
results (6â€”10). Most of the experimental data which
support clinical use, including therapeutic trials, are

based on in vitro reactivity and biodistribution studies
in nude mice engrafted with tumor (11â€”13).

This paper compares the pharmacokinetics of mouse
MAbs against rat colon carcinoma in normal rats, nude
mice, or rats bearing a syngeneic colon carcinoma.
These studies address the lack of information on the
relevance of pharmacokinetics in a xenogeneic model
to those of syngeneic tumors. The differences observed
in these studies carry important implications for under
standing the basis for successful clinical use of murine
MAbs for imaging and therapy of human cancers.

MATERIALSAND METHODS

Animals
BDIX rats were purchased from Centre National de la

Recherche Scientifique (Orleans, France) and were housed
and bred at the National Institutes of Health (NIH) animal
facility. Animals were 3â€”6mo old when used. Sprague Dawley
rats and nude mice (6â€”12wk old) were obtained from NIH.
Animals were provided ad libitum with NIH rat and mouse
ration (NIH-07) and tap water and kept in individual cages.
Three days before injection ofradiolabeled antibodies, animals
were provided with 2% potassium iodide enriched water, in
order to saturate their thyroid with cold iodine.

Cell Lines
Rat colon adenocarcinoma DHD Kl2 TRb, (Trypsin-re

sistant â€œTRâ€•),was generously provided by F. Martin (Dijon,
France) (14). Cells were cultured in RPMI 1640 (Gibco Inc.,
Grand Island, NY) and were enriched with 10% fetal bovine
serum (Hyclone, Logan, UT) and 1% Penicillin-Streptomycin
(Gibco). To engraft animals, and to maintain cells in culture,
cells were detached from flasks by a 1-mm incubation with a
solution of EDTA disodium salt (1 mg/ml, Sigma, St. Louis,
MO) followed by 3 mm of incubation with 1 mg/ml trypsin

The pharmacokinetics of two iodine-i 31- (1311)labeled mu
rimeanti-rat colon carcinoma monoclonal antibodies (D3
and E4) were compared in normal Sprague Dawley rats,
syngeneicBDIXrats,or nudemicebearingthat tumor.
Results of antibody uptake after i.v. administration were
analyzed in terms of accumulation and localization indices
for normal tissues and tumor. Statistically significant dif
ferences between rat and mouse tissue biodistnbution
were found.D3,whichreactsin vitro with the tumor and
severalnormalrat tissues,clearedquicklyfrom the blood
of rats and was specifically targeted to several normal
tissues,notablythelung.Virtuallynotargetingto thetumor
was observed.Nude mice, however,showed a slower
blood clearance and specific antibody targeting only in the
tumor. Similar results were seen after injection of another
antibody,E4,whichis tumor-specificinvitro.Datasuggest
that studies on the xenogeneic nude mouse model may
not necessarily be relevant to the choice of monoclonal
antibodies for clinical diagnostic imaging or therapy.

J NucI Med 1990; 31:1028â€”1034

he use ofradionuclide-labeled antibodies to localize
tumors in vivo was reported 30 yr ago by Pressman (1).
Since then, several investigators have used polyclonal
antibodies raised in a variety of species as diagnostic or
therapeutic agents in oncology (2â€”5).With the advent
of monoclonal antibodies (MAbs), radioimmunodetec
tion of tumors has been more widely implemented
clinically, with scattered reports of promising initial
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(Sigma) in Ca2@-Mg2@-freeHank's balanced salt solution
(Gibco).

Monoclonal Antibodies
Murine monoclonalanti-coloncarcinomaantibodiesused

in this study have been describedpreviously(15). E4 reacts
histochemically with TR tumor but not with normal tissues;
D3 demonstrates cross-reactivity between TR tumor and a
variety of normal rat tissues, including colon and lung. The
isotype-matched IgG2amouse MAb, l7.1A, (kindly provided
by Centocor Inc., Malvern, PA) was used as a control. l7.lA
reacts with a tumor-associated antigen of human colon carci
noma and does not react with the rat tumor or with normal
rat or mouse tissues. Monoclonal antibodies were radiolabeled
with iodine-131(â€˜@â€˜I)(D3 and E4) or 1251(17.lA) by using
l,3,4,6-Tetrachloro-3a,6a-diphenilglycouril (Sigma, St Louis,
MO) as an oxidizingagent; followingpreviouslydescribed
procedures under conditions where no loss of immunoreactiv
ity was incurred (15). The specific activity varied between 1â€”
2 @Ci/@g.

Pharmacokinetic Studies
For each experimental antibody (D3 or E4), 9 BDIX rats

or 9 nude mice receivedsubcutaneous injections of l0@or
5x 106 TR cells, respectively.Ten days later, tumor had
reached 170 Â±19 mg and 43 Â±12 mg (mean Â±s.e.m.) for
rats and mice, respectively. At this point, 50 @g(rat) or 10 @g
(mouse) of either 311-E4or â€˜311-D3and the same amount of
t25Il7lA were injected (i.v.) into the anaesthetized animals.
Male rats were injectedin the dorsal vein of the penis,while
females and nude mice were injected in a tail vein. One, 3, or
5 days after injection of labeled antibodies, three rats and
three mice, each previously injected with experimental anti
body and control, were anaesthetized and blood samples were
drawn by cardiac puncture (rats) or eyebleeding (mice). Ani
mals were killed by cervical dislocation, the organs were
resected, washed in phosphate-buffered saline (PBS), and care
fully blotted dry. Organs were weighed and the radioactivities
of â€˜@â€˜Iand 1251determined in a gamma counter (1218 Com
pugamma, LKB, Bromma, Sweden).In the rat studies, one
animal ofthe Day 5 group was placed in a metabolic cage and
its urine recovered on Days 1, 3, and 5. The â€˜@â€˜iand 1251
radioactivities ofa l-ml aliquot were determined as described.

Calculations of the dose of radioactivity injected and the
percent of the dose per gram of tissue were performed as
follows:for both â€˜@â€˜I-and â€˜25I-labeledantibodies,a standard
syringe was prepared together with the syringes to be used for
injection. The amount of radioactivity used did not allow a
direct determination of the dose injected by means of the
gamma counter, therefore the syringes were counted in a
gamma camera (Raytheon WB-l, Nuclear Diagnostic, Chi
cago,IL) beforethe injection.Simultaneouslywith the injec
tion of the animals, the content of the standard syringe was
transferred into 20 ml of PBS.All the empty syringeswere
counted in the gamma camera again and the difference be
tween the full and empty values was the injected dose, as
determined by the gamma camera. As the gamma counter
was used to measure the radioactivity incorporated in the
animal tissues, it was necessary to calculate the dose of radio
activity injected that the gamma counter would measure. To
determinethe factorthat existedbetweenthe measurementof
the gamma camera and the gamma counter, three aliquots

(1 ml) of the 20-ml standard solution were counted with the
tissuesat each day studied. The averageof these values was
used to calculate the dose of radioactivity transferred into
PBS, as determined by the gamma counter. This last value
permitted the calculation of the relationship between the two
counting devices and was used to calculate the injected dose
for each animal, as determined by the gamma counter. The
counting of the standard aliquots simultaneously with the
tissuesat each day studied also corrected for the radioactive
decay.

Data Analysis
Resultsare expressedby calculatingtwo differentparame

ters from the counting data. First, the accumulation index
(Al) is defined as the ratio between the percent ofthe injected
dose per gram (%ID/g) found in each tissueand the dilution
factor, equivalent to the theoretical value of%ID/g that would
be found in all the tissuesifthe dose injectedwereidentically
distributed in the animal's entire body. For example, in a
lOO-ganimal, 1% ofthe injected dose would ideally be found
in each and every gram oftissue. Therefore, this factor is 100/
body weight.For the mice used in this study with an average
weight of 17 g, this value is 5.8; for the rats (average weight of
325 g) this value is 0.3. The Al allows comparison of the
antibody uptake by the tissues of animals of different weights
and corrects for the differencein volume of distribution in
animalsofdifferentsize.The Al is an indicationofthe avidity
of a tissue for a given antibody: the Al is <1 in tissues in
whichantibody uptake is not significantlydifferent from the
uptake due to the dilution of the antibody through the body,
considering that some antibody has been eliminated through
the urine. An A! of 1 or greater in a giventissue means that
the antibody, regardless of its antigen specificity, accumulates
in that tissue.

The second parameter is the localizationindex (LI), first
describedby Moshakis(16) and definedas:

% dose/g relevantantibody (tissue
% dose/g control antibody (tissue

% dose/g relevantantibody (blood)
% dose/g control antibody (blood)@

This parameter is a measure of the specificity of the anti
bodylocalization.It isdesignedto correctforimmunoglobulin
uptake by organs which is not due to binding of the experi
mental antibody to its intended antigen. This is achieved by
taking into account the â€œirrelevantâ€•antibody. Since LI is
calculated as a ratio of tissue:blood of two antibodies in the
same animal, it is independent ofthe animal's weight.

Trichloroacetic acid precipitation
To ensure that the radioactivityfound in the tissueswas

due to antibody and not to its catabolites or free iodine,
several organs from one animal of each day studied were
homogenized in a solution of 20% trichloroacetic acid in
water. The homogenized organs were centrifuged at 3,000 g
for 15 mm and the precipitate and supernatant radioactivities
were counted.

Statistical Analysis
Analysis ofvariance was performed using BRIGHT STAT

PAK (Bright Software, Rutgers, NJ). Bartlett's F-test was used
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NudeMice

OrganDay 1Day 2Day 3Day 1Day 2Day3Blood5.5

Â±2.14.1 Â±1.63.4 Â±1.43.0 Â±1.82.5 Â±1.30.8 Â±0.9Skin0.7
Â±0.70.8 Â±0.10.9 Â±0.21 .5 Â±0.40.7 Â±0.40.4 Â±0.4Muscle0.4
Â±0.40.2 Â±0.10.3 Â±0.10.3 Â±0.10.2 Â±0.10.1 Â±0.1Liver1

.0 Â±0.40.7 Â±0.20.6 Â±0.21 .3 Â±0.60.7 Â±0.20.3 Â±0.1Kidney1

.5 Â±0.61 .0 Â±0.40.8 Â±0.51 .0 Â±0.50.6 Â±0.30.2 Â±0.2Colon0.6
Â±0.20.3 Â±0.10.3 Â±0.10.9 Â±0.50.5 Â±0.10.2 Â±0.1Spleen1

.2Â±0.40.7 Â±0.20.6 Â±0.12.9 Â±I .61 .7Â±0.90.8 Â±0.5Stomach0.7
Â±0.20.7 Â±0.70.3 Â±0.10.6 Â±0.30.3 Â±0.10.2 Â±0.2Heart1

.2 Â±0.41 .0Â±0.40.8 Â±0.30.7 Â±0.30.5 Â±0.20.2 Â±0.2Lung1

.9 Â±0.71 .9 Â±0.91 .4 Â±0.41 .2 Â±0.60.8 Â±0.40.3 Â±0.3Bone0.2
Â±0.10.2 Â±0.40.2 Â±0.80.6 Â±0.30.5 Â±0.10.2 Â±0.1Brain0.1
Â±0.10.1 Â±0.10.1 Â±0.10.1 Â±0.10.1 Â±0.10.1 Â±0.1Tumor1

.5 Â±0.62.1 Â±0.51 .7 Â±0.73.1 Â±1.53.0 Â±1.21 .0 Â±0.5Â±

= standarddeviation (n= 6).

to determine the presence or absence of heterogeneity of
variance and Duncan's multiple range test was used for statis
tical comparisons between groups. Significance was accepted
at p< 0.05.

RESULTS

Pharmacokinetics of the Control Antibody 17.1A
Accumulation indices were calculated in mice and

rats for 17.1A used as a control antibody (Table 1 and
Figures 1 and 3). Nonspecific accumulation of murine
MAb occurred in rat and mouse tissues. Radiolabeled
17. 1A was found in rat lung, kidney, spleen, and liver,

in addition to accumulating in tumor tissue. Nonspe
cific antibody retention in mice occurred essentially in
the spleen and the tumor and, to some extent (Day 1
only), in skin, liver, and lung. Monoclonal antibody
cleared from the blood at a slower rate in rats than in
mice.

Pharmacokinetics of D3 Antibody

Accumulation and localization indices of the D3
antibody were calculated in tissues of normal Sprague
Dawley rats, and BDIX rats or nude mice engrafted
with the rat tumor. The biodistribution ofD3 in normal
Sprague Dawley and tumor-bearing BDIX rats was
similar (data not shown). A! from several tissues were
different when rats and nude mice were compared (Fig.
1). More D3 accumulated in mouse blood, skin, liver
and spleen than in the respective rat tissues. Rat kidney
(Day 1), heart (all days), and lung (all days) accumula
tion indices were significantly higher than in mice. The
difference in lung was most striking, with values ranging
from 58 (Day 1) to 20 (Day 5) in rat lung versus 0.85
(Day 1) and 0.25 (Day 5) in mice. The tumor accu
mulation indices differed between tumor-bearing BDIX
rats and nude mice (p < 0.05). In BDIX rats, the index

was low, as compared with other organs, and decreased
with time (0.60, 0.32, and 0.30 on Days 1, 3 and 5,
respectively). In contrast to observations in rats, in nude
mice the tumor Ms were significantly greater than those
of any other organ (3.69, 3.88, and 3.00 on Days 1, 3
and 5, respectively).

The differences in D3 biodistribution between BDIX
rats and nude mice became more conspicuous when
the localization indices were examined. With the excep
tion of the liver, the LIs of all the rat organs (Fig. 2A)
were greater than those of the tumor during the three
days studied. In general, for all tissues including tumor,
the value was >1, indicating a preferential specific
uptake of D3 as compared to the control antibody,
17.lA, by the majority of rat tissues. In contrast, the
tumor LI in nude mice (Fig. 2B) was the highest of all
murine tissues. The LIs in normal tissues of nude mice
were slightly less than one, indicating the absence of a
preferential uptake of D3 over the control antibody in
this model.

Statistical analysis indicated that all murine tissues,
except skin and liver, showed significantly different LI
from those of rat tissues on all days. In contrast to the
difference between tumor and normal tissue in nude
mice, at no time did rat tumor LI differ from rat tissue
LI.

of E4 Antibody

Accumulation and localization indices of E4 also
were calculated in normal Sprague Dawley rats, and
tumor-bearing BDIX rats or nude mice. In spite of
preferential reactivity of E4 with the tumor and metas
tases by immunohistochemical analysis (15), high ac
cumulation indices were found in the liver, stomach,
and lung of BDIX rats, as well as in the tumor (Fig.

TABLE I
17.1AAccumulationIndicesin BDIXRatsor NudeMice

BDIXRats
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FIGURE I
Comparison of D3 accumulation indices in tumor-bearing
BDIXrats(A)andtumor-bearingnudemice(B).Barsrepresent
the averageof the valuesobtainedwith threeanimalsinjected
with experimentalantibodyandsix injectedwith controlat
each time point. The s.d. of the pooledAl data from all days
was 0.67. Abbreviations:bI= blood;sk = skin; mu = muscle;
Ii = liver; ki = kidney; cc = colon; sp = spleen; St = stomach;
he = heart; lu = lung; bo = bone;br = brain;and tu = tumor.

FIGURE2
Comparisonof D3 localizationindicesin tumor-bearingBDIX
rats (A)and tumor-bearingnude mice(B).Bars represent the
averageof three individualvalues.The s.d. of the pooled Al
data from all days was 1.19. The tissue abbreviations are
explainedin Figure1.

5, and the kidney on Day 5 showed greater LI than the

tumor. LI values of all rat tissues were >1, indicating a
specific uptake of E4 as compared to l7.lA. In nude
mice (Fig. 4B), tumor LIs were higher than those of the
other tissues on Days 1 and 3, but not on Day 5, where
it dropped below 1, reflecting the absence of prolonged
targeting of the antibody at the tumor site. For most
mouse tissues, LIs were around one or slightly lower,
indicating no discrimination between E4 and 17.lA
uptake by these tissues. Statistical analysis identical to
that applied to D3 showed that mouse and rat tissues
differed significantly throughout the study. On Day 1,
however, kidney and brain were not different. Bone,
brain, kidney, and spleen were not found different on
Day 3 and Day 5. Rat tumor LI differed from other rat
organs only on Day 1 (except for liver). We conclude
that, while greater tumor accumulation occurred using
E4 than D3, in neither case was the nude mouse model
predictive of the results in the syngeneic model.

3A). These organs from Sprague-Dawley rats also
showed high A! values (data not shown).

Several differences in E4 biodistribution were ob

served between tumor-bearing BDIX rats and nude
mice. Over the period studied, Al in nude mice (Fig.
3B) were greater than Al of BDIX rats in blood and
spleen (p < 0.05), bone, and tumor, and smaller in liver
(p < 0.05), heart, and lung (p < 0.05; Day 3, Day 5).
In BDIX rats, the Al ofthe tumor was the highest value
found on Day 1. However, on Days 3 and 5, the lung
had greater Al values than the tumor. In contrast, tumor
Al in nude mice were the highest throughout the entire
period studied (p < 0.05).

As in the case of D3 antibody, the differences in the
biodistribution ofE4 between BDIX rats and nude mice

become more prominent when localization indices were
examined. In this case, however, only the liver on Days
1 and 3, the colon, stomach, and lung on Days 3 and
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TnchloroaceticAcid Precipitation

Table 2 shows the results of trichioroacetic acid pre
cipitation of several rat and mouse tissues one to five
days after the injection of the radiolabeled antibodies.
The amount of precipitable radioactivity in the tissues
was >90% (lower limit of 95% confidence interval of
the mean of 96.8 Â±3.4 of all determinations). This
indicates that no catabolites or free iodine was being
measured. In the urine, however, the amount of precip
itable radioactivity was very small, indicating that the
radioactive antibody was eliminated after its catabo
lism. The only exception was seen in the urine re
covered on Day 1 of one BDIX rat injected with E4
and l7.lA, which showed 16.8% precipitable radioac
tivity for E4 and 15.6% for l7.1A. These results indicate
that a considerable amount of antibody is eliminated
by urine without total degradation. In addition, some
what <90% of iodine radioactivity was occasionally
found in the stomach at Day 1, probably reflecting
metabolism of free iodine through the gastric mucosa.
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DISCUSSION

The pharmacokinetic studies reported here point up
important considerations for the use of xenogeneic
MAbs in a syngeneic host-tumor system. Murine mono
clonal antibodies may accumulate in normal tissues,
irrespective of their binding to specific antigen. Anti
body distribution into various organs may differ be
tween species as a function of a variety of factors,
including: body mass, blood flow to various organs, as
well as specific antigen targeting.

Two anti-rat colon carcinoma antibodies, each raised
against the same tumor cell line, localized identically in
rat tumors transplanted in nude mice. When injected
into rats bearing the tumor to which the antibodies had
been raised, these same two antibodies were taken up
by a variety of normal tissues (in slightly different
fashion from one another), as well as by the tumor.
Similar targeting to normal tissues was also seen in
another rat strain, indicating that this binding of xeno



TissueNormalD3NormalE417.1ABDIXNudeBDIXNudeBDIXNudeBlood

98.0Â±I .598.7 Â±0.297.4 Â±1.588.4 Â±4.895.2 Â±3.699.3 Â±0.398.7 Â±I .199.1 Â±0.6Muscle
ND99.1 Â±0.6NDNDNDND98.6 Â±0.8NDUver

92.4Â±5.295.8 Â±1.398.3 Â±0.699.2 Â±0.199.1 Â±0.298.5 Â±0.197.8 Â±2.198.5 Â±0.1Kidney
98.2Â±1.898.3 Â±0.296.3 Â±2.896.3 Â±1.294.9 Â±3.097.4 Â±1.497.0 Â±2.397.0 Â±0.6Colon
97.3Â±1.897.7 Â±1.297.9 Â±0.398.5 Â±1.596.3 Â±2.898.3 Â±0.399.4 Â±4.398.4 Â±0.1Spleen

ND97.6 Â±0.699.1 Â±0.1NDND98.7 Â±0.498.2 Â±0.399.1 Â±0.1Stomach
93.1Â±7.790.4 Â±1.590.9 Â±3.197.8 Â±2.591 .8 Â±5.890.4 Â±6.189.2 Â±6.791 .5 Â±1.6Lung
99.8Â±0.199.8 Â±0.596.9 Â±2.399.2 Â±0.898.4 Â±1.598.0 Â±1.195.6 Â±3.397.9 Â±0.1Brain
98.0 Â±2.1NDND99.0 Â±1.0NDNDNDNDUrine
4.0 Â±1.33.3 Â±0.8ND4.8 Â±0.29.8 Â±6.0ND8.2 Â±6.4NDTumor

â€”93.2 Â±0.497.0 Â±1.4â€”NDND98.4 Â±0.598.5 Â±0.3ND

= notdetermined.Â±
= standard deviation.

TABLE2
Percentageof TCA-PrecipitableRadioactivityin Rator MouseTissuesAfter Injectionof Iodine-LabeledMonoclonal

Antibodies

geneic monoclonal antibodies may be a general phe
nomenon not limited to this particular strain or model.

The differences found between rat and mouse phar
macokinetics and targeting of the antibodies may be
due in part to the expression oftumor or cross-reactive
antigens on the normal rat tissues to which the antibod
ies are able to bind. As a consequence, antibodies are
directed to different tissues, depending on antigen
expression, accessibility, or tissue distribution of the
antigens. In nude mice, the only tissue expressing the
antigens to which D3 and E4 react is the transplanted
(xenogeneic) tumor; the distribution ofboth antibodies
in normal mouse tissues is identical, and only tumor is
specifically targeted. However, these results in nude
mice do not allow one to conclude that murine MAbS
similar to D3 and E4 have a tumor specificity appro
priate for use in rats or, moreover, in a less evolution
arily related syngeneic system.

The LI is generally used to determine the specificity
ofantibody targeting in vivo (16); LI >1 indicates such
specificity. Most rat tissues show localization indices
>1 for both antibodies (the exceptions are tumor and
liver in the case of D3). This may indicate real specific
targeting of the antibodies to virtually all rat tissues.
However, other factors may also account for LI values
higher than 1. The LI actually corresponds to the divi
sion of tissue/blood ratio for specific antibody by the
same ratio for the nonspecific antibody. The utility of
this index is based on the assumption that the general
distribution of an injected antibody is only dependent
on its blood concentration. In our case, the presence of
cross-reactive antigens in some rat tissues results in a
decrease of D3 and E4 concentration in blood, unlike
that which occurs for l7.lA. This decrease may happen
more quickly than the decline in the concentration of
these antibodies from the extravascular and extracellu

lar space. As a consequence, differences in blood levels
of specific and nonspecific antibodies will artificially
increase LI values in some organs, even those binding
very few tumor-directed antibody molecules. For ex
ample, brain tissue, which would not be expected to
interact with injected D3 or E4, and did not retain these
antibodies in excess ofthe nonspecific antibody in vivo
(Al weresimilar),showedLIvaluesclearlyabove 1 for
both antibodies. It is likely that only for LI values much
higher than those observed for the brain does the LI
truly indicate specific targeting. In several rat tissues
(muscle, colon, heart, lung for D3, and muscle, liver,
colon, stomach, and lung for E4), the extremely dc
vated LIs clearly indicate a specific targeting of the
respective antibodies to these tissues. Data in the nude
mouse showed similar biodistribution of both specific
and control antibodies in blood and other normal tis
sues, except the engrafted rat tumor. Therefore, LI
values of around 1 were found for all normal tissues
except tumor. In this case, use of LI >1 is meaningful
and useful because no antigenic competition between
tumor and other tissues occurs.

Previous studies (15) have shown that D3 antibody
reacts strongly in vitro with a variety of normal rat
tissues, including stomach, small intestine, and colon
epitheliums; and, less strongly, with the bronchial epi
thelium and alveolar walls, bladder, myocardium, and
skeletal muscle. Therefore, to a certain extent, the bio
distribution data might not be unanticipated. E4, on

the other hand, gave an intense histochemical reaction
only with primary or metastatic tumor, although it also
reacts faintly with stomach, small intestine, colon and
lung. Other tissues are completely negative with respect
to E4 binding. In this case, not dissimilar from a num
ber of anti-colon carcinoma antibodies in investiga
tional studies (proprietary information submitted to the
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FDA in Investigation New Drug applications), the bio
distribution data would not have been predicted. The
comparison of these results with the biodistribution of
D3 and E4 in vivo indicates that no clear correlation
can be established between in vitro reactivity and in
vivo targeting of these antibodies. For example, lung
stains in vitro with D3, and takes up the antibody in
vivo. However, differences between the intensity of in
vitro staining and the degree of in vivo uptake were
noted. Skeletal muscle and myocardium stained slightly
for D3, but, after the lung, were the tissues most tar
geted. In the case of E4, liver, which was negative in
vitro, retained as much antibody as did lung. Differ
ences in vascularization resulting in enhanced accessi
bility of circulating antibodies to antigenic sites dis
played on the surface of the tissue cells and metabolic
fate ofthe antibodies may account for these differences,
as suggested by Ballou (1 7). Experiments using F(ab')2
fragments showed similar tissue distribution to that of
the whole antibodies (data not shown), ruling out Fc
receptor binding as an explanation.

Our results indicate that conclusions drawn from a
xenogeneic model regarding the biodistribution of tu
mor-specific murine MAbs do not necessarily apply to
syngeneic models, particularly when animals of differ
ing size are compared. The situation found in our rat
model may be more comparable to that ofpatients with
colorectal carcinoma who have been injected with
MAbs that have been selected by using the nude mouse
model. Similarly, in patients with neuroblastomas or
gliomas, Jones (18) has reported major differences with
the findings in nude mice regarding quantitative anti
body targeting, half-life, and blood values, as well as
vascularization and accessibility. He concluded that the
mouse xenograft model had actually very little similar
ity with the data obtained in humans. Our results also
strongly support the idea that other animal models,
more appropriate to each clinical situation and tumor
type, are needed in order to obtain clinically pertinent
information to the selection of monoclonal antibodies
as candidates for imaging and therapy in humans.
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