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1. ABSTRACT
 

 Studies of biological properties of newborn larvae
of Trichinella spiralis and immune responses against
newborn larvae in the host are reviewed. The biological
properties of newborn larvae examined are the natural
production,  migration, surface antigens and their
maturity and effects on the host. Various mechanisms of
host immunity to newborn larvae are reviewed,
including the stage specificity, kinetics, cell-mediated
vs. antibody-dependent immunity in the mucosal and
other tissues of the host.
 
2. INTRODUCTION
 
 Trichinella spiralis (T. spiralis) is a unique nematode
parasite that spends its larval and adult life in the same
host. It may infect almost any mammal, although
humans, swine and rats are medically more important
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 hosts (1-4). Microscopic newborn larvae (NBL)are
produced by the female adult worms in the small
intestinal wall and they traverse the mucosal tissues in
the intestine and disseminate systemically in the host,
causing tissue damage and occasionally death. Acquired
resistance to T spiralis infections has been recognized
for more than 60 years(5). It has been demonstrated that
every stage of the life cycle of T. spiralis can evoke a
protective host immune response during infection(6-
15)and each response is stage-specific due to the
uniqueness in both the cuticular antigens and the
excretion-secretion antigens of each stage. NBL have
been recognized to induce a strong immune response in
rodents and pigs(16-20).  Although many biological
properties of NBL have not been well understood,
immunity has been demonstrated in vivo using
immunization with NBL followed by stage-specific
challenge. A great deal of in vitro work has focused
attention on the role of the antibody mediated
granulocytic killing of the larval worms.
 

 The effectiveness of immunity to NBL in vivo
has been questioned on the belief that it occurs too late
to exert an effect during the primary infection and, in a
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secondary infection, worm rejection usually occurs
before NBL are produced. This view may be true for
some rodents capable of early strong expulsion of adult
worms in a primary infection, e.g., NIH, NFS, NFR mice
and most inbred rats. However, in a primary infection,
the period of residence of adult worms in the intestine is
variable depending on host species, e.g., the pig and
some inbred mice reject adult worms quite slowly
(20,21), and it also depends on the genotype of hosts
within a given species (21-23) as well as variables such
as infection dose (24,25). Thus, if a challenge infection
is sufficiently delayed after the primary infection, adult
worms will develop and persist long enough to produce
NBL. These observations suggest that protective
immunity to NBL cannot be discounted a priori
especially as the in vivo expression of anti-NBL
immunity has not been assessed experimentally during
natural primary or challenge infections.  The following
report reviews the literature and presents recent data
from this and other investigators that address these
questions.
 
3. BIOLOGY OF NEWBORN LARVAE

3.1. Newborn larvae production in vivo
     In order to study the immune response against
NBL, the biological properties of NBL need to be
understood. It is known that female T. spiralis worms
are inseminated from 30-40 hr after infection (26-29)
and the first NBL are shed from day 5 as shown by both
in vivo and in vitro experiments (16,30).  Although there
have been in vitro studies regarding the fecundity of
female worms (31,32), it may not reflect the fecundity in
vivo. Little direct information is available concerning
NBL production in vivo due to the inaccessibility of the
female worm in the intestine. Nevertheless, attempts
have been made to estimate the reproductive potential of
individual females and the kinetics and reproductive
potential of different sized infections.

     Four methods have been employed to
determine NBL production or the overall success of an
infection in vivo. The first approach was to determine
muscle larvae burdens after transplantation of single
females or paired adult worms intraintestinally in rats
(33,34) or mice (35,36). Only the latter provides a true
estimate in a species that mates more than once. Total
production per female varied from 345(34)to 1660(36).
These experiments probably provide a more accurate
estimate of the reproductive potential of T. spiralis
rather than actual reproduction as it might not occur in
infections of anything more than a minuscule number of
worms.

     A variant of this approach has been to
determine eventual muscle larvae burden after a given
muscle larvae infection (6,22,37-41). Total muscle
larvae recovery in these experiments has often been
considered to represent total NBL production in vivo.

However, this approach is based on the assumption that
all NBL produced reach and encyst in muscle tissue.
Adult female worms in the intestine are often not
quantitated hence the numerical base for calculating
reproduction is the dose of worms given. This is not
reliable in that no infection ever successfully establishes
at 100% level and, numerous factors, e.g., infection
dose, fecundity of females, the rejection rate of intestinal
adults, the genetic influence(21,42-45), the innate
resistance and specific immunity against NBL and,
successful maturation of larvae in muscle can all
influence the ultimate muscle larvae burden. Indeed,
studies of muscle larvae burden in different inbred
mouse strains given identical infections unequivocally
demonstrate the strain-to-strain variations that occur in
this parameter (43-45). A different method was used by
Denham and Martinez (16) who administered the drug-
methyridine to eliminate adult worms in the small
intestine at specified intervals after initial infection.
Methyridine does not affect NBL that have been
produced. By examining muscle larvae burden of mice
infected for 5 to 2l days before injection of methyridine
the dynamics of production could be estimated. Using
this method, the peak NBL production occurred 7 days
after infection.

     The most complete attempt to quantitate larval
production and to relate this to muscle larvae burden
was made by Despommier et al.(46). These authors
combined direct in vitro counts of larvae produced by
female worms cultured over a 24-hr period and,
multiplied this by the number of female worms present
in the small intestine to derive the total daily production.
Cumulative estimated larvae production was found to be
within 2% of total muscle larvae burden in CFW mice.
Using this method, peak larvae output occurred on day 6
post infection. The same method was used by Bell et
al.(45) with C3H, NFR and DBA/1mice. These authors
found that in C3H strain, 13% fewer larvae were
produced than were recovered as muscle larvae. In the
other two strains, the total muscle larvae burden was
only 68% and 62% respectively, of expected, based on
in vitro NBL output and total intestinal female count.
Muscle larvae development from a given NBL output is
thus a strain specific process in mice. Furthermore in
some strains, significantly fewer muscle larvae are found
than there are NBL produced.

     The first quantitative analysis of NBL
production in vivo was carried out by Harley and
Gallicchio(30)who counted NBL in thoracic duct lymph
and various other tissues and organs of rats from 4 to 15
days after infection. Their results showed that NBL were
first produced on day 5 after infection and that
production peaked on day 9. In their experiments, the
thoracic duct was the major outlet for larvae migrating
from the intestine to the blood. Our own studies (47)
followed the same format as those of Harley and
Gallicchio (30) except that NBL output in portal vein
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blood was quantitated and we used acute preparations
(6-24 hours) for thoracic duct lymph collection. Under
these conditions, NBL output in lymph peaked at day 7
but actual output was similar for the first three days of
production (6, 7, 8) and dropped precipitously thereafter.
The differences in kinetics and in total larvae output in
Harley and Gallicchio’s(30) experiments and ours may
reflect an immunosuppressive effect produced by chronic
drainage of the thoracic duct. Other possible influences,
such as the strain of rat used, were eliminated through
the use of common strains.

     Analysis of total recovery of NBL in the three
major in vivo sites of migration, the peritoneal cavity,
thoracic duct lymph and blood gave numbers of NBL
that were compatible with total muscle larvae burden as
defined by digestion. With an infection of 4,000 muscle
larvae, 10,103 NBL were recovered from peritoneal
cavity, 8,238 from thoracic duct lymph, 781,200 from
portal vein. The total recovery was 799,541 and the final
muscle larvae burden was 615,933+159,546. Estimation
of total NBL production by the in vitro techniques of
Despommier et al.(46) produced a daily larval output
that was kinetically very similar to our data obtained
from direct in vivo quantitation(47). The major
difference is that in vivo estimates of NBL output tend to
be 10-20% higher than the muscle larvae burden that is
found. Part of this discrepancy is due to the ability of
NBL to recirculate, the net effect of which is an over
estimate of NBL production in vivo.

3.2. Newborn larvae migration
     The route undertaken by NBL in their passage
from the intestine to striated muscle has been speculated
on since the turn of the century. The three main routes
that have been suggested are: larvae migrate via the
blood circulation; migration occurs through connective
tissue and body fluids; migration is from lymph to blood.
Until the late sixties, the identification of NBL in
cardiac blood had led to a general inference of a blood-
borne migration (1,27,48-53). No direct information on
the means by which larvae gained access to the blood
was, however, available. Berntzen (54) and Shanta and
Meerovitch (55) investigated this question and found
large numbers of NBL in the mesenteries and the fluids
of the peritoneal and thoracic cavities of rats and mice.
They failed to find NBL in the mesenteric lymphatics,
mesenteric lymph node, thymus, liver and lungs by the
histological methods employed. NBL were rarely found
in thick blood smears. These findings led both groups to
conclude that NBL migrated from the small intestine
through connective tissue and body fluid to striated
muscle. Both investigations suffer from their reliance on
histological sampling techniques that are inadequate for
the detection of NBL(12OX10um, 56).

     Dennis et al. (57) examined the question by
quantitating NBL infectivity after their injection
intraduodenally, intravenously (iv), or intraperitoneally

(ip) into mice. Specimens of diaphragm muscle of these
mice were examined for muscle larvae on day 14. They
found muscle larvae in the diaphragms of iv and ip
injected mice only. A similar finding in rats showed that
66% of the NBL injected iv matured to muscle larvae
whereas only 2% of the larvae injected ip established in
muscle. The first quantitative study of natural NBL
migration was again that of Harley and Gallicchio (30)
described above. These authors searched for, and found,
NBL in every major organ examined, as well as in the
peritoneal cavity and blood. Since about 70% of the
NBL recovered were from fistulae established in the
thoracic duct, it was suggested that the main pathway of
NBL migration was from the small intestine to draining
lymphatics and then to blood and muscles. None of the
above studies examined or quantitated NBL migration in
the hepatic portal vein that carries all the upper
intestinal venous return to the heart.

     Our studies addressed this question by
obtaining both thoracic duct lymph and portal vein blood
samples from individual rats using acute preparations.
With this method lymph was collected for 6 hours after
which time rats were anesthetized and peritoneal cavity
and portal vein blood samples collected. By measuring
portal vein blood flow, it was found that over 97% of
NBL entered capillaries directly in the intestine(47).
Once in the blood, larvae rapidly traverse capillary beds
in the liver and lung and can reappear in the venous
blood 8 minutes after their initial introduction into the
venous circulation. This is the time required by the
fastest larvae to complete one full passage; however, the
majority of the larvae injected in one bolus return to the
starting point some 20-30 minutes after their
introduction(58). By injecting a known number of NBL
into the circulation and sampling the blood at intervals
thereafter, we determined that about 40% of the
circulating population disappears every hour. Most of
these presumably penetrate striated muscle. With this
speed of migration, 75% of the initial population migrate
away from the blood within the first 3 hours after their
introduction. A small proportion continues to circulate
and larvae may still be in non-muscle tissue 24 hours
after their inoculation(58).

NBL, thus, migrate through the body quite
extensively before they eventually gain access to muscle
cells. Relatively few appear to enter the striated muscle
on their first passage through this tissue as can be seen
from the following calculations: larvae recirculate in
about 20 minutes and total body striated muscle mass is
around 40% for most mammals. Therefore 40% of NBL
should be randomly delivered to muscle in the first
passage; if they all penetrated and 40% of the remainder
also penetrated during the next 20 minutes when they
were delivered to muscle and other tissues, then 78% of
the starting population would have been removed from
the circulation within the first hour. This is not observed
empirically. It would appear that a large number of NBL
that are delivered to muscle either remain in capillaries
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and pass right through the muscle or actually penetrate
into the muscle tissue and then leave it and reenter the
circulation. This concept is consistent with the data of
Despommier et al. (59) who found that 40% of the
muscle larvae recovered after direct injection of NBL
into muscle were found in sites other than where they
were injected. It should be mentioned that while the
above experiments have provided the first estimation of
the dynamics of larval migration via blood and tissue,
they are based on the injection of a single bolus of
larvae. It is possible that single bolus injection may
influence migratory patterns in some way. This has not
yet been examined, hence studies with small numbers of
radiolabelled larvae are needed to confirm these figures.

     The peritoneal cavity is not a significant
migratory route, less than 2% of total larvae produced
during a natural infection can be recovered here and only
2% of viable NBL injected i.p. matured to muscle
larvae. Since from 40-60% of NBL mature successfully
after their intravenous injection (45,47) the low level of
maturation indicates that NBL are unable to escape the
peritoneal cavity. In fact, later in the infection, we
observed a degree of larval growth in peritoneal larvae
that suggested partial but fruitless development of free
larvae in this site. These experiments are in close
agreement with those of Dennis et al. (57) and suggest
that less than 0.5% of muscle larvae burden is due to
NBL that have migrated from the peritoneal cavity.

     Attempts were also made to estimate the time
taken by NBL to penetrate draining lymphatics or
capillaries in the intestine after their birth. These
experiments were based on the injection of adult worms
intraluminally so that an unspecified time must be
allowed for adult worm penetration into their intestinal
niche. Under these conditions, NBL first appeared in
lymph 50.3 ± 8.5 minutes after injection of adult worms.
It is likely that less than half of this period was actually
taken by NBL to migrate away from the intestinal
mucosa(47,58). Many questions remain to be answered
vis-à-vis the mechanisms of NBL migration through the
mucosal tissues in the intestine, NBL penetration of the
blood vessels, lymphatics and the striated muscle cells.

3.3. Newborn larvae surface antigens
     A growing body of evidence testifies to the
immunogenicity and protection-inducing capacities of
the cuticular antigens of T. spiralis. While the earliest
work (60) failed to demonstrate antibodies to NBL using
immunofluorescence assays, similar techniques later
detected antibodies in mice that had been immunized iv
with 5,000-50,000 NBL(61). In the latter study, antibody
was present as early as 2 weeks after infection.
Functional cuticular differences were recognized by
Mackenzie et al. (9) who found that the surface of
infective muscle larvae and adult worms activated
complement but that NBL did not. A more recent
experiment, however, showed that NBL can activate the

complement system via both the classical and the
alternative pathways(62), which indicates that they not
only can stimulate antibody production but also contain
substances that can directly activate C3. Heat-stable
factors in the serum of infected animals produced
eosinophil adherence to all three stages of the parasite,
but the appearance and maximum titer of these factors
differed for each stage. These results, and those of
Kazura and Grove (8), were the first to suggest that NBL
surface components were immunologically distinct from
those of other stages.

     Shortly after this biochemical studies of the
cuticle of T. spiralis by Philipp et al. (63) and Parkhouse
et al. (64) showed qualitative variations in protein
composition between muscle larvae, adults and NBL. In
addition, there were quantitative changes in protein
expression from day 1 to day 6 in adult worms. Recent
structural and biochemical studies revealed the lipid
components  of muscle larvae(65) and an immunogenic
protease was also identified in muscle larvae(66). With
new techniques available to isolate the nurse cells(68),
more findings will be made. In NBL, four distinct
proteins with approximate molecular weights of 64K,
58K, 30K and 28K were found(63,64). The cuticle of T.
spiralis is thus a dynamic organ, which exhibits
dramatic changes at the molecular level between
different stages of the life cycle and more gradual
modifications during development within one stage.

3.4. Characteristics of newborn larvae of different
ages
     Ortega-Pierres et al. (69,70) used monoclonal
antibody against the 64K protein to stain NBL and found
that this antigen was present on NBL up to 8 hr old.
Older larvae (8-48 hr) were not stained although the
64K antigen was still present along with three additional
proteins (58, 34 and 30K) when examined by a surface
radiolabelling and immunoprecipitation assay. This
result indicates that the NBL cuticle is also dynamic and
that the 64K protein on older larvae is probably not
exposed as it is on younger larvae. If this is the case,
older NBL may not be susceptible to antibody against
the 64K protein in vivo. Binaghi et al. (71) studied the
effect of NBL age on infectivity in vivo and resistance to
cytotoxicity in vitro. Their results showed a 3-5 fold
increase in muscle larvae burdens in normal mice
receiving 20-hr-old larvae iv compared with mice
receiving 2-hr-old larvae. After incubation with immune
serum and peritoneal cells in vitro for 24 hr, between
50-100% of 2-hr NBL were dead, while 20-hr larvae
were still alive after incubation for 48 hr. Gansmuller et
al. (72) demonstrated that 2-hr larvae attracted only
eosinophils after a 3-hr incubation in vitro whereas the
adherent cell population was mostly macrophages on 20-
hr-old larvae. These results suggested that older larvae
were generally more resistant in both the normal host
environment as well as in the presence of immune
factors in vitro. It is possible that the effects of immune
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serum and cells can be explained on the basis of the
degree of exposure of the 64K protein in vivo. The
vulnerability of 2-hr larvae is curiously at odds with the
fact that NBL are most exposed to the host during the
first 1-2 hours after production. A more recent study
showed that NBL were killed in vitro by eosinophils in
the presence of immune serum regardless of larval
age(73). We addressed this question by in vivo
examining the recirculation of NBL of different ages.
The reason was that a difference might be seen in the
migration process if 2-hr larvae were used rather than
24-hr larvae. We could find no real difference in
recirculation (58).

3.5. Summary
     Although minor discrepancies exist there is
general agreement that NBL production begins on day
5/6 post infection and peaks on day 7. This is the period
when the maximum number of adult worms is present in
the intestine irrespective of infectious dose, and when
the fecundity of females is at its peak. After day 8 a
rapid decline in fecundity occurs and this is reflected in
a precipitous drop in circulating larval numbers in the
blood and lymph. More than 75% of total NBL are
released in the first 3 days of production (6, 7, 8).
Quantitative in vivo studies of the NBL migration route
have emphasized different components of migration.
Some larvae enter the blood via the thoracic duct, but
disagreement exists as to the quantitative significance of
this route. The alternative is a direct invasion of the
intestinal capillaries that was found to be the major
route in the only study that has examined portal vein
traffic. Migration through the peritoneal cavity is
negligible. Once in the blood NBL traverse the two
visceral capillary beds they encounter (liver and lung)
within minutes and can return to the venous drainage by
8 minutes. This is an active process requiring metabolic
effort by the larvae. The speed of this return suggests
that a considerable portion of migration is, for some
larvae, intravascular. Although about 40% of NBL
would be delivered to striated muscle during one
passage in arterial capillaries only about half are actually
removed in each vascular cycle. In total only some 40%
per hour are permanently removed from the circulation.
Although speculative it seems possible that a significant
number of NBL migrate into and back out of muscle
tissue. The mechanisms by which larvae identify and
remain in their chosen site are entirely unclear. The T.
spiralis NBL /rat system appears to offer several
possibilities for study of the interaction between
circulating nematodes and their hosts. This has been a
very poorly explored area particularly with respect to
site selection and the dynamics of recirculation, much
more work needs to be done to understand these
processes.

Despite their mundane morphology the larvae
undergo what appears to be a differentiation, if not a
developmental process, which is independent of their

interaction with the host. These modifications are
evident in the cuticular proteins as NBL maintained in
vitro age. It has been suggested by at least two groups
that changes in susceptibility to immunity are associated
with aging.  Curiously, young larvae (<6 hrs old) were
less able to develop to mature muscle larvae than older
larvae. In contrast to these findings we were unable to
find differences in recirculation capacity, or
development to mature muscle larvae when comparing
larvae of 2 or 24 hours of age. Methodological
differences may account for these discrepancies. While
the observation that cuticular changes occur during the
first 6 hours of independent larval life is interesting and
needs to be pursued, there are no indications yet of what
purpose or function these changes can have for the
larvae. Indeed, it is difficult to relate cuticular molecular
variations to larval resistance to host immunity since
50% of larvae disappear from the circulation in a
primary infection 2 hours after their production, yet
these larvae are the ones that appear most susceptible to
immunity; older larvae being conspicuously resistant.
Nevertheless, the age-related molecular heterogeneity of
the cuticle may well provide important clues to the
penetration of muscle and/or subsequent development of
the young NBL.

4. HOST IMMUNITY TO NEWBORN LARVAE

4.1. The existence of host immunity in vivo
     The earliest evidence for anti-NBL immunity
was provided by Despommier (74) who found a 95%
reduction in muscle larvae burden of rats immunized iv
with NBL and then challenged with muscle larvae per
os. Despite the strong immunity obtained, the author felt
that NBL were not responsible as they did not possess
beta-1 granules in their stichocytes. In the above
experiments immunity was probably largely related to an
anti-muscle larvae response that can lead to adult worm
rejection and reduced fecundity in the challenge
infection (10). James and Denham (17) provided a more
definitive answer to this question. In their experiments,
NBL were injected iv into mice which were then
challenged with muscle larvae orally or with NBL iv. As
assessed by muscle larvae burden, immunity was 100%
effective against a NBL challenge but only 63% effective
against a muscle larvae challenge. Similar observations
were made by Ruitenberg and Steerenberg (75) and
James et al.(7). The immunization procedure used by all
of these groups was questioned by Perrudet-Badoux and
Binaghi (38) on the basis that fetal calf serum used in
the medium for larvae preparation could adhere to the
cuticle and render the larvae immunogenic. To
circumvent this Perrudet-Badoux and Binaghi (38) used
an oral infection with muscle larvae to immunize mice
and found complete protection against a NBL challenge.
The question of the passive role of serum proteins
therefore seems resolved. More recent studies by us
demonstrated that inbred mice immunized with NBL
showed wide variations in protection against challenge
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infection (0-98%). Resistance to a challenge infection
was influenced by genes that were not clearly related to
the major histocompatibility complex (MHC) (45).

     Immunity to NBL exists in vivo and can be
extremely effective in preventing NBL from establishing
in striated muscle. Immunization is effective with either
an intravenous injection of NBL or an oral infection with
muscle larvae. In all the above investigations, protection
was gauged by muscle larvae burden. This information
has set the stage for studies of where and when
immunity occurs, particularly in the primary infection,
and which mechanisms are effective in vivo. Since NBL
begin their systemic migration immediately after their
production in the intestine, they are likely to be
susceptible to immunity anytime after they are born and
any site through which they migrate. This is essentially
the whole body. Indeed, our results showed that when
we attempted to recover NBL from the peritoneal cavity,
portal vein and thoracic duct lymph after challenge
infection from previously immunized rats, the time of
appearance of these larvae was significantly delayed and
the recovery was significantly reduced in all sites
examined(76). Obviously, the host immunity not only
impeded NBL migration but also effectively destroyed
them. Our later study also indicated that this immunity
is specific to NBL, irrespective of their age(77). It
should be noted that the experiments prior to ours did
not exclude the possibility that the protection was also
directed against maturing muscle larvae as they
developed from the challenge NBL whereas our
experiments were specifically designed to study
immunity against NBL alone.

4.2. Stage specificity of host immunity against
newborn larvae
     Kazura and Grove(8)and, independently,
MacKenzie et al.(9), first described an in vitro antibody-
dependent cell-mediated destruction of NBL that was
specific for this stage. The molecular basis for stage-
specificity in the cuticular proteins of T. spiralis was
later established by Philipp et al. (63,78) and Parkhouse
et al.(64) as I have described above. Each study
demonstrated that antibodies recognizing the surface
antigens of one stage did not recognize those of other
stages, although there might be low level of antigenic
cross-reactivity with other nematodes (79,80).

4.3. Kinetics of the immune response to newborn
larvae
     Mackenzie et al. (9) studied the kinetics of
anti-NBL immunity by examining the capacity of
immune serum to mediate cell adherence in vitro. The
activity was first found in serum collected 15 days after
infection with 4,000 muscle larvae and the highest titer
was observed 20 days after infection. Philipp et
al.(78)and Jungery and Ogilvie (13), working with rats
and mice respectively, found that the antibody-mediated
cellular cytotoxic activity in serum was generated 15

days or 25 and 30 days after T. spiralis infection rats or
NIH and C3H mice respectively. Protection was
demonstrated in vivo as in Wistar early as 10 days after
a single iv injection of NBL in DBA/1 and AKR mice
and this immunity was 96 to 98% protective against a
NBL challenge(45). Because of the high degree of
protection on day 10 it seems likely that NBL induced
immunity was function prior to this. More recent data
from us show that immunity can be demonstrated in vivo
in rats 7 days after the initial infection and gains real
strength by Day 10. This suggests that NBL are highly
immunogenic and correlates the time of appearance of
immunity with the precipitous decline in NBL output
seen in vivo (76,77).

4.4. Summary
     Immunity to NBL has slowly gained
recognition since 1974 when James and Denham
published their first study(17). Methodological
criticisms of this and similar studies no longer appear
valid and data now appearing indicate that the larvae are
highly immunogenic and elicit a prompt and strong host
response in most rodent strains examined. Immunity is
detectable by day 7 in rats and achieves prominence
around day 9 or 10 post infection when circulating NBL
numbers undergo a precipitous decline. While other
forms of immunity contribute to this decline in
circulating larvae (notably anti-fecundity responses) it is
very likely that anti-NBL immunity also plays its part.
The temporal coincidence of these two forms of
immunity, which appear to be quite strong in most
rodent strains, suggests that the first 3 days of NBL
production provide the great bulk of the muscle larvae
burden of rodents.

5. MECHANISMS OF HOST IMMUNE RESPONSE
TO NEWBORN LARVAE

5.1. Nonspecific resistance to newborn larvae
     Grove and Civil (81) administrated Baccillus
Calmette-Guerin (BCG, i.e., attenuated Mycobacterium
bovis) iv to mice and then challenged them with NBL.
The muscle larvae burden of these mice was examined 4
weeks after injection of NBL and showed a 25%
reduction compared with controls.  Since they found
granulomatous inflammatory reactions in the lungs of
these mice but not in the muscles invaded by the larvae,
they suggested that the major site of NBL impairment
was in the lungs. It has been suggested that BCG exerts
its effect by increasing nonspecific resistance of the host
to many parasitic infections, such as Babesia,
Plasmodium (82), Leishmania species(83) and
Trypanosoma cruzi(84). A similar reduction in muscle
larvae burden was observed in rats treated with the
adjuvant, Corynebacterium parvum, then infected with
T. spiralis(85). The precise mechanism by which BCG
enhances protection has not been investigated. Since it is
known that BCG induces hyperplasia of mononuclear
cells(86) and activates macrophages(87), these effects
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may account for the increased protection described.

     Bell et al. (45) provided evidence for
nonspecific resistance to NBL in vivo.  In these
experiments, muscle larvae burdens of various inbred
mice were examined after a single iv injection of NBL.
A consistent pattern was observed in which C3H strain
mice always harbored the highest and DBA/1 mice the
lowest burden of muscle larvae. Since these studies
examined a single intravenous encounter with NBL in
non immune mice, and the great majority of larvae have
left the circulation by 24 hours(58), it is likely that the
low muscle larvae burden of DBA/1 mice reflects a
nonimmunological resistance to NBL. A comparison of
muscle larvae burden with the MHC haplotype showed
that k-haplotype mice(C3H and AKR) had high muscle
larvae burdens whereas q-haplotype mice(B10Q and
DBA/1) had low burdens. This correlation suggests that
components of nonspecific resistance are influenced by
the MHC. These results parallel the earlier findings of
Wassom et al. (43,44) in MHC association with high (H-
2k) and low (H-2q) muscle larvae burdens after a single
oral infection with muscle larvae. When muscle larvae
burdens after a single injection of NBL were compared
with those after a challenge injection with NBL there
was a dissociation of “non-specific resistance” and
immunity to the challenge. This dissociation of
immunity to a challenge infection compared with
resistance to a primary infection was interpreted as
supporting the concept of a nonspecific resistance that
was distinct from acquired immunity.

5.2. Cell-mediated immune response to newborn
larvae
     Moloney and Denham(18) studied cell-
mediated immunity to NBL and found a 66% or 42%
reduction of muscle larvae burden after NBL challenge
of mice that had received spleen cells from donor mice
hyperimmunized with NBL or muscle larvae,
respectively. In the experiments, cells were passively
transferred 24 hr prior to challenge so it is possible that
B lymphocytes secreting antibodies led to an effective
antibody-dependent cell-mediated cytotoxic reaction.
Recently, a biophysical and biochemical study showed
that ultraviolet light effectively impaired the T cell
response to T. spiralis, leading to increased muscle
larvae burden after infection(88). Whether this treatment
affected the immunity to NBL and/or muscle larvae was
not identified. Both studies did not characterize the cell
population with regard to effector cell type and question
of cell mediated immunity thus remains open.

5.3. Humoral immunity to newborn larvae
     In the same experiments, Moloney and
Denham(18)demonstrated that immune serum obtained
from mice hyperimmunized with muscle larvae
transferred 99.7% protection against a NBL challenge in
recipient mice. The infectivity of NBL in vivo was
reduced after incubation in immune serum in vitro and

the effect of immune serum was lost after absorption
with NBL. Immune serum always gave very strong
protection if transferred before challenge but not when
transferred 2 hr after challenge. Since in vitro incubation
of NBL with immune serum alone neither alters the
motility nor reduces the number of NBL(19), it is likely
that immune serum alone may not be enough to reduce
NBL infectivity in vivo. Other factors or effectors are
likely to be involved and these factors in the nonimmune
recipient presumably cooperate with specific antibodies
acquired during in vitro incubation to influence NBL
infectivity after their transfer in vivo. Our experiments
also indicate that transferring immune thoracic duct
lymphocytes failed to transfer protective immunity yet
transferring immune serum did. Further fractionation of
immune serum and immunofluorescence assay indicate
that it is the IgG and possibly IgE that transferred
protection(89).

5.4. Antibody-dependent cell-mediated immune
response to newborn larva
     Antibody-dependent cell-mediated cytotoxicity
is a major host defense mechanism against infections
with numerous parasites: Trypanosomes(90), trematodes
(91,92), intestinal nematodes(93-95), and filarial worms
(96-101).  It is not surprising that Trichinella spiralis
also fits this pattern at least with respect to the
NBL(91,102). During T. spiralis infection a T-cell
dependent peripheral blood eosinophilia occurs (103-
105) which correlates with the level of plasma major
basic protein (106). Eosinophils accumulate in the small
intestinal mucosa (107) and increased numbers of
eosinophils are found in the bone marrow during the
NBL production period(108). Bartelmez et al.(109)
showed that antigens of T. spiralis NBL as well as other
stages stimulated mouse spleen cells to release
eosinophil growth factor into the cultural medium in
vitro. Similar response against muscle larvae indicates
that it is a localized event(110). Other cell populations
such as basophils (106)and peritoneal macrophages
(111) are also increased. The granulopoietic stimulus
provided by T. spiralis infections is therefore well
established.

     A considerable body of evidence implicates
eosinophils and/or neutrophils in NBL killing. The first
suggestion of a functional association between
eosinophilia and protection was provided by Grove et al.
(112) who showed that anti-eosinophil antisera
administered in vivo increased the number of muscle
larvae in treated rats but did not affect adult worms. The
implied effect on NBL of eosinophils was quickly
confirmed in vitro (8,9). Eosinophils appear to require
antibody of the IgG class (19) to mediate cellular
adherence but at least two processes lead to killing in
vitro. The most extensively studied are the products of
oxidative metabolism H202 (peroxide) plus superoxide
(02

-) and free Cl- (113,114) which produce up to 100%
killing in vitro. The observation that leukocytes from a
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patient with chronic granulomatous disease (CGD)
demonstrated significantly reduced larvicidal activity
further suggests that the killing mechanism encompasses
an oxidative response by normal leukocytes as
granulocytes from CGD patients do not generate
hydrogen peroxide (113). In addition, eosinophil major
basic protein has also been shown to damage and kill
NBL in vitro(115). Cells other than eosinophils also
have a role, Mackenzie et al.(114) showed potent killing
by neutrophils and Buys et al. (117) found that
myeloperoxidase from neutrophils was more effective
than eosinophil peroxidase in killing NBL. A variety of
cell types can destroy NBL in addition to neutrophils
and eosinophils. Mackenzie et al.(102) showed that mast
cells, eosinophils, neutrophils and macrophages were all
able to adhere to and destroy NBL during in vitro
incubation even though significantly different adherence
patterns were obtained. Cells do not attach to dead
larvae leading to the suggestion that a chemotactic factor
may be released from the live parasite which causes
cellular adherence(100). Recent evidence shows that
intestinal lamina propria cells are enriched with larval
killing eosinophils(118), which confirms our finding that
NBL are destroyed in significant quantity within the
intestinal mucosa.
     

Evidence for antibody-dependent cell-mediated
destruction of NBL is largely based on in vitro studies.
In all these experiments it appeared not to matter
whether leukocytes, especially eosinophils, were
collected from normal hosts (19,72,102,113,116), from
animals infected with Schisotosoma mansoni (117),
Mesocestoides corti (13,69), or from T. spiralis infected
mice(8), rats(120), and from Trichinella infected
humans(73,121), as long as immune serum was present
in the culture in addition to the cells NBL were killed.
The results of Bruschi et al. also demonstrated that the
sera factors inhibited neutrophil’s oxidative metabolism,
hence suggesting certain cytotoxic mechanisms other
than production of superoxide anions may play a
role(121).

     The role of IgG has been unequivocally,
established in a report describing a monoclonal IgG
antibody against the 64K antigen of NBL which
mediated eosinophil-dependent destruction of this stage
in vitro. NBL treated with this monoclonal antibody in
vitro and then injected into recipient mice that also
received a further passive transfer of the anti-64K mAb
for 3 days, showed a 36-51% reduction in muscle larvae
burden. Conflicting evidence exists over the role of
complement. Kazura and Grove(8)could find no effect
but Mackenzie et al.(9)showed an effect of complement
and so has a most recent study (62). In vivo studies have
been limited, but in addition to the work of Grove et al.
(112), described above, Dessein et al.(122) provided
evidence in favor of a role for eosinophils and IgE.
These authors administered rabbit anti-E chain
antibodies to rats to suppress the production of IgE

antibody.  They then found that after infection with T.
spiralis, the rats had reduced mast cell degranulation,
decreased eosinophil numbers in the blood and tissues
and increased muscle larvae burdens after a complete
infection. Administration of IL-3 enhanced the IL-4-
dependent IgE response whereas treatment with anti-IL-
4 antibody suppressed such response(123,124), leaving
no doubt that T cells are involved in the specific immune
response. Our own data also have shown that larval
migration is blocked irrespective of the site that larvae
are introduced into the body. Larvae are promptly killed
after intravenous or intraperitoneal injection into rats 15
or 16 days after a primary infection.  In addition, if adult
worms collected from non-immune rats are transplanted
into the duodenum, more than 90% of the NBL produced
do not enter draining lymphatics or capillaries (76,125),
which is indicative of potent intestinal immunity.

Our electron microscopic studies revealed that
in all cases larvae recovered from these local sites are
covered with dense clusters of granulocytic cells(125). It
appears that immunity, once induced, acts powerfully at
any site that larvae are likely to contact in their systemic
migration. Apparently the strength of this response is so
great that few larvae will escape the confines of the local
intestinal environment where they are produced. A most
recent study in humans also confirmed this antibody-
dependent cell-mediated cytotoxic effect on NBL(121).
Obviously, what were discovered in rodents reflected
what can take place in humans.

5.5. Summary
     In vivo mechanisms and targets of immunity against
NBL are the least understood component of this host
parasite interaction. Considering the numerous in vitro
descriptions of functional systems it is fair to conclude
that NBL may be the targets of a diverse array of host
effector processes. Both IgG and IgE antibodies have
been implicated directly, while a variety of
granulomatous or phagocytic cell types are able to
mediate larval killing. Mechanisms of killing currently
include oxidative processes and eosinophil major basic
protein while a role for complement is also suggested by
some studies. When all of these processes have been
more precisely measured in vivo it seems likely that the
NBL may be the target of more independent
immunological and non immunological killing
mechanisms than any other stage of the T. spiralis life
cycle. Indeed T. spiralis may well be unique in the speed
with which each life cycle stage induces immunity and
the speed and degree to which the parasite modifies
functional antigens during development and
differentiation.  If these processes are related then it
appears that T. spiralis has specialized in a
foreshortened life-cycle that remained strongly
immunogenic thus outrunning immunity.
Immunosuppression, although present(121,126,127),
appears to be a secondary and less important process in
the overall economy of the infectious event, especially
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regarding the primary infection.

6. PERSPECTIVE

     Anti-NBL immunity is a functional protective
response in rodents and probably in swine during a
primary infection. Evidence for this is derived from in
vitro experiments and indirect and direct in vivo
experimentation.  The critical element in this assessment
is the timing of immunity relative to NBL production.
Immunity is observed within 3-4 days of initial larval
release and coincides with a dramatic decline in the
numbers of circulating NBL.  Larvae are highly
immunogenic in rats and in several mouse strains. As we
are entering the molecular age in this particular
field(128) and more techniques are developed in
studying this parasite(129,130), I believe that there is
still tremendous need to explore some of the
fundamental biological properties of the NBL and the
mechanisms of host immunity. The rat and newborn T.
spiralis larvae model, thus, offers a useful and
underexplored experimental model of the interaction of
systemic nematode larvae and the host immune system.

7. ACKNOWLEDGMENT

This work was supported by U. S. Public Health
Services Grants No. A116740, 17484 and AI34160-
0151. The author would like to thank L. Adams and R.
Ogden for their invaluable technical assistance.

8. REFERENCES

1.    S. E. Gould, H. J. Gomberg, F. H. Bethell, J. B.
Villeila & C. S. Hertz: Studies on Trichinella spiralis.
Am J Pathol 31, 933-57 (1955)

2.    D. Reina, M. C. MuAnoz-Ojeda, F. Serrano, J. M.
Molina & I. Navarrete: Experimental trichinellosis in
goats. Vet Parasitol 62, 125-32 (1996)

3.    C. Arriaga, L. YAEepez-Mulia, N. Viveros, L. A.
Adame, D. S. Zarlenga, J. R. Lichtenfels, E. Benitez &
M. G. Ortega-Pierres: Detection of trichinella spiralis
muscle larvae in naturally infected horses. J Parasitol
81, 781-3 (1995)

4.    G. Tiberio, G. Lanzas, M. I. Galarza, J. Sanchez,
I. Quilez & V. Martinez Artola: Short report: an
outbreak of trichinosis in Navarra, Spain. Am J Trop
Med Hyg 53, 241-2  (1995)

5.  0. R. Mccoy: Rapid loss of Trichinella larvae fed to
immune rats and its bearing on the mechanisms of
immunity. Am J Hyg 32, 105-     16(1940)

6.   E. R. James & D. A. Denham: Immunity to
Trichinella spiralis. VI. The specificity of the immune
response stimulated by the intestinal stage. J Heiminthol

49, 43-7 (1975)

7.  E. R. James, A. Moloney & D. A. Denham: Immunity
to Trichinella spiralis. VII. Restistance stimulated by the
parenteral stages of the infection. J Parasitol 63, 720-3
(1977)

8. J. W. Kazura & D. I. Grove: Stage-specific antibody-
dependent eosinophil mediated destruction of
Trichinella spiralis. Nature 274, 588-9 (1978)

9. C. D. Mackenzie, P. M. Preston & B. M. Ogilvie:
Immunological properties of the surface of parasitic
nematodes. Nature 276, 626-8 (1978)

10. R. G. Bell, D. D. McGregor & D. D. Despommier:
Trichinella  spiralis: Mediation of the intestinal
component of protective immunity in the rat by multiple,
phase-specific, antiparasitic responses. Exp Parasitol
47, 140-57  (1979)

11.  R. G. Bell & D. D. McGregor: Trichinella spiralis:
Role of different life cycle phase in induction,
maintenance, and expression of rapid expulsion in rats.
Exp Parasitol 48, 51-60 (1979)

12.  R. G. Bell & D. D. McGregor: Trichinella spiralis:
Expression of rapid expulsion in rats exposed to an
abbreviated enteral infection. Exp Parasitol 48, 42-50
(1979)

13.   M. Jungery & B. M. Ogilvie: Antibody response to
stage-specific Trichinella spiralis surface antigens in
strong and weak responder mouse strains. J Immunol
129, 839-43 (1982)

14. G. Ortega-Pierres, C. D. Mackenzie, R. M. E.
Parkhouse: Protection against Trichinella spiralis
induced by a monoclonal antibody that promotes killing
of newborn larvae by granulocytes. Parasite Immunol 6,
275-84 (1984)

15.  C. H. Wang & R. G. Bell: Trichinella spiralis: Host
immunity against newborn larvae during a primary
infection in rats. J Parasitol 73, 1069-71 (1987)

16.  D. A. Denham & A. R. Martinez: Studies with
methyridine and Trichinella spiralis. 2. The use of the
drug to study the rate of larval production in mice. J
Heiminthol 44, 357-63  (1970)

17.  B. R. James & D. A. Denham: The stage specificity
of the immune response to Trichinella spiralis. In:
Trichinellosis. Ed: C. W.  Kim, Intex Educational
Publishers, NY (1974)

18.  A. Moloney & D. A. Denham: Effects of immune
serum and cells on newborn larvae of Trichinella
spiralis. Parasite Immunol 1, 3-12 (1979)



T. spiralis newborn larvae and the host immunity

326

19.  J. W. Kazura: Host defense mechanisms against
nematode parasites: destruction of newborn Trichinella
spiralis larvae by human antibodies and granulocytes. J
Inf Diseases 143, 712-8 (1981)

20.  K. D. Murrell: Trichinella spiralis: Acquired
immunity in swine. Exp Parasitol 59, 347-54 (1985)

21.  R. G. Bell, D. D. McGregor & I. S. Adams: Genetic
basis for differential expression of phase-specific
intestinal immunity in inbred mice. Exp Parasitol 53,
315-23 (1982)

22.  D. Wakelin: Genetic control of immunity to
parasites.  Infection with Trichinella spiralis in inbred
and congenic mice showing rapid and slow responses to
infection. Parasite Immunol 3, 85-98 (1980)

23.  D. Wakelin & A. M. Donachie: Genetic control of
immunity to Trichinella spiralis. Donor bone marrow
cells determine responses to infection in mouse radiation
chimaeras. Immunology 43, 787-92 (1981)

24.  R. G. Bell, D. D. McGregor, M. C. Woan & L. S.
Adams: Trichinella spiralis: Selective intestinal immune
deviation in the rat. Exp Parasitol 56, 129-42 (1983)

25.  R. G. Bell, L. S. Adams & R. W. Ogden: Trichinella
spiralis: Genetics of worm expulsion in inbred and F-
mice infected with different worm doses. Exp Parasitol
58, 345-55 (1984)

26.  L. Y. Wu & A. A. Kingacote: Studies on Trichinella
spiralis. II. Times of final molts, spermatozoa formation,
ovulation, and insemination. Can J Zool 35, 207-11
(1957)

27.  Z. A. Khan: The postembryonic development of
Trichinella spiralis with special reference to ecydsis. J
Parasitol 52, 248-59 (1966)

28.  W. J. Kozek: The molting pattern in Trichinella
spiralis.  I. A light microscope study. J Parasitol 57,
1015-28 (1971)

29.  C. H. Gardiner: Habitat and reproductive behavior
of Trichinella spiralis. J Parasitol 62, 865-70 (1976)

30.  J. P. Harley & V. Gallicchio: Trichinella spiralis:
Migration of  larvae in the rat. Exp Parasitol 30, 11-21
(1971)

31.  E. Pozio, G. La Rosa, K. D. Murrell, & J. R.
Lichtenfels: Taxonomic revision of the genus
Trichinella. J Parasitol 78, 654-9 (1992)

32.  E. Pozio, G. La Rosa, P. Rossi & K. D. Murrell:
Biological characterization of Trichinella isolates
various host species and geographical regions. J

Parasitol 78, 647-53 (1992)

33.  L. 0. Nolf: The transplantation of gravid Trichinella
spiralis. J Parasitol 230, 574 (1937)

34.  J. M. Edney, F. Arbogast & J. Stepp: Productivity in
gravid Trichinella spiralis (Owen 1835) transplanted
into laboratory rats. J Tennessee Acad Sci 28, 62-8
(1953)

35.  W. C. Campbell & J. J. Yakstis: Mating success and
fecundity of pairs of Trichinella larvae administered to
mice. Wiad Parazytoli 15, 526 (1969)

36.  C. Khamboonruang: Output of larvae and lifespan of
Trichinella spiralis in relation to worm burden and
superinfection in the mouse. J Parasitol 57, 289-97
(1971)

37.  A. Perrudet-Badoux, R. A. Binaghi & G. Biozzi:
Trichinella infestation in mice genetically selected for
high and low antibody production. Immunology 29, 387-
90  (1975)

38.  A. Perrudet-Badoux & R. A. Binaghi: Immunity
against newborn Trichinella spiralis larvae in previously
infected mice. J Parasitol 64, 187-9 (1978)

39.  E. J. Ruitenberg, A. Elgersma, W. Kruizinga, et al.:
Trichinella spiralis in congenitally athymic (nude) mice:
Parasitological serological and haematological studies
with observations on intestinal pathology. Immunology
33, 581-7 (1977)

40.  C. E. Tanner: The susceptibility to Trichinella
spiralis of inbred lines of mice differing at the H-2
histocompatibility locus. J Parasitol 64, 965-57 (1978)

41.  0. L. Wassom, D. Wakelin, B. 0. Brooks, C. J. Krco
& C. S. David: Genetic control of immunity to
Trichinella spiralis infection of mice. Hypothesis to
explain the role of H-2 genes in primary and challenge
infections. Immunology 51, 625-31 (1984)

42.  C. Z. Rivera-Oritz & R. Nussenzweig: Trichinella
spiralis: Anaphylactic antibody formation and
susceptibility in strains of inbred mice. Exp Parasitol
39, 7-17 (1976)

43.  D. L. Wassom, C. S. David & G. J. Gleisch: Genes,
within the major histocompatibility complex influence
susceptibility to Trichinella spiralis in the mouse.
Immunogenetics 9, 491-6 (1979)

44.  D. L. Wassom, B. 0. Brooks, R. H. Cypess & C. S.
David: A survey of susceptibility to infection with
Trichinella spiralis of inbred mouse strains sharing
common H-2 alleles but different genetic backgrounds. J
Parasitol 69, 1033-7 (1983)



T. spiralis newborn larvae and the host immunity

327

45.  R. G. Bell, C. H. Wang & R. W. Ogden: Trichinella
spiralis: Nonspecific resistance and immunity to
newborn larvae in inbred mice.  Exp Parasitol 60, 101-
10 (1985)

46.   D. D. Despommier, W. C. Campbell & L. Blair:
The in vivo and in vitro analysis of immunity to
Trichinella spiralis in mice and rats. Parasitol 74, 109-
19 (1977)

47.  C. H. Wang & R. G. Bell: Trichinella spiralis:
Newborn larval migration route in rats reexamined. Exp
Parasitol 61, 76-85 (1986)

48.  W. W. Herrick & T. C. Janeway: Demonstration of
the Trichinella spiralis in the circulating blood of man.
Arch Inter Med 3, 263-6 (1909)

49.  G. Cross: A case of trichinosis; trichinella found in
the blood taken from an ordinary ear puncture. Arch
Inter Med 6, 301-2 (1910)

50.  W. H. Mercur & J. H. Barach: A case of trichinosis,
with recovery of the parasite from the blood and muscle.
Arch Inter Ned 5, 530-1 (1910)

51.  E. N. Packard: Trichinella spiralis in human blood.
J Am Med Assoc 54, 1297 (1910)

52.  A. R. Lamb: Concerning the presence of the
embryos of Trichinella spiralis in the blood of patients
suffering from trichiniasis. Am J Med Sci 142, 395-402
(1911)

53.  G. J. Dammin: Trichinosis.  Report of a case, with
demonstration of the larvae in the arterial blood. New
England J Med 224, 357-60 (1941)

54.  A. K. Berntzen: Comparative growth and
development of Trichinella spiralis in vitro and in vivo,
with a redescription of the life cycle. Exp Parasitol 16,
74-106  (1965)

55. C. S. Shanta & E. Meerovitch: The life cycle of
Trichinella spiralis. Can J Zool 45, 1261-7 (1967)

56.  M. Katz, 0. D. Despommier & R. W. Gwadz:
Parasitic Diseases. Springer Veri., New
York/Heidelberg/Berlin  (1982)

57.  D. T. Dennis, 0. D. Despommier & N. Davis:
Infectivity of the newborn larva of Trichinella spiralis in
the rat. J Parasitol 56, 974-7 (1970)

58.  C. H. Wang & R. G. Bell: Trichinella spiralis:
Vascular recirculation and organ retention of newborn
larvae in rats. Exp Parasitol 62, 430-41 (1986)

59.  D. D. Despommier, L. Aron & L. Turgeon:

Trichinella spiralis: Growth of
intracellular(muscle)larva.  Exp parasitol 37, 108-16
(1975)

60.  G. J. Jackson: Fluorescent antibody studies of
Trichinella spiralis infection. J Inf Diseases 105, 97-117
(1959)

61.  W. J. Kozek & C. A. Crandall: Immunogenicity of
the stichosome of Trichinella spiralis in mice. In:
Trichinellosis. Ed. Kim C. W. Intext Educational
Publishers, NY (1974)

62.  Y. Hong, C. W. Kim & B. Ghebrehiwet: Activation
of classical and alternative pathways of complement by
infective larvae adults and newborn larvae of Trichinella
spiralis. Ped Am Soc Exp Biol 4(7), A2089 (1990)

63.  M. Philipp, R. M. E. Parkhouse & B. M. Ogilvie:
Changing proteins on the surface of a parasitic
nematode. Nature 287, 538-40 (1980)

64.  R. M. E. Parkhouse, M. Philipp & B. M. Ogilvie:
Characterization of surface antigens of Trichinella
spiralis infective larvae. Parasite Immunol 3, 339-52
(1981)

65.  K. Gounaris, V. P. Smith & M. E. Selkirk:
Structural organization and lipid composition of the
epicuticular accessory layer of infective larvae of
trichinella spiralis. Biochem Biophys Acta 1281, 91-100
(1996)

66.  C. de Armas-Serra, C. Gimenez-Pardo, A. Jimenez-
Gonzalez, W. E. Bernadina & F. Rodriguez-Caabeiro:
Purification and preliminary characterization of a
protease from the excretion-secretion products of
trichinella spiralis muscle-stage larvae. Vet Parasitol 59,
157-68 (1995)

67.  C. de Armas-Serra, C. Gimenez-Pardo, W. E.
Bernadina & F. Rodriguez-Caabeiro: Antibody response
to a protease secreted by trichinella spiralis muscle
larvae. Parasitol Res 81, 540-2 (1995)

68.  J. Montgomery, A. Feldman, D. D. Despommier, G.
L. Stewart & E. Haehling: A method for isolation and
partial purification of trichinella spiralis nurse cells. J
Parasitol 81, 649-52 (1995)

69.  M. G. Ortega-Pierres, A. Chayen, N. W. T. Clark,
R. M. E. Parkhouse: The occurrence of antibodies to
hidden and exposed determinants of surface antigens of
Trichinella spiralis. Parasitol 88, 359-69 (1984)

70.  M. G. Ortega-Pierres, R. M. E. Parkhouse, C. D.
Mackenzie, N. W. T. Clark: Monoclonal antibodies
directed against defined stage-specific antigens of
Trichinella spiralis: Generation, characterization, and



T. spiralis newborn larvae and the host immunity

328

biological assays. In: Trichinellosis. Ed. Kim C. W. The
State University of New York Press, NY (l984)

71.  R. A. Binaghi, S. M. Venturiello, F. Bruschi:
Increased infectivity and resistance to cytotoxicity during
maturation of newborn Trichinella spiralis larvae. In:
Trichinellosis.  Ed. Kim C. W. The State University of
New York Press, NY (1984)

72.  A. Gansmuller, A. Anteunis, S  M. Venturiello, F.
Brusohi, R. A. Binaghi: Nature of the cells involved in
the in vitro immune cytotoxicity of newborn Trichinella
spiralis larvae. In: Trichinellosis. Ed. Kim C. W. The
State University of New York Press, NY (1984)

73.  S. M. Venturiello, G. H. Giambartolomei & S. N.
Costantino: Immune cytotoxic activity of human
eosinophils against trichinella spiralis newborn larvae.
Parasite Immunol 17, 555-9 (1995)

74.  D. D. Despommier: Immunogenicity of the newborn
larva of  Trichinella spiralis. J. Parasitol 57, 531-5
(1971)

75.  E. J. Ruitenberg & P. A. Steerenberg:
Immunogenicity of the potential stages of Trichinella
spiralis. J. Parasitol 62, 164-6 (1976)

76.  C. H. Wang & R. G. Bell: Trichinella spiralis:
Intestinal expression of systemic stage-specific immunity
to newborn larvae. Parasite Immunol 9, 465-75 (1987)

77. C. H. Wang & R. G. Bell: Host immunity against
newborn trichinella spiralis larvae of different ages. J
Parasitol 74, 880-2 (1988)

78.  M. Philipp, P. M. Taylor, R. M. E. Parkhouse & B.
M. Ogilvie: Immune response to stage-specific surface
antigens of the parasitic nematode Trichinella spiralis. J
Exp Med 154, 210-5 (1981)

79. J. L. De-la-Rosa, P. Alcantara & D. Correa:
Investigation of cross-reactions against trichinella
spiralis antigens by enzyme-linked immunosorbent assay
and enzyme-linked immunoelectrotransfer blot assay in
patients with various diseases. Clin Diagn Lab Immunol
2, 122-4 (1995)

80.  P. Mahannop, P. Setasuban, N. Morakote P.
Tapchaisri & W. Chaicumpa: Immunodiagnosis of
human trichinellosis and identification of specific
antigen for trichinella spiralis. Int J Parasitol 25, 87-94
(1995)

81.  D. I. Grove & R. H. Civil: Trichinella spiralis:
Effects on the host-parasite relationship in mice of BCG
(Attenuated Mycobacterium bovis). Exp Parasitol 44,
181-9 (1978)

82.  I. A. Clark, A. C. Allison & F. E. Cox: Protection of
mice against Babesia and Plasmodium with BCG.
Nature 259, 309-11 (1976)

83.  L. L. Smrkovski & C. L. Larson: Effect of treatment
with BCG on the course of visceral leishmaniasis in
Balb/c mice. Inf Immunity 16, 249-57 (1977)

84.  R. Z. Kuhn, R. T. Vaughn & G. A. Herbst: The
effect of BCG on the course of experimental Chagas’
disease in mice. Int J Parasitol 5, 557-60 (1975)

85.  E. J. Ruitenberg & P. A. Steerenberg: Possible
immunosuppressive effect of Corynebacterium parvum
on infection with Trichinella spiralis. Nature New Biol
242, 149-50 (1973)

86.  R. V. Blanden, M. J. Lefford & G. B. Mackaness:
The host response to Calmette-Guerin Bacillus in mice.
J Exp Med 129, 1079-107 (1969)

87.  K. R. Ratzan, D. M. Musher, G. T. Kensch & L.
Weinstein: Correlation of increased metabolic activity,
resistance to infection, enhanced phagocytosis, and
inhibition of bacterial growth by macrophages from
Listeria and BCG-infected mice. Inf Immunity 5, 499-
504 (1972)

88.  W. Goettsch, J. Garssen, F. R. De Gruijl & H. Van
Loveren: UVB-induced decreased resistance to
Trichinella spiralis in the rats is related to impaired
cellular immunity. Photochem Photobiol 64, 581-5
(1996)

89. C. H. Wang & R. G. Bell: Antibody-mediated in vivo
cytotoxicity to Trichinella spiralis newborn larvae in
immune rats. Parasite Immunol 10, 293-308 (1988)

90. I. A. Abrahamson & W. D. Da Silva: Antibody-
dependent cell-mediated cytotoxicity against
Trypanosoma cruzi. Parasitol 75, 317-23 (1977)

91.  D. J. McLaren, C. D. Mackenzie & F. J. Ramalho-
Pinto: Ultrastructural observations on the in vitro
interaction between rat eosinophils and some parasitic
helminths (Schistosoma mansoni, Trichinella spiralis
and Nippostrongylus brasiliensis).  Clin Exp Immunol
30, 105-18 (1977)

92.  M. C. Veith & A. E. Butterworth: Enhancement of
human eosinophil mediated killing of Schistosoma
mansoni larvae by mononuclear cell products in vitro.  J
Exp Med 157, 1828-43 (1983)

93.  N. D. Tam, J. Papadimitriou & D. Keast: The
location of antigenic sites on the surface of the nematode
parasite Strongyloides ratti reactive to antibody-directed
cellular cytotoxicity from both macrophages and
eosinophils from the natural host. Australian J Exp Biol



T. spiralis newborn larvae and the host immunity

329

Med Sci 61, 629-36 (1983)

94.  I. A. Penttila, P. L. Ey & C. R. Jenkin: Adherence of
murine peripheral blood eosinophils and neutrophils to
the different parasitic stages of Nematospiroides dubius.
Australian J Exp Biol Med Sci 61, 617-27 (1983)

95.  N. H. Knapp & G. A. Oakley: Cell adherence to
larvae of Dictyocaulus viviparus in vitro. Res Vet Sci 31,
389-91  (1981)

96.  G. I. Higashi & A. B. Chowdhury: In vitro adhesion
of eosinophils to infective larvae of Wucheria bancrofti.
Immunology 19, 65-83 (1970)

97.  K. Mehta, R. K. Sindhu, D. Subrahmanyam, K.
Hopper, D. S. Nelson, K. Rao: Antibody-dependent cell-
mediated effects in bancroftian filariasis. Immunology
43, 117-23 (1981)

98.  P. Johnson, C. D. Mackenzie, R. R. Suswillo & D.
A. Denham: Serum mediated adherence of feline
granulocytes to microfilariae of Brugia pahangi in vitro:
variations with parasite maturation. Parasite Immunol 3,
69-80 (1981)

99.  S. L. Oxenham, C. D. Mackenzie & D. A. Denham:
Increased activity of macrophages from mice infected
with Brugia pahangi: in vitro adherence to microfilariae.
Parasite Immunol 6, 141-56 (1984)

100.  B. K. Sim, B. H. K w a & J. W. M a k: Immune
responses in human Brugia malayi infections: serum-
dependent cell-mediated destruction of infective larvae
in vitro. Transactions Royal Soc of Trop Med Hyg 76,
362-70 (1982)

101.  A. Hapue, A. Ouaissi, M. Joseph, M. Capron & A.
Capron: IgE antibody in eosinophil- and macrophage-
mediated in vitro killing of Dipetlonema viteae
microfilariae. J Immunol 127, 716-25 (1981)

102.  C. D. Mackenzie, M. Jungery, P. M. Taylor & B.
M. Ogilvie: The in vitro interaction of eosinophils,
neutrophils, macrophages and mast cells with nematode
surfaces in the presence of complement or antibodies. J
Pathol 133, 161-75 (1981)

103.  B. A. Beeson: Mechanism of eosinophilia. II. Role
of the lymphocyte. J Exp Med 131, 1288-1305 (1970)

104.  M. M. Ismail & C. E. Tanner: Trichinella spiralis:
Peripheral blood, intestinal and bone marrow
eosinophilia in rats and its relationship to the
inoculating dose of larvae, antibody response and
parasitism. Exp Parasitol 31, 262-72 (1972)

105.  D. Wakelin & A. Donachie: Genetic control of
eosinophilia. Mouse strain variation in response to

antigens of parasite origin. ClinExp Immunol 51, 239-46
(1983)

106.  L. J. Lindor, D. L. Wassom & G. J. Gleich: Effects
of trichinellosis on levels of eosinophils, eosinophil
major basic protein, creatine kinase and basophils in the
guinea pig. Parasite Immunol 4, 13-24 (1983)

107.  G. Tronchin, Z. Dutoit, A. Vernes & J. Biguet:
Oral immunization of mice with metabolic antigens of
Trichinella spiralis larvae: Effects on the kinetics of
intestinal cell response including mast cells and
polymorphonuclear eosinophils. J Parasitol 65, 685-91
(1979)

108.  J. E. Larsh Jr., A. 0ttolenghi & N. F. Weatherly:
Trichinella spiralis: Phospholipase in challenged mice
and rats. Exp Parasitol 36, 299-306 (1974)

109.  S. H. Bartelmez, W. H. Dodge & D. A. Bass:
Antigen-mediated release of eosinophil growth
stimulating factor from Trichinella spiralis sensitized
spleen cells: a comparison of T. spiralis stage-specific
antigen preparations. Immunology 45, 605-11 (1982)

110. M. L. Huggins & D. Wakelin: Lung eosinophilia in
response to intravenously injected Trichinella spiralis.
Appl Parasitol 37, 87-95 (1996)

111.  Z. J. Wing, J. L. Krahcnbuhl & J. S. Remington:
Studies of macrophage function during Trichinella
spiralis infection in mice. Immunology 36, 479-85
(1979)

112.  D. I. Grove, A. A. F. Mahmoud & K. S. Warren:
Eosinophils and resistance to Trichinella spiralis. J Exp
Med 145, 755-9 (1977)

113.  D. A. Bass & P. Szeida: Eosinophils versus
neutrophils in host defense. J Clin Invest 64, 1415-22
(1979)

114. J. Buys, R. Wever, R. Van Stigt & E. J. Ruitenberg:
The killing of newborn larvae of Trichinella spiralis by
eosinophil peroxidase in vitro. Europ J Immunol 11,
843-5 (1981)

115. D. L. Wassom & G. J. Gleich: Damage to
Trichinella spiralis newborn larvae by eosinophil major
basic protein. Am J Trop Med Hyg 28, 860 (1979)

116.  C. D. Mackenzie, M. Jungery, P. M. Taylor & B.
M. Ogilvie: Activation of complement, the induction of
antibodies to the surface of nematodes and the effect of
these factors and cells on worm survival in vitro. Europ
J Immunol 10, 594-601 (1980)

117.  J. Buys, R. Wever & E. J. Ruitenberg:
Myeloperoxidase is more efficient than eosinophil



T. spiralis newborn larvae and the host immunity

330

peroxidase in the in vitro killing of newborn larvae of
Trichinella spiralis. Immunology 51, 601-7 (1984)

118. T. D. G. Lee & D. Befus: Effects of rat and human
intestinal lamina propria cells on viability and muscle
establishment of Trichinella spiralis newborn larvae. J
Parasitol 75, 124-8 (1989)

119.  J. W. Kazura & M. Aikawa: Host defense
mechanisms against Trichinella spiralis infection in the
mouse: eosinophil-mediated destruction of newborn
larvae in vitro. J Immunol 124, 355-61 (1980)

120.  C. D. Mackenzie, P. M. Preston & B. M. Ogilvie:
Immunological properties of the surface of parasitic
nematodes. Nature 276, 826-8 (1978)

121.  F. Bruschi, G. Carulli & S. Minnucci: Inhibition of
neutrophil oxidative metabolism by trichinellosis patient
sera. Parasite origin or host induction? Parasite Immunol
17, 253-60 (1995)

122.  A. J. Dessein, W. L. Parker, S. L. James & J. R.
David: IgE antibody and resistance to infection. I.
Selective suppression of the IgE antibody response in
rats diminishes the resistance and the eosinophil
response to Trichinella spiralis infection. J Exp Med
153, 423-36 (1981)

123.  M. Korenaga, N. Watanabe & Y. Hashiguchi:
Acceleration of IgE response by treatment with
recombinant interleukin-3 prior to infection with
Trichinella spiralis in mice. Immunol 87, 642-6 (1996)

124.  M. Korenaga, T. Abe & Y. Hashiguchi: Injection
of recombinant interleukin 3 hastens worm expulsion in
mice infected with Trichinella spiralis. Parasitol Res 82,
108-13 (1996)

125.  C. H. Wang & R. G. Bell: Characterization of
cellular and molecular immune effectors against
Trichinella spiralis newborn larvae in vivo. Cell
Molecular Biol 38, 311-25 (1992)

126.  T. Alkarmi, M. K. Ijaz, F. K. Dar, S. Abdou, S.
Alharbi, P. Frossard & M. Narem: Suppression of
transplant immunity in experimental trichinellosis.
Comp Immunol Microbiol Infect Dis 18, 171-7 (1995)

 127.  S. M. Venturiello, S. N. Costantino & G. H.
Giambartolomei: Blocking anti-Trichinella spiralis
antibodies in chronically infected rats. Parasitol Res 82,
77-81 (1996)
 
128.  B. Connolly, L. J. Ingram & D. F. Smith:
Trichinella spiralis: cloning and characterization of two
repetitive DNA sequences. Exp Parasitol 80, 488-98
(1995)

 129.  P. Rossi & E. Pozio: Cryopreservation of
trichinella newborn larvae. J Parasitol 74, 510-11
(1988)

130.  R. W. Luebke, C. B. Copeland & D. L. Andrews:
Host resistance to Trichinella spiralis infection in rats
exposed to 2,3,7,8-tetrachlorodibenzo-p-dioxin (TCDD).
Fundam Apply Toxicol 24, 285-9 (1995)


