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ABSTRACT

Rats which receive injections of kainic acid (KA) into
the striatum show many of the anatomical, biochemical
and behavioral abnormalities seen in patients with
Huntington’s disease. Recently, it has been reported that
fetal striatal transplants into the lesioned striatum could
normalize the neurological and behavioral abnormalities
produced by the KA lesion. The present study examined
the issue of transplant integration in producing behavioral
recovery. In one experiment, lesioned animals with
transplants located within the lateral ventricle were

compared against parenchymally transplanted rats. It
was found that unless the ventricular transplant grew
into the lesioned striatum there was no recovery. The
second experiment demonstrated that electrolytic des-
truction of a successful fetal striatal transplant could
reverse the transplant-induced behavioral recovery. These
results suggest that the integrity of the transplant is
important in maintaining behavioral recovery. A con-
tinuing functional interaction between the host brain
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and transplanted tissue may be a vital element in the
success of the fetal striatal transplant.

INTRODUCTION

Neural tissue transplants represent a potential ap-
proach to treating brain injury and neurodegenerative
disorders. It has been reported that neural tissue

transplants can reverse the behavioral deficits observed
in several animal models of neurodegenerative diseases
/ 10-17, 19,27,31,37,40/. At present there are no effective
methods available to treat progressive neurodegenerative
diseases such as Huntington’s disease/23,34/. Hence, it

is of great interest to determine if the deficits produced
by the disease may be reversed by using neural trans-
plantation techniques. It has been reported that trans-
plants of fetal striatal ridge tissue into the striatum of
adult host rats that have received excitotoxin lesions of
the striatum, survive, grow and produce behavioral
recovery [ 10,11,18,19,25,27,31,37/.

Although fetal striatal tissue transplants reverse the
behavioral deficits induced by excitotoxin lesions of the
striatum, it is unclear at present how this is achieved.
Pritzel et al. ]30] demonstrated that neuronal connections

between host brain and the transplanted tissue can be
observed 6 to 11 months following the transplant. The
fact that behavioral recovery is seen in transplanted
animals as early as three weeks post-transplant has
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suggested that synaptic connections may not underlie
the Oehavioral recovery /36,37/. It is possible also that
the transplanted tissue releases trophic factor(s) which
may induce functional reorganization within the host
brain/5,12/. This induced reorganization might underlie
the observed functional recovery. Interestingly, Cotman
and his colleagues /20/ reported that glial cells or even
gelfoam previously exposed to fetal tissue produced
behavioral recovery in a model of Alzheimer’s disease.
Furthermore, Stein et al./41,42/ reported that following
cortical lesions and subsequent transplant the fetal
transplant could be removed weeks later without affecting
the observed transplant-induced behavioral recovery. In
this view, neuroanatomical connections between the
host and donor tissue would not be a necessary
prerequisite for behavioral recovery. The present studies
were conducted to help determine the role of the
transplanted fetal material in producing the behavioral
recovery observed in an animal model of Huntington’s
disease/7,32/.

The first study compared behavioral recovery in
excitotoxin lesioned rats receiving fetal striatal transplants
located solely within the dilated lateral ventricles with
those having transplants that were placed within the
remaining host striatum. Presumably, if recovery is based
on the release of some trophic factor or section of
transmitters into the host brain, then both transplant
conditions might be expected to produce behavioral
recovery. In the second study, a small electrolytic lesion
was made into the transplant of rats which had
previously demonstrated behavioral recovery, to find out
whether the transplant is required to maintain the
behavioral recovery once established.

MATERIALS AND METHODS

Animals and Housing

Adult male Sprague-Dawley rats (Zivic-Miller), weigh-
ing 280-300 g, were housed individually in stainless steel
cages (24 x 11 x 20 cm) and were given free access to
food and water. Twelve-hour light/dark cycles were held
constant, starting at 8:00 and 20:00, respectively. The
time-pregnant female rats were housed individually in
the same conditions until used. The antibiotic oxytetra-
cycline was administered prophylactically to the water
of all rats.

Apparatus

Locomotor behavior was analyzed using Digiscan
Activity Monitors (Onmnitech Electronics, Inc., Colum-

bus, OH), which have been described in detail elsewhere
/33,35,38/. Each monitor consists of an acrylic box (40
x 40 x 35.5 cm) surrounded by two levels of infrared
beams. Each monitor had cedar chips on the floor, and
animals had access to food and water.

Surgery

Striatal Kainic Acid (KA) Lesion: Animals were
initially administered 0.4 mg/kg of atropine sulfate
(Sigma Chemical Co.) in physiological saline, i.p. The
animals were anesthetized five minutes later with sodium
pentobarbital (50 mg/kg) i.p. and then stereotaxically
positioned and injected with 2 nmol of KA in 0.4 ul
phosphate-buffered saline (pH 7.4) into each striatum.

The stereotaxic coordinates were AP 1.5, ML +/- 2.4,
DV 4.5, according to Paxinos and Watson/29[. The
KA was injected via a 26 gauge needle over a five minute
period. After injection the needle was left in place for 5
minutes to allow diffusion of the drug solution. Control
rats underwent similar operations but received micro-

injections of the vehicle alone (sham lesions). After
surgery the animals received 0.1 ml of penicillin i.m.

(Procane Penicillin G, Pfizer) to prevent the onset of any
infection, and 3 ml of dextrose (5%) i.p. in order to
enhance post-surgical recovery. Postoperatively, all ani-
mals were housed separately and given free access to
food mash (powdered food pellets with Similac added)
and water, and their body weights were recorded daily.
All animals with lesions were tube-fed intragastrically
with 10 ml Soyalac once daily until they started to feed
themselves. Only animals with aphagia, adipsia and a loss
of body weight of at least 20%, which are characteristic
of the lesion, were included in the studies/31/. In the
present studies approximately 90% of the lesioned
animals meet this criterion. Normal rat chow was
reinstated once the animals began to gain weight t the
same rate as controls, which usually was within 4 days
after surgery.

Transplant Operations: The transplanted rats received
bilateral implants of day 17 fetal rat striatum into the
KA-lesioned striatum. The donor embryos were obtained
from a stock of laboratory-bred Sprague-Dawley rats.
The female animals providing donor embryos were bred
overnight, and vaginal smears were obtained the following
morning. The day when vaginal smears were sperm
positive was considered Day of gestation. The staged
pregnant female rat was anesthetized by intraperitoneal
injection of sodium pentobarbital (50 mg/kg)and
prepared for laparotomy. The mother was kept anesthe-
tized until all fetuses had been dissected /8/. The
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dissection began by cutting the uterus with microscissors
and gently pulling out the embryo with forceps. The
umbilical cord was sectioned and the fetus was placed in
lactated Ringer’s solution. The extraction of the tissue
did not last more than 20 min. The dissection was
performed under an operating microscope using Dumont
No. 5 dissecting forceps. The embryonic brain was
removed by peeling the skin and cranial cartilage away
from the brain surface, and ensuring the complete
removal of all attached meninges/8/. The cortex was
removed and peeled laterally in order to expose the half
moon shaped striatal tissue. This tissue was aspirated
into a capillary needle (25 5/8 G) and lowered into the
host striatum.

The fetal tissue was then lowered stereotaxically by
means of a glass syringe (Hamilton syringe, 50 ul)fitted
with the glass needle into the host striatum. Coordinates
were AP 1.5 mm, ML +/- 2.2 mm (for ventricular
transplants) or +/- 2.6 mm (for parenchymal transplants),
and DV 6.0 mm. Tissue was injected at a rate of one
microliter per minute, the needle was left in place for
one additional minute and then it was raised 0.8 mm.
The procedure was repeated until 4 microliters per side
were delivered (1 1.5 cubic mm). The final stereotaxic

coordinates, for the DV dimension were 2.8 mm. The
needle was left in place for five additional minutes to

allow diffusidn, prior to slow retraction of the needle

/8/. Sham transplants consisted of the identical operation;

however, sciatic nerve was used instead of fetal striatal

tissue.
Electrolytic Lesion: The electrolytic lesions were

performed using a similar procedure to that used for the
KA injections except that a monopolar platinum electrode
was placed at the same AP and ML coordinates as the

intraparenchymal transplants, with DV set midway
between the second and third injections. A 0.5 milliamp
current was delivered through the uninsulated 1 mm tip
of the electrode for a period of 20 sec. The electrode
was removed slowly two minutes later and the animal

sutured and allowed to recover.
Histology: At the conclusion of the locomotor testing

for each group, the animals were anesthetized using 50
mg/kg sodium pentobarbital. Intracardial perfusions
were performed with 0.9% saline for two minutes

followed by a 10.0% formalin solution. Brains were
removed and placed in 40% sucrose/formalin solution
for one day.

In preparation for sectioning, animal brains were
frozen in liquid 2-methyl butane (Fisher) at -20C and

quickly mounted on an International-Harris Cryostat
(-200C). Twenty micron sections were taken beginning

at the rostral caudate, and were directly mounted onto

gelatinized slides, dried, and prepared for staining with

cresyl violet as described by Paxinos and Watson/29/.

PROCEDURE

Ventricular vs. Parenchymal Transplant Study

Four groups were used: 1) sham lesion with sham
transplant, 2) KA lesion with sham transplant, 3) KA
lesion with striatal transplant located in ventricles, and

4) KA lesion with striatal transplant located in the

striatal parenchyma. Each group consisted of seven rats.

All rats were tested for locomotor activity prior to any
surgery. At approximately four weeks following the

striatal lesion all animals were again tested for locomotor

activity. The day after testing, the rats underwent their

appropriate transplant operation. Extra rats were opera-
ted on to replace any animals that died during the

surgical techniques. Nine weeks post-transplant, the

animals were again tested for locomotor behavior.
During the locomotor testing the animals were individu-

ally placed into the Digiscan Monitors at approximately
7:00 pm. In pilot studies of spotaneous nocturnal
behavior the peak nocturnal activity period was found to

be between 9:00 and 11:00 pm. Therefore, the peak
activity period (9:30 10:30 pm) was used as the

measure of spontaneous activity.

Electrolytic Lesion Study

One month after receiving bilateral KA lesions
animals were randomly divided into two groups: fetal
transplant group (n 9); sham transplant group (n 10).
Each group was initially tested for locomotor activity

prior to any surgery. Twenty-one days after the striatal

lesions, locomotor activity was reassessed. The animals
then received the appropriate transplants and 9 weeks
later were once again assessed for spontaneous nocturnal
activity. After the behavioral assessment, all animals
received electrolytic lesions into the striatum. Locomotor
activity was then assessed 4-6 weeks later.

Statistical Analyses

In the ventricular transplant study and the electrolytic
lesion study, a repeated measures ANOVA was utilized
to compare differences across trials for each group.
Post-hoc t-tests were performed to compare trials within
each group and are reported in the results. All statistics

were computer with Stats-Soft statistical software pack-
age for the IMB PC XT (Statsoft, Inc., Tulsa, OK).
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RESULTS

Ventricular vs. Parenchymal Transplant Study

As shown in Figs. 1A 1C, bilateral lesions of
striatum produced loss of cells and shrinkage of the
striatum with a concomitant enlargement of the lateral
ventricles. The transplanted sciatic nerve (sham trans-
plant) can be seen in this section A as a small dark
vertical band. As shown in the representative photomic-
rographs in Figs. 1D lI, histological analysis revealed
that the fetal striatal transplants survived and grew
robustly within the host brain; in many cases growing to
a maximum extent possible when transplanted within
the dilated ventricles (Fig. 1G). However, behavioral
recovery was only apparent in animals where the fetal
striatum was transplanted and grew into the host
striaturn (e.g., Fig. 1D). Animal behavior was assessed by
Digiscan Activity Monitors in terms of total distance
traveled, number of stereotypic movements, and number
of vertical movements (Fig. 2).

There were no differences between the groups in

spontaneous nocturnal activity prior to surgery (data not

shown). As demonstrated in previous studies, all rats
displayed significant increases in spontaneous nocturnal
activity following intrastriatal injections of KA (data not

shown, see references 18,36,37,39). Animals that received
fetal striatal transplants directly into the remaining host
striatum showed recovery back to control levels by nine

weeks in all behavioral variables studied. However,
animals that received ventricular transplants maintained
increased nocturnal activity compared to controls. Fig. 2
demonstrates these differences for three locomotor
indices of ambulation, stereotypy and rearing behavior.
This increased activity in the ventricular transplant
group was similar to that found in animals that received
sciatic nerve transplants (sham transplants) into the
lesioned striatum. Both the sham transplant and the
ventricular transplant animals showed a significant in-

crease in distance traveled (t’s 3.4 and 3.7, respectively,
df 13, p’s < .01) and stereotyped movements (t’s 3.6
and 4.2, respectively, df 13, p’s < .01)compared to
controls, whereas only the ventricular transplant animals
demonstrated increased rearing behavior (t 2.5, df

13, p < 05). There were no differences between the sham
and ventricular transplant groups (t’s < 1), except in

rearing behavior (t 2.3, df 13, p < .05).
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The effect of transplant placement into the ventricular
space or into the host parenchyma or locomotor
activity in rats with KA lesions of striatum. Animals

from each group were tested for spontaneous nocturnal
behavior in Digiscan Activity Monitors using three
different variables: ambulation, stereotypic move-
ments, and rearing behavior. The testing period was a
one hour.peak activity period during the dark phase of

a 12 hour cycle. In all three variables studies, animals

that received ventricular transplants showed a signifi-

cance increase in activity compared to controls.
Additionally, animals receiving sciatic nerve transplants

(sham transplants) instead of parenchymal transplants

also showed a significant increase in activity compared

to controls in both the stereotypy and ambulation
variables. In contrast, animals that receive parenchymal
transplants demonstrated spontaneous nocturnal be-
havior nearly identifical to that of controls. p < .05.
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The effect of electrolytic lesion of striatal transplants
on the normalization of locomotor activity produced

by striatal transplants into KA lesioned striatum.
Animals were divided into two groups. One group
received fetal transplants into the lesioned striatum,
and the other group received injections of vehicle into
the lesioned striatum. Animal behavior was evaluated
with Digiscan monitors in all four trials: before
lesions, after lesions, after fetal transplants/vehicle

injections, and after electrolytic lesions. The testing
period was a one hour peak activity period during the

dark phase of a 12 hour cycle. The fetal transplant
group showed a significant difference across all four
trials while the sham group showed no difference
across all four trials. Both groups showed a significant
increase in activity following KA lesions of the
striatum. The fetal transplant group following electro-
lytic lesions showed a significant increase in activity
from levels attained with fetal transplants. The change
in activity in the sham group following electrolytic
lesions was not significant p < .05.

Electrolytic Lesion Study

A baseline level of activity in terms of the total
distance traveled was established for each group. There
was a significant increase in activity in both groups
following KA lesions (sham group t 5.7, df 9, p <
.04; transplant group t 17.3, df 8, p < .004).

Animals that received fetal striatal transplants showed
a significant reduction in spontaneous nocturnal activity
from the increased levels observed after KA lesions (t

36.4, df 8, p < .0006). The animals that received fetal
striatal transplants displayed spontaneous nocturnal
activity which was not significantly different from
control levels. Animals that received sham transplants
showed no change in spontaneous nocturnal activity
from levels following KA lesions of the striatum.

Electrolytic lesions of the transplant region were then
performed on each group, and the animals were once
again assessed for spontaneous nocturnal activity (see
Fig. 3). All electrolytic lesions except one, were within
the area of transplant. This one animal was not used in

the analysis although its activity was within the distribu-
tion of the group. Under the present conditions, the
electrolytic lesions appeared to be relatively small.
Interestingly, electrolytic lesions of the transplanted
striatal tissue partially abolished the locomotor changes
induced by the transplant. The electrolytic lesion of the
fetal transplant produced a significant increase (t 3.25,
df 7, p < .02) in the total distance traveled (see Fig.
4). The electrolytic lesion in the sham transplant group
did not cause any significant change in the hyperlocomo-
tion. After all behavioral testing was completed histolo-
gical examination was performed. An example is shown
in Fig. 4.

Fig. 4: Photomicrograph of a coronal section through the

striatum and area of the transplant stained with cresyl

violet. The transplant (tr) is present within the

striatum (st). Only the behavioral data of animals
where the electrolytic lesion was solely within the
borders of the transplant was utilized. The area of
electrolytic lesion (I) is noticeable as the dark black

area through the transplant.
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DISCUSSION

Kainic acid lesions of the striatum caused an increase
in spontaneous nocturnal activity, and transplants of
fetal striatal tissue reversed these behavioral deficits
supporting earlier studies /10, 11, 18, 19, 27, 36, 37/.
The first experiment examined whether ventricular
grafts might be capable of promoting behavioral recovery.
The ventricular placement of the graft could test the
possible effects of trophic factors independently of graft
integration with the host in the area of the lesion. If, in
fact, trophic factors released from the fetal transplant
were the mechanism of behavioral recovery, then the
ventricular grafts should promote some recovery. Trophic
factors released into the CSF should bath the site of the
lesion, promote neurogenesis, and reestablish host-host
neuronal connections leading to behavioral recovery.
Although the ventricular grafts grew robustly, animals
receiving these grafts failed to display a significant
decrease in nocturnal activity from the lesion-induced
level of hyperactivity. Interestingly, animals whose
ventricular grafts grew into the lesioned striatum did
show some recovery of behavior (data not shown). The
results suggest that if the ventricular grafts do, indeed,
release trophic factors, that these factors acting alone
may be insufficient to promote either synaptogenesis in
the area of the lesion or the switching on of ’silent
pathways’ and subsequent behavioral recovery. On the
other hand, it is also possible that when the graft is in
the ventricle the dilution of any factor in the ventricular
CSF may account for the lack of effect, whereas the
localized diffusion of the trophic factor in the striatum
by parenchymal transplants is acting directly, in high
enough titers to produce recovery.

The second preliminary experiment examined whether
the behavioral recovery following a successful fetal
transplant into lesioned striatum could be reversed by an
electrolytic lesion of the transplant. It was felt that
lesioning the transplant with KA was not suitable in the
present study, since this excitotoxin could have diffused
into surrounding host tissue following intrastiatal injec-
tion, thereby complicating any interpretation. Further-
more, since KA’s neurotoxic action is dependent on
cortico-striatal afferents /3/ any failure of these fibers to
innervate and grow throughout the transplant may have
limited its lesioning effects. An electrolytic lesion,
although possibly damaging fibers of passage, would
localize its effects to the transplant without causing
injury to surrounding host tissue. If the transplants were
only functioning to provide trophic factors, then the
integrity of the transplant would no longer be important

after the appropriate neuronal pathways were turned on

or neural connections reestablished. In this scenario, the
behavioral recovery should continue to persist if the

transplanted tissue was destroyed. However, when the

transplant was destroyed the animals displayed a signifi-
cant increase in nocturnal activity thereby reversing the

effects of the transplant. These results although prelimi-
nary indicated that the integrity of the transplant is of

primary importance in promoting and maintaining be-
havioral recovery. Trophic factors alone do not appear
to be the only mechanism of recovery. A continuing
functional interaction between the host brain and
transplanted tissue may be a vital element in maintaining
behavioral recovery.

Although it appeared that the integrity of the

transplant is necessary for behavioral recovery, it does
not necessarily follow that the host and graft become
integrated by developing neuronal connections. An
alternative possibility is that the graft might function as

a neuronal bridge [1,2,9,21/. The possibility exists that
the transplant provides the appropriate substratum for
neuronal growth and thereby allowing host-host neuronal
connections to restructure and bypass the lesioned area.
The transplant tissue would serve as a conduit for the
passage of neurons over the lesion. Histological examina-
tion of the neuronal connections within the transplant
would serve to further elucidate the mechanism of

transplant-induced recovery.
Attempts to show anatomical connections between

transplanted striatal tissue and host dopaminergic neurons
have been controversial. McAllister and his colleagues
/24,43/used horseradish peroxidase (HRP) injections in

the ventral midbrain region of the host four to eight
weeks after transplanation to examine connections

between host and graft. They reported many anterogra-
dely labelled and a few retrogradely labelled neurons in

the graft-host interface. The study also used HRP
injections into the graft and demonstrated the presence
of neuronal connections strictly within the boundaries

of the transplant. In contrast, Pritzel /3 0/ found afferent
and efferent connections between graft and host at 6 to

11 months following transplant. It is conceivable that
the neuronal connections found in the graft-host interface

/44/ may explain the behavioral recovery found 3-9
weeks after transplant /37/. At least initially, the
graft-host interface may be functioning as a bridge for
the neuronal reconnections that restore behavior. It is

also possible that as the graft matures, the neurons
travelling through the interface may form synapses with
the neurons McAllister found to be located strictly
within the graft. These graft-host connections in mature
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grafts would serve to further restore the original
graft-host circuitry, and possibly rectify the findings of
McAllister and Pritzel.

If the transplants were functioning as a bridge, then
the important aspect of the transplant would be its

ability to function as an effective substratum rather than
its neuronal content. The cells constituting the substratum
would most likely be the glia which is known to have a
positive effect on neuronal growth /2/. Kesslak et al.
/20/have done interesting work using rats with aspiration
lesions of the frontal cortex followed by implantation of
gelfoam cultured either with astrocytes or soaked in a
brain cavity lesion. The gelfoam soaked in the lesion
contained three cell types: astrocytes, erythrocytes, and
macrophages. These two transplant techniques were as
effective in promoting behavioral recovery as fetal
frontal cortex transplants. It is possible that the glial
environment at the graft-host interface, as in the studies
of Kesslak et al./20/, provided an approrpiate substrate
for neuronal growth. Additionally, glial cells may
possibly support the process of synaptogenesis by
releasing trophic factors, removing excitotoxins and/or
restoring ionic balance/6,20,22,26,28/.

In conclusion, the present results indicate that the
continuous presence of the transplanted tissue within
the lesioned parenchyma may be necessary to maintain
the behavioral recovery produced by the transplant.
What remains to be determined is to what degree the

transplants become functionally integrated with the host
or function as a substrate allowing the reestablishment
of host-host neuronal connections.

ACKNOWLEDGEMENTS

This research was supported by grants from the Pratt
Family and Friends, the Hereditary Disease Foundation,
and the Huntington’s Disease Foundation of America,
MH40127, and Omnitech Electronics, Inc. (Columbus,
OH) to P.R. Sanberg. We gratefully acknowledge the
assistance of R. Durbin and T. Burkhart in the preparation
of this manuscript, as well as Kristanne H. Russell and
Amy Roberts for their technical assistance. Ve are also
grateful to Drs. A.B. Norman, A.W. Deckel, O. Isacson,
A. Bj6rklung, K. Wictorin, P. Brundin, S. Dunnett, D.
Gash and J.T. Coyle for helpful discussions. Part of this
work was performed at the Laboratory of Behavioral
Neuroscience, Ohio University, Athens, OH 45701.

REFERENCES

1. Aguayo AJ, Bj6rklund A, Stenevi U, Carlstedt T. Fetal
mesencephalic neurons survive and extend long axons
across periphral nervous system grafts inserted into the
adult rat striatum. Neurosci Lett 1984; 45: 53-58.

2. Aguayo AJ, David S, Bray GM. Influences of the glial
environment on the elongation of axons after injury:

transplanation studies in adult rodents. Exp Biol 1985;
95: 231-240.

3. Biziere K, Coyle JT. Influence of cortico-striatal afferents
on striatal kainic acid neurotoxicity. Neurosci Lett 1978; 8:
303-310.

4. Bj6rklund A, Stenevi U, Schmidt RH, dunnet SB, Gage FH.
Intracerebral grafting of neuronal cell suspension. I. Intro-
duction and general methods of preparation. Acta Physiol
Scand Suppl 1983; 522: 1-7.

5. BjiSrklund A, Lindvall O, Isacson O, Brundin P, Wictorin K,
Strecker RE, Clarke DJ, Dunnett SB. Mechanisms of action
of intracerebraneural implants: studies on nigral and striatal
grafts to the lesioned striaton. TINS 1987; 10: 509-516.

6. Bridges RJ, Nieto-Sampedro M, Cotman CW. Stereospecific
binding of L-glutamate to astrocyte membrances. Soc
Neurosci Abstr 1985; 11; 110.

7. Coyle JT. An animal model for Hntington’s disease. Biol
Psychiat 14: 251-276.

8. Das GD, Hallas BH, Das KG. Transplantation of neural
tissues in the brains of laboratory animals: Technical details
and comments. Experientia 1979; 35: 143-153.

9. Deckel AW, Moran TH, Robinson RG. Behavioral recovery
following kainic acid lesions and fetal implants of the
striatum occurs independent of dopaminergic mechanisms.
Brain Res 1986; 363: 383-385.

10. Deckel AW, Robinson RG, Coyle JT, Sanberg PR. Reversal
of long-term locomotor abnormalities in the kainic acid
model of Huntington’s disease by 18 day fetal striatal
implants. Eur J Pharmacol 1983; 93: 287-288.

11. Deckel AW, Moran TH, Coyle JT, Sanberg PR, Robinson
RG. Anatomical predictors of behavioral recovery following
fetal striatal transplants. Brain Res 1986; 365: 249-258.

12. Dunnett SB, BjiSrklund A. Mechanisms of function of
neural grafts in adult mammalian brain. J Exp Biol 1987;
132: 265-289.

13. Dunnett SB, Isascson O, Sirinathsinghji DJS, Clarke DJ,
Bj/Srklund A. Striatal grafts in the ibontenic acid lesioned
striatum of rats. Functional studies. In: Gash DR, Sladek
JR, eds., Transplanation into the mammalian CNS.-
Amsterdam: Elsevier, Prog Brain Res 1988; 78: 39-45.

14. Dunnett SB, Isacson O, Sirinathsinghji DJS, Clarke DJ,
BjSrklund A. Striatal grafts in rats with unilateral neostriatal
lesions. III. Recovery from dopamine-dependent motor
asymmetry and deficits in skilled paw reaching. Neurosci
1988; 24: 813-820.

15. Freed WJ. Functional brain tissue transplantation: reversal
of lesion-induced rotation by intraventricular substantia
nigra and adrenal medulla grafts, with a note on intracranial
retina grafts. Biol Psychiat 1983; 18: 1205-1267.

JOURNAL OF NEURALTRANSPLANTATION



INTRAPARENCHYMAL STRIATAL TRANSPLANTS IN HUNTINGTON’S DISEASE 31

16. Gage FH, Bji3rklund A. Denervation4nduced enhancement
of graft survival and growth. In: Azmitia EC, Bjorklund A,
eds., Cell and Tissue Transplantation into the Adult Brain.
New York: Annals of the New York Academy of Sciences,
1987; 495: 368-375.

17. Gibson MJ, Drieger DT, Charlton HM, Zimmerman EA,
Silverman AJ, Perlow MJ. Mating and pregnancy can occur
in genetically hypogonadal mice with preoptic area brain
grafts. Science 1984; 225: 949-951.

18. Giordano M, Hagenmeyer-Houser SH, Sanberg PR. Intra-
parenchymal fetal striatal transplants and recovery in kainic
acid lesioned rats. Brain Res 1988; 446:183-188.

19. Isacson O, Brundin P, Kelly PAT, Gage FH, Bjrklund A.
Functional neuronal replacement by grafted striatal neurons
in the ibotenic acid lesions rat striatum. Nature (Lond)
1984; 311: 458-460.

20. Kesslak JR, Nieto-Sampedro M, Golbus J, Cotman CW.
Transplants of purified astrocytes promote behavioral
recovery after frontal cortex ablation. Exp Neurol 1986;
92: 377-390.

21. Kokoris GJ, Silverman AJ, Zimmerman EA, Perlow MJ,
Gibson MJ. Implantation of fetal preoptic area into the
lateral ventricle of adult hypogonadal mutant mice: The
pattern of gonadotropin-releasing hormone axonal out-
growth into the host brain. Neuroscience 1987; 22:
159-167.

22. Kromer LF, Cornbrooks LS. Transplants of Schwann cell
cultures promote axonal regeneration in adult mammalian
brain. Proc Natl Acad’Sci USA 1985; 82: 6330-6334.

23. Martin JB, Gusella JF. Huntington’s disease pathogenesis
and management. N Engl J Med 1986; 315: 1267-1276.

24. McAllister JP, Walker PD, Way JS. Evidence suggesting
minimal connectivity between neostriatal grafts and host
brain. Soc Neurosci Abstr 1986; 12: 1478.

25. McGeer PL, Kimura H, McGeer EG. Transplantation of
newborn tissue into the adult kainic acid lesioned neostria-
tum. In: Sladek JR Jr, Gash DR, eds., Neural Transplants:
Development, and Function. New York: Plenum Press,
1984; 361-373.

26. Muller HW, Siefert W. A neurotrophic factor (NTF)
released from primary glial cultures supports survival and
fiber outgrowth of cultured hippocampal neurons. J Neurosci
Res 1982; 8: 195-204.

27. Norman AB, Calderon SF, Giordano M, Sanberg PR.
Striatal tissue transplants attenuate apomorphine-induced
rotational behavior in rats with unilateral kainic acid
lesions. Neuropharmacol 1988; 27: 333-336.

28. Nieto-Sampedro M, Cotman CW. Growth factor induction
and temporal order in CNS repair. In: Cotman CW, ed.,
Synaptic Plasticity. New York: Guildford Press, 1985.

29. Paxinos G, Watson C. The Rat Brain in Stereotaxic
Coordinates. Sydney: Academic, 1984.

30. Pritzel M, Isacson O, Brundin P, Wiklund L, Bjorklund A.
Afferent and efferent connections of striatal grafts implanted
into the ibotenic acid lesioned neostriatum in adult rats.
Exp Brain Res 1986; 65: 112-126.

31. Sanberg PR, Fibiger HC0 Body weight, feeding and drinking
behaviors in rats with kainic acid induced lesions of striatal
neurons with a note on body weight symptomatology in
Huntington’s disease. Exp Neurol 1979; 66: 444-446.

32. Sanberg PR, Johnston GA. Glutamate and Huntington’s
Disease. Med J Australia 1981; 2: 460-465.

33. Sanberg PR, Moran TH, Kubos KL, Coyle JT. Automated
measurement of rearing behavior in adult and neonatal rats.
Behav Neurosci 1984; 98: 743-746.

34. Sanberg PR, Coyle JT. Scientific Approaches to Huntington’s
Disease. CRC Critical Rev Clin Neurobiol 1984; 1: 1-44.

35. Sanberg PR, Hagenmeyer SH, Henault MH. Automated
measurement of multivariate locomotor behavior in rodents.
Neurobehav Toxicol Teratol 1985; 7: 87-94.

36. Sanberg PR, Henault MA, Deckel WA. Locomotor hyper-
activity: Effects of striatal transplants in an animal model
of Huntington’s disease. Pharmacol Biochem Behav 1986;
25: 297-300.

37. Sanberg PR, Calderon SF, Garret DL, Norman AB. Brain
tissue transplants in an animal model of Huntington’s
disease. Psychophaxm Bull 1987; 23: 476-482.

38. Sanberg PR, Zoloty SA, Willis R, Ticarich CD, Rhoads K,
Nagy RP, Mitchell SG, Laforest AR, Jenks JA, Harkabus
LJ, Gurson DB, Finnefrock JA, Bednarik EJ. Digiscan
activity: Automated measurement of thigmotactic and
stereotypic behavior in rats. Pharmacol. Biochem Behav
1987; 27: 569-572.

39. SanbergPR, Henault MA, Hagenmeyer-Houser SH, Giordano
M, Russell KH. Multiple transplants of fetal striatal tissue in
the kainic acid model of Huntington’s disease. Behavioral
recovery may not be related to acetylcholinesterase. In:
Azmitia EC, Bjtrklund A, eds., Cell and Tissue Transplanta-
tion in the Adult Brain. New York: Annals of the New
York Academy of Sciences 1987; 495: 781-785.

40. Sladek JR Jr, Collier TJ, Haber SN, Deutch AY, Elsworth
JD, Roth RH, Redmond DE Jr. Reversal of Parkinson’s by
fetal nerve cell transplants in primate brain. In: Azmitia EC,
Bj6rklund A, eds., Cell and Tissue Transplantation in the
Adult Brain. New York: Annals of the New York Academy
of Sciences 1987; 495: 641-657.

41. Stein DG, Jorgensen OS, Labbe R. Neurotrophic effects of
fetal brain tissue transplants on recovery of cognitive
performance in animals with frontal cortex lesions. Roches-
ter, New York: Schmitt Neurological Sciences Symposium
Abstracts, July 1987.

42. Stein DG, Mufson EJ. Morphological and behavioral charac-
teristics of embryonic brain tissue transplantation in adult,
brain damaged subjects. In: Azmitia EC, Bjorklund A, eds.,
Cell and Tissue Transplantation into the Adult Brain. New
York: Annals of the New York Academy of Sciences 1987;
495: 444-463.

43. Walker PD, McAllister JP. Minimal connectivity between
neostriatal transplants and the host brain. Brain Res 1987;
425: 34-44.

44. Wictorin K, Isacson O, Fischer W, Nothias F, Peschanski M,
Bj6rklund A. Connectivity of striatal grafts implanted into
the ibotenic acid4esioned striaum. I. Subcortical afferents.
Neuroscience 1988; 27: 547-562.

VOL. 1, No. 1, 1989



Submit your manuscripts at
http://www.hindawi.com

Neurology 
Research International

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Alzheimer’s Disease
Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

International Journal of

Scientifica
Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

BioMed 
Research International

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Research and Treatment
Schizophrenia

The Scientific 
World Journal
Hindawi Publishing Corporation 
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Neural Plasticity

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Parkinson’s 
Disease

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Research and Treatment
Autism

Sleep Disorders
Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Neuroscience 
Journal

Epilepsy Research 
and Treatment
Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Psychiatry 
Journal

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

 Computational and  
Mathematical Methods 
in Medicine

Depression Research 
and Treatment
Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Brain Science
International Journal of

Stroke
Research and Treatment
Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Neurodegenerative 
Diseases

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Journal of

Cardiovascular Psychiatry 
and Neurology
Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014


