al., 2016) [69]. In addition, ILs secreted through immune or
reproductive systems can be molecules mediating known
suppressive effect of inflammation on reproductive processes
(Sirotkin, 2011) [89]. The serum concentration of IL-6
increased in chronic stage of disease may decline leading to
activation of other cytokine concentration in the immune
responses. The adverse effects of ILs of CLA disease in
reproductive biomarker aspects have already been observed
by many scientists (Othman et al., 2014a; Jesse et al., 2016)
[70, 69]
. This elevated level of ILs might be responsible for
decreased ovulation rates in does and spermatogenesis as well
as seminal secretions in bucks due to hormonal imbalances.
Cytokine may play a role in the development of
pyogranulomas, which is very important in reducing the
dissemination of bacteria. Cytokines have been known to be
activated in a cascade and responsible for both proinflammatory and anti-inflammatory processes (Dinarello,
2010) [28]. C. pseudotuberculosis have the ability to produces
pyogranulomas in visceral organs of goats (Khuder, 2015) [48].
Moreover, the inflammatory cytokines are the key functional
parameters determining the outcome of immune response to
infectious agent (Pepin et al., 1997) [80]. Because of the
facultative intracellular nature of the microorganism,
production of gamma-interferon and other cytokines help in
controlling infection (Simmons et al., 1998; Lan et al., 1999;
El-Enbaawy et al., 2005) [88, 52, 30].
Higher cytokine expression was measured in sheep with
pyogranulomas in the draining lymph nodes as compared to
those without, especially for interleukin-1 beta and
interleukin-8 (Mikuni, 1995; Pepin et al., 1997; Van der Hoek
et al., 1998) [61, 80, 94], it was also observed that interleukin-6

had no effect on progesterone levels but inhibited estradiol
production. There is paucity of information on the
relationship between inflammatory cytokine (interleukin-1β
and interleukin-6) and reproductive hormones (progesterone
and estrogen) in CLA infection.
11. Bacterium isolation from different organs through
PCR
Caseous lympadenitis (CLA) is still a reason for alarm in
small ruminant production areas throughout the world (Baird,
1997; Williamson, 2001; Paton et al., 2003; Dorella et al.,
2006) [5, 96, 76, 6]. It is due to high rate of transmission of its
pathogenic agent namely C. pseudotuberculosis (Baird, 1997)
[5]
. Microbiological and biochemical tests are not very
sensitive tools in the identification of the bacteria; the
improvement of a rapid and accurate diagnostic toolis
important in the control of CLA within animal herds
(Cetinkaya et al., 2002) [20].
In 1984, an American biochemist named Kary Mullis
developed PCR and he received Nobel Prize as well as Japan
Prize on PCR innovation in 1993 (Bartlett & Stirling, 2003)
[8]
. The Multiplex PCR (mPCR) assay delivers an accurate,
efficient,
rapid
identification
method
for
C.
pseudotuberculosis from cultures and its pus samples
collected from CLA infected animals (Pacheco et al., 2007)
[72]
. Similarly, the polymerase chain reaction (PCR) technique
is a specific test that amplifies a single piece of DNA into
thousands and millions of copies. The rRNA (16S) has been a
reliable gene for identification as well as classification of a
bacterium. The rRNA (16S) gene has revealed functional
consistency with a relatively good positive behavior of
expression (Chanama, 1999) [21] and approximately 1,500 bp
of it is length is sufficient for the analysis of bio-informatics
(Janda & Abbott, 2007) [41]. The rRNA gene (16S) PCR assay
based has been used for identification of C.
pseudotuberculosis (Cetinkaya et al., 2002) [20]. Furthermore,
this assay is very effective in assessing the prevalence rate of
CLA in animals, however it has some limitations; firstly, it
totally depends on the culture of bacterium; secondly, it has
no ability to differentiate the C. pseudotuberculosis from C.
ulcerans (Cetinkaya et al., 2002) [20]. C. pseudotuberculosis
has been isolated and identified from prenuptial cavity,
accessory sex organs and epididymis of clinically normal
rams (Jansen, 1983) [42]. Moreover, the bacterium was was
successfully isolated from the ovary, uterine horns, uterus,
cervix, vagina, and associated inguinal lymph nodes of the
experimentally infected non-pregnant does through PCR
applications (Latif et al., 2015, Latif et al., 2017) [53, 54].
12. Conclusion
Caseous lymphadenitis is a very destructive and highly
prevalent bacterial disease in sheep and goat rearing areas all
over the world. It causes economic losses due to
condemnation of skin, carcasses and infertility in goats. It has
been reported that the C. pseudotuberculosis has been isolated
from the reproductive organs of buck and does and it caused
changes in, histology, seminal characteristics, hormonal
concentration and cytokines levels. It is believed that CLA
may also be associated with infertility and abortion in small
ruminants herds as a result of the alterations mentioned above.
13. Future Research
Caseous lymphadenitis in small ruminant remains a challenge
for veterinary scientists. In fact, exact knowledge of CLA
pathogenesis regarding its effect on the reproductive organs is
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still scarce. Nevertheless, more in-depth studies need to be
pursued in order to evaluate the association between CLA,
infertility and cytokine production in small ruminants
Funding
This project was funded by the Ministry of Higher Education
Malaysia under the Fundamental Research Grant (No:
9419000).
Conflict of Interest
The authors have no competing interest to declare.
Author contribution
All authors contributed equally to this manuscript.
Patent Identification
This work has been filed for patent under the Registrar of
Patents Registration Office
Kuala Lumpur, Malaysia (PI 2017700282).
References
1. Abdullah FFJ, Latif NAA, Chung ELT, Sarah SA, Saad
MZW, Haron A Norsidin MJ. Changes in the
Reproductive Hormones of Non-Pregnant Does Infected
Intradermally with Corynebacterium pseudotuberculosis
in Chronic Form. International Journal of Livestock
Research. 2015; 5(7), 33-40.
2. Addo PB. Pathology and bacteriology of abortion in
sheep experimentally infected with Corynebacterium
pseudotuberculosis. Bulletin of Animal and Health
Production Aferica. 1979; 27(4), 257-262.
3. Alonso JL, Simon MC, Girones O, Muzquiz JL, Ortega
C, Garcia J. The effect of experimental infection with
Corynebacterium pseudotuberculosis on reproduction in
adult ewes. Research in veterinary science, 1992; 52(3):
267-272.
4. Augustine
JL,
Renshaw
HW.
Survival
of
Corynebacterium pseudotuberculosis in axenic purulent
exudate on common barnyard fomites. American Journal
of Veterinary Research. 1986; 47(4):713-715.
5. Baird GJ. Caseous lymphadenitis: an increasing cause for
concern. Veterinary Record, 1997; 140(23):611.
6. Baird
GJ,
Fontaine
MC.
Corynebacterium
pseudotuberculosis and its role in ovine caseous
lymphadenitis. Journal of Compound Pathology. 2007,
137:(4).
7. Baratta M, Basini G, Bussolati S, Tamanini C. Effects of
interleukin-1 beta fragment (163-171) on progesterone
and estradiol-17 beta release by bovine granulosa cells
from different size follicles. Regulatory Peptides. 1996;
67(3):187-194.
8. Bartlett JMS, Stirling D. A short history of the
polymerase chain reaction. PCR Protocols. 2003, 3-6.
9. Batey RG. The effect of Caseous lymphadenitis on body
condition and weight of Merino mutton carcases.
Australian Veterinary Journal, 1986a: 63(8):268.
10. Batey RG. Pathogenesis of Caseous lymphadenitis in
sheep and goats. Austeralian Veterinary Journal, 1986b:
63(9):269-272.
11. Binns SH, Green LE, Bailey M. Development and
validation of an ELISA to detect antibodies to
Corynebacterium pseudotuberculosis in ovine sera.
Veterinary Microbiology. 2007; 123(1-3):169-179.

~ 28 ~

International Journal of Veterinary Sciences and Animal Husbandry

30. El-Enbaawy MI, Saad MM, Selim SA. Humoral and
cellular immune responses of a murine model against
Corynebacterium pseudotuberculosis antigens. Infection
and Immunity. 2005; 12(2):13-19.
31. Ellis JA. Immunophenotype of pulmonary cellular
infiltrates in sheep with visceral caseous lymphadenitis.
Veterinary Pathology. 1988; 25(5):362-368.
32. Euzeby JP. List of Bacterial Names with Standing in
Nomenclature. Society for Systematic and Veterinary
Bacteriology. 2005.
33. Fontaine MC, Baird G, Connor KM, Rudge K, Sales J,
Donachie W. Vaccination confers significant protection
of sheep against infection with a virulent United
Kingdom strain of Corynebacterium pseudotuberculosis.
Vaccine. 2006; 24(33-34):5986-5996.
34. Fraser G. Haemolytic activity of Corynebacterium ovis.
Nature. 1961; 189:246.
35. Hard GC. Electron microscopic examination of
Corynebacterium ovis. Journal of Bacteriology. 1969;
97(3):1480-1485.
36. Holstad
G,
Teige
JJr.
Corynebacterium
pseudotuberculosis infection in goats. VII. Clinical,
pathological, serological and hematological changes after
subcutaneous inoculation of the organism. Acta
Veterinaria Scandinavica. 1988; 29(3-4):287-294.
37. Holstad G, Teige JJr, Larsen HJ. Corynebacterium
pseudotuberculosis infection in goats. VIII. The effect of
vaccination against experimental infection. Acta
Veterinaria Scandinavica. 1989; 30(3):275-283.
38. Hulland TJ. Muscle and Tendon. In K. V. F. Jubb, P. C.
Kennedy & N. Palmer (Eds.), Pathology of Domestic
Animals (4 ed., Vol. 1). New York, London: Academic
Press. 1993.
39. Ibtisam M Azzam. Some clinicopathological and
pathological studies of C. ovis infection in sheep.
Egyptain Journal of Comparative Pathology and Clinical
Pathology. 2008; 21(1).
40. Ingman WV, Jones RL. Cytokine knockouts in
reproduction: the use of gene ablation to dissect roles of
cytokines in reproductive biology. Human Reproduction
Update, 2008; 14(2):179-192.
41. Janda JM, Abbott SL. 16S rRNA gene sequencing for
bacterial identification in the diagnostic laboratory:
pluses, perils, and pitfalls. Journal of Clinical
Microbiology, 2007; 45(9):2761-2764.
42. Jansen BC. The epidemiology of bacterial infection of the
genitalia in rams. The Onderstepoort Journal of
Veterinary Research. 1983; 50(4):275-282.
43. Jazayeri JA, Carroll GJ, Vernallis AB. Interleukin-6
subfamily cytokines and rheumatoid arthritis: Role of
antagonists. International Immunopharmacology. 2010;
10(1):1-8.
44. Jesse Faez Firdaus Abdullah, Latif Nur-Amirah Abdul,
Chung, Eric Lim Teik, Adamu Lawan, Sarah Siti Aimi,
Zamri-Saad. Cytokines (IL 1β and IL 6) Responses in
Non-Pregnant Does Infected with Corynebacterium
pseudotuberculosis Following Intradermal Route of
Infection in Chronic State. International Journal of
Livestock Research, 2016; 6(6):1-8.
45. Jolly RD. The pathogenic action of the exotoxin of
Corynebacterium ovis. Journal of Comparative
Pathology, 1965; 75(4):417-431.
46. Junior JP, Oliveira AAF, Alves FSF, Silva LBG, Rabelo
SSA, Mota RA. Corynebacterium pseudotuberculosis
experimental infection of goats mammary gland.

47.
48.
49.

50.

51.
52.

53.

54.

55.
56.
57.
58.

59.
60.
61.

62.

~ 29 ~

Arquivos do Instituto Biologico, Sao Paulo. 2006; 73(4):
395-400.
Kennedy PC, Miller RB. The female genital system.
Pathology of domestic animals, 1993; 3:421-423.
Khuder Z. Ethiopathohenesis of Caseous lymphadinitis in
goats. (PhD), University Putra Malaysia. 2015.
Khuder Z, Osman AY, Jesse FF, Wahid A, Saharee AA,
Jasni S. et al. Sex hormone profiles and cellular changes
of reproductive organs of mice experimentally infected
with Corynebacterium pseudotuberculosis and its
exotoxin phospholipase D. Journal of Agricultural
Veterinary Science. 2012; 1(3):24-29.
Kuria JK, Mbuthia PG, Kang'ethe EK, Wahome RG.
Caseous lymphadenitis in goats: the pathogenesis,
incubation period and serological response after
experimental
infection.
Veterinary
Research
Communications. 2001; 25(2):89-97.
Ladds PW. The Male Genital System (4 ed. Vol. 3). New
York, London: Academic Press. 1993.
Lan DT, Makino S, Shirahata T, Yamada M, Nakane A.
Tumor necrosis factor alpha and gamma interferon are
required for the development of protective immunity to
secondary Corynebacterium pseudotuberculosis infection
in mice. Journal of Veterinary Medical Sciences, 1999;
61(11):1203-1208.
Latif, Nur Amirah Abdul, Abdullah, Faez Firdaus Jesse,
Othman, Aishatu Mohammed et al. Isolation and
detection of Corynebacterium pseudotuberculosis in the
reproductive organs and associated lymph nodes of nonpregnant does experimentally inoculated through
intradermal route in chronic form. Veterinary world.
2015; 8(7):924.
Latif NAA, Abba Y, Jesse FFA, Chung ELT, Zamri-Saad
M, Saharee AA. et al. Histopathological assessment of
chronic Corynebacterium pseudotuberculosis infection in
the reproductive tract and iliac lymph node of Katjang
does. Comparative Clinical Pathology, 2017; 26(1):147154.
Lehmann KB, Neumann RO. Atlas und Grundriss der
Bakteriologie
und
Lehrbuch
der
Speciellen
Bakteriologischen Diagnostik. 1896.
Maddy KT. Caseous lymphadenitis of sheep. Journal of
the American Veterinary Medical Association. 1953;
122(913):257.
Maxie MG, Newman SJ. The urinary system. Pathology
of Domestic Animals. 1993; 2:447-538.
McKean SC, Davies JK, Moore RJ. Expression of
phospholipase D, the major virulence factor of
Corynebacterium pseudotuberculosis, is regulated by
multiple environmental factors and plays a role in
macrophage death. Microbiology. 2007; 153(Pt 7):22032211.
Merchant IA, Packer RA. Veterinary Bacteriology and
Virology. The Iowa State University Press: Lowa. 1967.
Michael WP. The Epidemiology and Control of Caseous
Lymphadenitis in Australian Sheep Flocks. (PhD),
Murdoch University. 2010.
Mikuni M. Effect of interleukin-2 and interleukin-6 on
ovary in the ovulatory period--establishment of the new
ovarian perfusion system and influence of interleukins on
ovulation rate and steroid secretion. Hokkaido Igaku
Zasshi. 1995; 70(4):561-572.
Moore R, Miyoshi A, Pacheco LGC, Seyffert N,
Azevedo V. Corynebacterium and Arcanobacterium (4
Ed.). 2010.

International Journal of Veterinary Sciences and Animal Husbandry

63. Muckle CA, Gyles CL. Exotoxic activities of
Corynebacterium
pseudotuberculosis.
Current
Microbiology. 1986; 13(2):57-60.
64. Murugaiyah M, Wahid SA, Rozimah H. Semen
characteristics in caseous lymphedenitis (CI-A) affected
goats. MARDI Research Journal. 1990; 18(2):245-249.
65. Nairn
ME,
Robertson
JP.
Corynebacterium
pseudotuberculosis infection of sheep: role of skin lesions
and dipping fluids. Australian Veterinary Journal. 1974;
50(12):537-542.
66. Nocard E. Sur une lymphanyite ulcereuse simulant le
farcin Morveuexchez le cheval. 1896, 10.
67. OIE-Terrestrial manual. Ovine epididymitis (Brucella
ovis). Chapter 2. 7. 9. OIE–World Organization for
Animal
Health.
2009.
http://www.oie.int/hs2/sit_mald_cont.asp?c_mald=156an
dc_cont=6andannee=2004.
68. Othman AM. Reproductive Pathophysiology chages in
non pregnant boer inoculated with Corynebacterium
pseudotuberculosis VIA various routes. (MSc), Universiti
Putra Malaysia. 2014.
69. Othman AM, Abba Y, Jesse FFA, Ilyasu YM, Saharee
AA, Haron AW et al. Reproductive Pathological Changes
Associated
with
Experimental
Subchronic
Corynebacterium pseudotuberculosis Infection in
Nonpregnant Boer Does. Journal of Pathogens. 2016, 7.
70. Othman AM, Jesse FFA, Adza-Rina MN, Ilyasu YM,
Zamri-Saad M, Wahid AH et al. Responses of
inflammatory cytokines in non-pregnant Boer does
inoculated with Corynebacterium pseudotuberculosis via
various routes. Research Opinions in Animal &
Veterinary Sciences. 2014a, 4(11).
71. Othman AM, Jesse FFA, Lawan A, Abba A, Adza RMN,
Saharee AA et al. Changes in serum progesterone and
estrogen concentrations in non-pregnant boer does
following experimental Infection with Corynebacterium
pseudotuberculosis. Journal of Veternary Advances.
2014b; 4(5):524-528.
72. Pacheco LG, Pena RR, Castro TL, Dorella FA, Bahia
RC, Carminati R et al. Multiplex PCR assay for
identification of Corynebacterium pseudotuberculosis
from pure cultures and for rapid detection of this
pathogen in clinical samples. J Med Microbiol. 2007;
56(Pt 4):480-486. doi: 10.1099/jmm.0.46997-0
73. Palmer N. Bones and joints. Pathology of Domestic
Animals. 1993; 1:1-181.
74. Paton MW. The epidemiology and control of caseous
lymphadenitis in australian sheep flocks. (PhD Thesis),
Murdoch University. 2010.
75. Paton MW, Buller NB, Rose IR, Ellis TM. Effect of the
interval between shearing and dipping on the spread of
Corynebacterium pseudotuberculosis infection in sheep.
Australian Veterinary Journal. 2002; 80(8):494-496.
76. Paton MW, Walker SB, Rose IR, Watt GF. Prevalence of
Caseous lymphadenitis and usage of Caseous
lymphadenitis vaccines in sheep flocks. Australian
Veterinary Journal. 2003; 81(1-2):91-95.
77. Peel MM, Palmer GG, Stacpoole AM, Kerr TG. Human
lymphadenitis
due
to
Corynebacterium
pseudotuberculosis: report of ten cases from Australia
and review. Clinical Infectious Diseases. 1997;
24(2):185-191.
78. Pepin M, Paton MW, Hodgson ALM. Pathogenesis and
epidemiology of Corynebacterium pseudotuberculosis

79.

80.

81.

82.
83.

84.
85.

86.
87.

88.

89.
90.
91.

92.
93.
94.

95.

~ 30 ~

infection in sheep. Current Topical Veterinary Research.
1994a; 1:63-82.
Pepin M, Pittet JC, Olivier M, Gohin I. Cellular
composition of Corynebacterium pseudotuberculosis
pyogranulomas in sheep. J Leukoc Biol. 1994b;
56(5):666-670.
Pepin M, Seow HF, Corner L, Rothel JS, Hodgson AL,
Wood PR. Cytokine gene expression in sheep following
experimental infection with various strains of
Corynebacterium pseudotuberculosis differing in
virulence. Veterinary Research. 1997; 28(2):149-163.
Piontkowski MD, Shivvers DW. Evaluation of a
commercially available vaccine against Corynebacterium
pseudotuberculosis for use in sheep. Journal of the
American Veterinary Medical Association. 1998;
212(11):1765-1768.
Preisz H, Guinard L. Journal Medicine Veterinaire. 1891;
16:563.
Radostits OM, Gay CC, Hinchcliff KW, Constable PD.
Veterinary Medicine: A textbook of the diseases of cattle,
horses, sheep, pigs and goats (W. B. S. C. Ltd Ed. 10
ed.). London. 2007.
Radostits OM, Mayhew Ian G, Houston DM, Mayhew
IGJ. Veterinary clinical examination and diagnosis: WB
Saunders. 2000.
Renshaw HW, Graff VP, Gates NL. Visceral Caseous
lymphadenitis in thin ewe syndrome: isolation of
Corynebacterium, Staphylococcus, and Moraxella spp
from internal abscesses in emaciated ewes. American
Journal of Veterinary Research. 1979; 40(8):1110-1114.
Robert YS, Walter TR. Current therapy in large animal
Theriogenology (2 ed.). United States of America:
Saunders. 2007.
Selim SA. Oedematous skin disease of buffalo in Egypt.
Journal of Veterinary Medicine, series B, Infectious
diseases and veterinary public health. 2001; 48(4):241258.
Simmons CP, Dunstan SJ, Tachedjian M, Krywult J,
Hodgson AL, Strugnell RA. Vaccine potential of
attenuated
mutants
of
Corynebacterium
pseudotuberculosis in sheep. Infection and Immunity.
1998; 66(2):474-479.
Sirotkin AV. Cytokines: signalling molecules controlling
ovarian functions. Iternational Journal of Biochemistry &
Cell Biology. 2011; 43(6):857-861.
Songer JG. Bacterial phospholipases and their role in
virulence. Trends in Microbiology. 1997; 5(4):156-161.
Tashjian JJ, Campbell SG. Interaction between caprine
macrophages and Corynebacterium pseudotuberculosis:
an electron microscopic study. American Journal of
Veterinary Research. 1983; 44(4):690-693.
Valli VEO. The Hematopoietic System (4 Ed. Vol. III).
New York, London: Academic Press. 1993.
Valli VEO, Parry BW, Jubb KVF. “Caseous
lymphadenitis” (4 ed. Vol. 3). Academic Press, San
Diego, Calif, USA. 1993.
Van der Hoek, KH, Woodhouse CM, Brannstrom M,
Norman RJ. Effects of interleukin (IL)-6 on luteinizing
hormone and IL-1beta induced ovulation and
steroidogenesis in the rat ovary. Biology of
Reproduction. 1998; 58(5):1266-1271.
Van Tonder EM. Notes on some disease problems in
Angora goats in South Africa. Veterinary Medical
Review, 1/2. 1975.

International Journal of Veterinary Sciences and Animal Husbandry

96. Williamson LH. Caseous lymphadenitis in small
ruminants. Veterinary clinic of North America. Food and
Animal Practic. 2001; 17(2):359-371.
97. Williamson P, Nairn ME. Lesions caused by
Corynebacterium pseudotuberculosis in the scrotum of
rams. Research in Veterinary Science. 1980; 56(10):496498.
98. Yozwiak ML, Songer JG. Effect of Corynebacterium
pseudotuberculosis phospholipase D on viability and
chemotactic responses of ovine neutrophils. American
Journal of Veterinary Research. 1993; 54(3):392-397.
99. Zaki MM. Relation between the toxogenicity and
pyogenicity of Corynebacterium ovis in experimentally
infected mice. Research in Veterinary Science. 1976;
20(2):197-200.
100. Zemjanis R. Semen Examination. In W. J. E. Medway, P.
J. S. & Wilkinson (Eds.), Text book of Veterinary
Clinical Pathology (pp. 497-499). Baltimore, USA: The
Williams and Wilkins Co. 1969.

~ 31 ~

