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Abstract. Background: Due to their high CCK-2/gastrin
receptor selectivity, high affinity, and rapid background
clearance, radiolabeled minigastrins (MG) are emerging as
promising new tools in the diagnosis and therapy of CCK-
2/gastrin  receptor-positive  tumors. In this study, the
pharmacokinetic profile, particularly the excretion mode, of two
H1y-labeled minigastrins was compared in rats. The first tracer,
1 1n-MG-0 is based on (D)Glu'-MG, while the second, 1! 1In-
MG-11, is its des-(Glu) s-derivative, expected to be less retained
in renal tissue. Materials and Methods: The fate of "' In-MG-0
and "In-MG-11 in the body of rats was investigated during
biodistribution and bioelimination experiments, while the
respective elimination parameters were determined in perfused
rat liver and kidney models. Results: During biodistribution both
compounds were rapidly cleared from the blood and most non-
target organs whereas activity levels in the bowel and stomach
declined slowly. The overall contribution of hepatobiliary
excretion of " In-MG-0 and "'In-MG-11 was relatively small.
In the perfused rat liver their elimination into the bile was
negligible. In contrast, renal excretion was the major excretion
pathway for both analogs, mainly via glomerular filtration.
However, kidney levels were substantially higher and retention
was more prolonged in the case of 'In-MG-0 as compared to
H1-MG-11. Conclusion: The presence of the (Glu) s-Chain in
H[n-MG-0 appears to be implicated in the prolonged
radioactivity retention in the kidney of rats.
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The somatostatin analog ' "'In-DTPA-octreotide (Octreoscan®)
is used nowadays in the diagnosis of somatostatin receptor-
positive neuroendocrine tumors (1-3). In addition to
somatostatin receptors, other peptide receptors also seem to be
clinically relevant targets in the diagnosis and therapy of
malignant tumors. The cholecystokinin (CCK) receptor is
recently regarded as another potentially useful target for
nuclear oncology applications (2, 4). Cholecystokinin receptors
comprise two distinct subtypes: the CCK-1 and the CCK-
2/gastrin receptor subtype (4, 5), characterized by their different
binding affinity toward known agonists and antagonists (6, 7).
The CCK-1 receptors have been identified in normal tissues,
such as in the smooth muscle of the gallbladder and of the
sphingter of Oddi, the pancreatic acini and the brain (4, §, 9).
With some exceptions, CCK-1 receptors are rarely expressed in
human tumors (10). CCK-2/gastrin receptors have been found
on gastric parietal cells, gastrointestinal smooth muscle cells, in
the brain, and in selected areas of the kidney (4, 6, 7). CCK-
2/gastrin receptors have also been shown to be expressed in
medullary thyroid cancers (MTC), small cell lung cancers
(SCLC), stromal ovarian cancers, astrocytomas (11-13) and in
several other types of human tumors (14, 15).
Radiopharmaceuticals developed for the targeting of
CCK-2/gastrin receptor-positive tumors with !1In and
therapeutic radionuclides, such as 9OY, are either
minigastrin (16, 17), or non-sulfated CCK octapeptide
(CCK-8) derivatives linked to diethylenetriaminepentaacetic
acid (DTPA) or 1,4,7,10-tetraazacyclododecane-N,N’,N”’,
N’-tetraacetic acid (DOTA) (18). **™Tc-labeled [(D)
Glu'IMG analogs modified with acyclic tetraamines were
proposed for the CCK-2/gastrin receptor-targeted diagnosis
of human MTC (19). Pilot clinical studies demonstrated that
the majority of primary and metastatic MTC lesions can be
visualized by CCK-2/gastrin receptor scintigraphy (16, 17,
19-21). In addition, CCK-2/gastrin receptor-targeted
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radiotherapy of MTC using radiolabeled minigastrin was
reasonably successful in a small number of patients (16, 17,
20). However, the high radiation dose to the kidney due to
the prolonged renal retention remains a major concern and
minigastrin analogs with reduced renal retention need to
become available. Although premedication with
polyglutamate chains of at least 5 glutamic acid residues was
showed to effectively reduce the undesirable renal
accumulation of radiolabeled minigastrins in mice (22), the
effectiveness of this strategy in human has not yet been
proven. In a study on the effects of charge and (Glu) x chain
length in a library of '''In-DTPA-(D)Glu'-minigastrins on
renal retention, biokinetics and CCK-2/gastrin receptor-
targeting capacity, '''In-MG-11, altogether lacking the
(Glu)s-chain of minigastrin, emerged as the agent of choice
for further clinical validation (23).

In the present work, the pharmacokinetic profile of !'In-
DTPA-(D)Glu!-minigastrin (''In-MG-0) was compared with
that of the newly proposed truncated analog ''In-MG-11 in
healthy rats. Special attention has been paid to the renal
handling of these two analogs, which are predominantly
excreted via the kidneys. The study includes biodistribution
and bioelimination experiments in rats as well as experiments
employing perfused rat liver and kidney models.

Materials and Methods

Radiolabeling and radiochemical analysis. Minigastrin 0 (MG-0,
DTPA-D-Glu-Glu-Glu-Glu-Glu-Glu-Ala-Tyr-Gly-Trp-Met-Asp-
Phe-NH,) and minigastrin 11 (MG-11, DTPA-D-Glu-Ala-Tyr-Gly-
Trp-Met-Asp-Phe-NH,) were prepared as reported elsewhere (23).
Polyfructosan (INUTEST) (Laevosan, Linz, Austria) was used as
a marker of glomerular filtration rate and the sodium salt of
bromosulfophthalein as a marker of the liver function. All other
chemicals were of analytical grade and were purchased from
Sigma-Aldrich Co. (Steinheim, Germany).

To 10 ul of peptide solution (1 ug/ul in 0.5M acetate buffer pH
5.4), 20 ul of 0.5 M acetate buffer (pH 5) was added together with
the same volume of ~40 MBq "InCl; in 0.04 M HCI (Amersham,
UK). After 30 min incubation at room temperature, HPLC analysis
on a Pharmacia LKB system efficient with a LichChroCart RP C18,
125 mm x 4 mm (5 um) column (Merck, Darmstadt, Germany) was
carried out using the following mobile phases: 0.01 phosphate
buffer pH 6.5 (phase A) and acetonitrile (phase B). Elution
gradient during analysis was as follows: 0-5 min 0% B; 5-35 min 0-
30% B; 35-55min 30% B at a flow rate of 1 ml/min. Radiochemical
purity of the peptides was always higher than 98%.

Distribution and elimination studies in vivo. Male Wistar rats
weighing 200-220 g were used for the experiments. The tracers
were administered into the tail vein in a volume of 0.2 ml (approx.
1 ng/kg of body weight; activity 0.5-1 MBg/kg). At the selected time
interval (5 min, 1 h, 2 h, 24 h or 48 h) post injection (pi), a blood
sample was collected in a glass tube containing dry heparin. After
exsanguination, selected organs were removed to determine the
distribution of 1!In activity with time. For bioelimination studies,
radiopharmaceuticals were administered as described above and
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each animal was placed in a separate glass metabolic cage. Urine
and faeces were collected at 2 h (urine only), 24 h and 48 h pi. Rats
were compelled to empty their urinary bladders by handling
(immobilization).

The Ethical Committee of the Faculty of Pharmacy of Charles
University, approved the protocols of animal experiments. These
protocols were pursued in accordance with the directive of the
Ministry of Education of the Czech Republic.

Rat kidney perfusion. Male Wistar rats weighing 280-320 g were
used for perfusion experiments, as described elsewhere (24). In
brief, the kidney was perfused with 100 ml Krebs-Henseleit
solution containing 6% bovine serum albumin, 5-6% washed rat
erythrocytes and a mixture of amino acids and metabolic
substrates. The perfusion was performed under a recirculation
regimen at a constant arterial pressure. The agents under study
were added into the perfusion system as a bolus (0.2 ug).
Polyfructosan was used to determine the glomerular filtration rate.
Concentrations of polyfructosan in the perfusate and the urine
were measured colorimetrically (25). The elimination profiles in
the perfused rat kidney were characterized on the basis of total
renal clearance (urinary activity x volume of urine/activity in
perfusate) and filtration clearance (= elimination rate due to
glomerular filtration) calculated as follows: glomerular filtration
rate x free fraction of the agent in the perfusate. Radioactivity in
the kidney and ratio of kidney to perfusate radioactivity at the end
of the perfusion were also calculated

Rat liver perfusion. The recirculation perfusion study was
performed as described elsewhwre (26). Under pentobarbital
anesthesia, the bile duct and the portal vein of the rat were
cannulated. The blood was washed out from the liver with Krebs-
Henseleit buffer (pH 7.4 with glucose) via the inferior vena cava
and the perfusion medium (oxygenated Krebs-Henseleit buffer,
pH 7.4, supplemented with 10 mM glucose, 4% BSA and 10%
washed bovine erythrocytes) was infused into the portal vein. The
flow of the perfusate medium was kept at 25 ml/min and the
radiotracer was added to a reservoir. The experiment was
performed for 90 min after drug administration and samples from
the inflow and outflow perfusate and bile were collected
throughout the experiment. Hepatobiliary clearance was
calculated as the activity of the agent eliminated into the bile per
min/the activity in 1 ml perfusate. In all experiments, 111In activity
in collected samples was measured in a 1480 Wizard 3 gamma-
spectrometer (Wallac, Finland) and related to appropriate
standards.

Results

Distribution and elimination studies in rats. Cumulative data
of "MIn-MG-0 and ""In-MG-11 biodistribution in the rat
are summarized in Table I and II, respectively, and are
expressed as % injected dose/organ (% ID/organ) and as %
injected dose/g (% ID/g) for the 5 min, 1, 2, 24 and 48 h pi
time intervals. Both tracers were rapidly cleared from blood
via the kidneys and the urinary system. However, '''1In-MG-
11, lacking the Glus-sequence, was more rapidly excreted
into the urine with only a small part of the radioactivity
retained in renal tissue (<2.0% at 1 h pi). In contrast, non-
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Table 1. Distribution of 111In-MG-0 in rats (mean+SD, n=4).

5 min 1h 2h 24 h 48 h
% injected dose in whole organ (% ID/organ)
Liver 1.845+0.882 0.287+0.171 0.105+0.021 0.074%0.004 0.070+0.008
Stomach 1.310£0.575 0.964+0.329 0.606%0.215 0.380+0.034 0.209+0.024
Intestine 2.191+0.884 4.080+6.884 1.604=1.702 0.412+0.272 0.085+0.029
Colon 1.102+0.462 0.207+0.096 0.051+0.017 3.513%+1.229 0.762%0.292
Kidney 32.414x11.105 47.039£26.550 31.453+3.418 33.542+2.678 29.581+5.048
Lung 0.818+0.341 0.106=0.071 0.016+0.008 0.006+0.003 0.005x0.001
Heart 0.363%0.172 0.031+0.013 0.005+0.002 0.0020.000 0.002+0.001
% injected dose per g (% ID/g)
Blood 1.341+0.638 0.114%0.064 0.010+0.004 0.001+0.000 0.0010.000
Stomach 0.705%0.312 0.468+0.068 0.300+0.121 0.219%0.033 0.126=0.021
Liver 0.284+0.136 0.045+0.024 0.018+0.004 0.012+0.002 0.011+0.001
Pancreas 0.415%0.185 0.058+0.027 0.012+0.003 0.009+0.002 0.006=0.003
Adrenals 0.451+0.183 0.242+0.242 0.016=0.004 0.010%0.009 0.007x0.007
Kidney 19.224+7.681 26.428+14.632 18.507+2.316 20.358+1.040 17.336+2.086
Thyroid 0.873+0.403 0.080+0.032 0.009+0.008 0.003+0.004 0.003%0.005
Muscle 0.264x0.130 0.028+0.018 0.004+0.001 0.002+0.001 0.001x0.000
Table I1. Distribution of 111In-MG-11 in rats (mean=SD, n=4).

5 min 1h 2h 24h 48 h
% injected dose in whole organ (% ID/organ)
Liver 1.447x0.142 0.186+0.032 0.101%0.016 0.069+0.008 0.057+0.007
Stomach 1.519+1.569 0.261+0.069 0.196+0.056 0.116+0.018 0.291+0.461
Intestine 2.777%1.969 0.487+0.092 0.569+0.172 0.150+0.054 0.040%0.023
Colon 0.967x0.137 0.119+0.003 0.049%0.019 3.189%2.406 0.678+0.497
Kidney 12.281£8.745 1.932+0.254 1.660=0.110 1.472+0.087 1.386+0.097
Lung 0.698+0.055 0.085+0.039 0.024%0.014 0.005+0.001 0.004+0.001
Heart 0.245x0.142 0.028+0.008 0.005+0.001 0.002+0.000 0.001x0.000
% injected dose per g (% ID/g)
Blood 0.993+0.043 0.076%0.015 0.010+0.003 0.001£0.000 0.0000.000
Stomach 0.575+0.446 0.124+0.032 0.083+0.027 0.065+0.014 0.125+0.174
Liver 0.218%0.011 0.028+0.003 0.015+0.002 0.010%0.002 0.009+0.001
Pancreas 0.323%0.021 0.038+0.005 0.011+0.001 0.007%0.001 0.006x0.000
Adrenals 0.307+0.034 0.037+0.006 0.013+0.003 0.003+0.003 0.005x0.004
Kidney 7.043£4.910 1.105+0.187 0.893+0.106 0.838+0.089 0.823+0.082
Thyroid 0.707%0.015 0.050+0.029 0.012+0.004 0.007£0.002 0.003x0.002
Muscle 0.192+0.015 0.018+0.006 0.003+0.001 0.002+0.001 0.002+0.000

truncated ''In-MG-0 showed high uptake and prolonged
retention in the rat kidney with ~30% ID still detected in
renal tissue at 48 h pi.

Fast uptake of both minigastrins in the stomach (known
to naturally express CCK-2/gastrin receptors) was evident as
soon as 5 min pi. However, '1'In-MG-11 was quickly lost
from the stomach while the decrease of stomach
radioactivity was slower in the case of 1'In-MG-0. In CCK-
1 receptor-positive organs (e.g. pancreas) and in CCK-
2/gastrin receptor-negative organs (e.g. adrenals, heart)

radioactivity values paralleled blood clearance. The
radioactivity detected in the small and large intestine after
injection of both analogs was attributed to minor excretion
via the gastrointestinal tract. The uptake in all other organs
and tissues studied (spleen, testes, brain, femur, skin,
abdominal fat) remained below 0.5% ID at all time
intervals. From the radioactivity concentration values (%
ID/g values in Table I and II) high and prolonged uptake
was evident in the kidneys and stomach for both
compounds. Thyroid uptake, an important factor of the
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Table I11. Cumulative excretion (% injected dose) of 111In-MG-0 and 111In-MG-11 after i.v. administration in rats (mean=SD, n=4).

Compound 2h 24 h 48 h

Urine Faeces Urine Faeces Urine Faeces
1H1n-MG-0 53.88+4.81 - 57.09+5.52 3.42+1.69 59.05+4.68 4.76+1.02
Mp-MG-11 78.22+7.99 - 80.54+6.96 4.86+3.09 80.96+6.81 6.48+3.72

Table IV. Excretion and retention data of 111In-MG-0 and 111In-MG-11 in perfused rat kidney (values are means+SD, n=4).

Compound Renal clearance Free fraction Filtration clearance Radioactivity of the kidney Kidney-to-perfusate ratio at
(ml/min/g) in perfusate (ml/min/g) at the end of the the end of the perfusion
perfusion (% dose)
Mn-MG-0 0.418%0.034 0.523+0.022 0.358=0.049 13.4+0.9 20.6+2.0
Mn-MG-11 0.599+0.033 0.829+0.089 0.612%+0.082 2.0£0.4 32x04

feasibility to image primary MTC in the thyroid, although
initially substantial, declined very rapidly thereafter.
Cumulative excretion data in rat urine and faeces during the
48 h span is presented in Table III. Urine excretion was the
main elimination pathway for both !!In-labeled
minigastrins and most of the radioactivity was eliminated
during the first 2 h. It is worth noticing that the percentage
of radioactivity found in the urine was markedly higher for
Hn-MG-11 as compared with ''In-MG-0.

Rat kidney perfusion. The renal clearance parameters and
the accumulation characteristics of '''In-MG-0 and '!'In-
MG-11 in the perfused rat kidney along with their free
fractions in the perfusate are presented in Table IV. No
significant differences in the renal clearance values were
found during 60 min of perfusion. From the corresponding
renal elimination characteristics, it is apparent that ''!In-
MG-0 was more slowly filtered in the glomeruli than '!In-
MG-11, despite its significantly higher accumulation in
renal tissue.

Rat liver perfusion. Rat liver perfusion experiments revealed
that the excretion rate by the liver into the bile was very low
for "'In-MG-11 and negligible for '"'In-MG-0 (Table V).
Liver-to-perfusate ratios at the end of perfusion experiments
were relatively low for both agents and indicated that they
were little accumulated in liver cells.

Discussion
Radiolabeled CCK- or gastrin-peptide analogs have been

proposed as potential diagnostic or therapeutic drugs
against CCK-2/gastrin receptor-expressing tumors, such as
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Table V. Excretion parameters of 11In-MG-0 and 11In-MG-11 in
perfused rat liver (values are means+SD, n=4).

Compound Bile clearance of Liver-to-perfusate ratio
the peptide (ml/min)  at the end of the perfusion

H1p-MG-0 0.0002%0.0001 0.253%0.109

HlIp-MG-11 0.0034%0.0008 0.200+0.016

MTC or SCLC (16-23). Previous studies have revealed the
impact of a (Glu)s-sequence in radiolabeled minigastrins on
the prolonged radioactivity retention in the kidneys of
experimental animals and patients (22, 23). As a result, the
anionic pentaglutamate sequence of minigastrins leads to
unfavourably high radiation doses to the kidney. This
disadvantage seems to be compensated for, by the higher
CCK-2/gastrin receptor targeting capacity of minigastrins
both in vitro and in vivo versus the respective CCK analogs.
In the present study, we compared the distribution and
elimination profile in rats of two such 'In-labeled peptide
analogs derived either from minigastrin, '''In-MG-0, or
from des-(Glu)s-minigastrin, '"'In-MG-11. The latter was
recently selected from an !!In-labeled DTPA-(D)Glu!-MG
library as the agent of choice for CCK-2/gastrin receptor-
targeted tumor scintigraphy because it combines high
affinity binding to the receptor with low uptake and
retention in the kidneys of experimental animals (23).

Our results from the distribution and elimination studies
in rats conducted in the present work confirmed the findings
from previous reports. Thus, we were able to observe higher
uptake and longer retention of '"'In-MG-0 in the CCK-
2/gastrin receptor-rich stomach in comparison with ''In-
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MG-11. Although both tracers were excreted from blood
and non-target tissues via the kidneys and the urinary
system, they differed significantly in the amount of
radioactivity accumulated in the kidney. Renal radioactivity
levels of <2% ID at 1 h pi declined to 1.4% ID at 48 h pi
for the des-(Glu)s analog, ''In-MG-11. Conversely, in the
case of 11In-MG-0, nearly 30% ID levels were still detected
in renal tissue at 48 h pi. These findings were corroborated
by results from experiments in perfused rat kidney. Thus,
renal retention of ''In-MG-0 at 60 min perfusion was
several times higher in comparison with '''In-MG-11.

It is generally accepted that tubular reabsorption is
responsible for the renal uptake of peptides (27-28). The
mechanism of renal accumulation is usually explained as a
process including several transport and metabolic steps. The
accumulated radiolabeled compounds are primarily filtered
in the glomeruli and subsequently partly reabsorbed into the
cells of proximal tubules. Thereafter, the agents are
transferred into lysosomes by means of pinocytosis wherein
they are degraded by proteolytic enzymes. Most often,
breakdown products, namely radiolabeled chelate-
conjugated amino acids, cannot leave the lysosomes and
remain trapped in the proximal tubular cells.

In the rat kidney perfusion model, we found differences in
the total renal clearance rates as well as in the glomerular
filtration clearance rates between non-truncated and
truncated minigastrins. This difference was attributed to the
different degree of radiotracer binding to plasma proteins
found in the applied perfusate. The filtration clearance of
both tracers was not significantly different from their total
renal clearance. This means that the radiotracer amount
filtered in the glomeruli is practically the same as the amount
excreted. The decisive renal excretion process for both
peptides seems to be glomerular filtration. It should be noted
that the filtration clearance of ''In-MG-0 was lower than the
total renal clearance, consistent with a partial secretion of this
agent in the renal tubular system. However, the difference
between these clearance values was not significant. Moreover,
tubular secretion has so far been shown only for smaller
peptides, such as *™Tc-labeled tetrapeptides (24).

Acknowledgements

The authors thank Mrs. I. Filipova, Mrs. J. Hoderova and Mrs.
Teichmanova for their excellent technical assistance. The
investigation was supported by the Grant Agency of Charles
University, grant no. 109/2005 and 146/2004 and by COST Action
B12: “Radiotracers for In Vivo Assessment of Biological Function”,
WG-3: “Radiolabeled Biologically Active Peptides”.

References
1 Krenning EP, Kwekkeboom DJ, Valkema R, Pauwels S, Kvols

LK and De Jong M: Peptide receptor radionuclide therapy.
Ann NY Acad Sci 1014: 234-245, 2004.

10

11

12

13

14

15

16

17

Reubi JC, Maecke HR and Krenning EP: Candidates for
peptide receptor radiotherapy today and in the future. J Nucl
Med 46(Suppl 1): 67S-758, 2005.

Warner RR and O’dorisio TM: Radiolabeled peptides in
diagnosis and tumor imaging: clinical overview. Semin Nucl
Med 32: 79-83, 2002.

Wank SA: Cholecystokinin receptors. Am J Physiol 269: G628-
G646, 1995.

Shulkes A and Baldwin GS: Biology of gut cholecystokinin and
gastrin receptors. Clin Exp Pharmacol Physiol 24: 209-216,
1997.

Schrenck T, de Weerth A, Bechtel S, Weil J, Wolf G, Schulz M
and Greten H: Evidence for CCK(B) receptors in the guinea-
pig kidney: localization and characterization by [125I|gastrin
binding studies and by RT-PCR. Naunyn Schmiederbergs Arch
Pharmacol 358: 287-292, 1998.

Weerth A, Jonas L, Schade R, Schoneberg T, Wolf G, Pace A,
Kirchhoff F, Schulz M, Heinig T, Greten H and von Schrenck
T: Gastrin/cholecystokinin type B receptors in the kidney:
molecular, pharmacological, functional characterization, and
localization. Eur J Clin Invest 28: 592-601, 1998.

Cox KL, von Schrenck T, Moran TH, Gardner JD and Jensen
RT: Characterization of cholecystokinin receptors on the
sphincter of Oddi. Am J Physiol 259: G873-G881, 1990.
Schrenck T, Moran TH, Heinz-Erian P, Gardner JD and Jensen
RT: Cholecystokinin receptors on gall bladder muscle and
pancreatic acinar cells: a comparative study. Am J Physiol 255:
G512-G521, 1988.

Reubi JC: CCK receptors in human neuroendocrine tumors:
clinical implications. Scand J Clin Lab Invest Suppl 234: 101-
104, 2001.

Reubi JC and Waser B: Unexpected high incidence of
cholecystokinin-B/gastrin receptors in human medullary thyroid
carcinomas. Int J Cancer 67: 644-647, 1996.

Reubi JC, Schaer JC and Waser B: Cholecystokinin (CCK)-1
and CCK-2/gastrin receptors in human tumors. Cancer Res 57:
1377-1386, 1997.

Schaer JC and Reubi JC: High gastrin and cholecystokinin
(CCK) gene expression in human neuronal, renal, and
myogenic stem cell tumors: comparison with CCK-1 and CCK-
2 receptor contents. J Clin Endocrinol Metab 84: 233-239,
1999.

Upp JR, Singh P, Townsend CM and Thompson JC: Clinical
significance of gastrin receptors in human colon cancers.
Cancer Res 49: 488-492, 1989.

Weinberg DS, Ruggeri B, Barber MT, Biswas S, Miknyocki S
and Waldman SA: Cholecystokinin A and B receptors are
differentially expressed in normal pancreas and pancreatic
adenocarcinoma. J Clin Invest 100: 597-603, 1997.

Behr TM, Jenner N, Radetzky S, Behe M, Gratz S, Yucekent
S, Raue F and Becker W: Targeting of cholecystokinin-
B/gastrin receptors in vivo: preclinical and initial clinical
evaluation of the diagnostic and therapeutic potential of
radiolabelled gastrin. Eur J Nucl Med 25: 424-430, 1998.

Béhé M, Becker W, Gotthardt M, Angerstein C and Behr TM:
Improved kinetic stability of DTPA-dGlu as compared with
conventional monofunctional DTPA in chelating indium and
yttrium: preclinical and initial clinical evaluation of radiometal
labelled minigastrin derivatives. Eur J Nucl Med Mol Imaging
30: 1140-1146, 2003.

911



ANTICANCER RESEARCH 27: 907-912 (2007)

18

19

20

21

22

23

Reubi JC, Waser B, Schaer JC, Laederach U, Erion J,
Srinivasan A, Schmidt MA and Bugaj JE: Unsulfated DTPA-
and DOTA-CCK analogs as specific high-affinity ligands for
CCK-B receptor-expressing human and rat tissues in vitro and
in vivo. Eur J Nucl Med 25: 481-490, 1998.

Nock BA, Maina T, Béhé M, Nikolopoulou A, Gotthardt M,
Schmitt JS, Behr TM and Maecke HR: CCK-2/gastrin receptor-
targeted tumor imaging with 9mTc-labeled minigastrin analogs.
J Nucl Med 46: 1727-1736, 2005.

Behr TM, Jenner N, Béhé M, Angerstein C, Gratz S, Raue F
and Becker W: Radiolabeled peptides for targeting
cholecystokinin-B/gastrin receptor-expressing tumors. J Nucl
Med 40: 1029-1044, 1999.

Behr TM and Béhé MP: Cholecystokinin-B/gastrin receptor-
targeting peptides for staging and therapy of medullary thyroid
cancer and other cholecystokinin-B receptor-expressing
malignancies. Semin Nucl Med 32: 97-109, 2002.

Béhé M, Kluge G, Becker W, Gotthardt M and Behr TM: Use
of polyglutamic acids to reduce uptake of radiometal-labeled
minigastrin in the kidneys. J Nucl Med 46: 1012-1015, 2005.
Bernard BF, Béhé MP, Breeman WAP, Nock B, Maecke HR,
Schmitt J, Behr TM, Maina T, Waser B, Reubi JC, Krenning
EP and de Jong M: Preclinical evaluation of minigastrin analogs
for CCK-B receptor targeting. Cancer Biother Radiopharm 78:
281, 2003.

912

24

25

26

27

28

Trejtnar F, Laznicek M, Laznickova A and Mather SJ:
Pharmacokinetics and renal handling of 99mTc-labelled
peptides. J Nucl Med 41: 177-182, 2000.

Heyrovsky A: A new method for the determination of inulin in
plasma and urine. Clin Chim Acta I: 470-474, 1956.
Laznickova A, Laznicek M, Trejtnar F, Melicharova L, Suzuki
KH, Akizawa H, Arano Y and Yokoyama A: Distribution and
elimination characteristics of 111In-DTPA-D-Phe!l-octreotide
and 11In-DTPA-L-Phel-octreotide in rats. Eur J Drug Metab
Pharmacokinet 27: 37-43, 2002.

Behr TM, Goldenberg DM and Becker W: Reducing the renal
uptake of radiolabeled antibody fragments and peptides for
diagnosis and therapy: present status, future prospects and
limitations. Eur J Nucl Med 25: 201-212, 1998.

Duncan JR, Behr TM and DeNardo S: Intracellular fate of
radiometals. J Nucl Med 38: 829, 1997.

Received November 23, 2006
Revised January 23, 2007
Accepted February 2, 2007




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (None)
  /CalRGBProfile (None)
  /CalCMYKProfile (Japan Color 2001 Coated)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.00000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Average
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.00000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 300
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.00000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308030d730ea30d730ec30b9537052377528306e00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /FRA <>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 793.701]
>> setpagedevice


