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A total of 55 patients with severe, adult-onset 
GHD of at least 2 years’ duration underwent 
consecutive 9-month periods of treatment with 
recombinant human GH therapy (Genotropin®, 
Pfizer, New York, NY, USA) and placebo. There 
was a 4-month washout period in between 
treatments. The dose of GH therapy given to 
each patient was individually titrated to main-
tain levels of serum insulin-like growth factor 1 
to within the normal range. Women were given 
a 50% higher mean dose of GH therapy than 
men, such that similar levels of serum insulin-
like growth factor 1 were reached in both 
sexes. GH therapy decreased serum C-reactive 
protein levels by 41% and improved levels 
of apolipoprotein B cholesterol compared 
with placebo. There was no effect on levels of 
apolipo protein A-I and interleukin 6 in patients 
throughout the study period.

The authors conclude that, in treatment-naive 
patients with adult-onset GHD, GH-replacement 
therapy has a positive effect on cardio vascular 
risk, mediated by decreased levels of both 
apolipoprotein B and C-reactive protein. These 
factors are markers of atherogenesis and 
subclinical inflammation, respectively.

Original article Bollerslev J et al. (2006) Positive effects of 
a physiological dose of GH on markers of atherogenesis: a 
placebo-controlled study in patients with adult-onset GH 
deficiency. Eur J Endocrinol 154: 537–543

Prolonging survival of patients 
with medullary thyroid 
carcinoma

At present, there is no effective therapy for 
the treatment of metastatic medullary thyroid 
carcinoma (MTC). In two previous studies, 
pretargeted radioimmunotherapy—in which 
a bispecific antibody that localizes to carcino-
embryonic-antigen-expressing carcinoma 
tissue, then binds a 131I-labeled bivalent hapten 
that is administered later—resulted in disease 
stabilization in ~50% of treated patients who 
were followed up for up to 6 years after treat-
ment. Chatal et al. compared the overall survival 
of 29 of these treated patients with that of 39 
untreated patients with MTC.

A trend was noted for prolonged survival 
in treated patients, but did not reach statis-
tical significance (P = 0.059). Among high-risk 
patients (patients with a serum calcitonin 
doubling time <2 years), however, treated 

patients survived significantly longer than 
untreated patients (median survival 110 months 
versus 61 months, P <0.03). Biologic response 
to treatment, defined as a >100% increase in 
pretherapy calcitonin doubling time, was also 
associated with longer survival. The mean 
survival of patients who responded (n = 9) 
was 159 months, compared with 109 months 
for those who did not respond (n = 10) and 
64 months for untreated patients (P = 0.035 
and P = 0.01, respectively). Unexpectedly, 
treatment resulted in high-grade hematologic 
toxicity in several patients.

These results indicate that pretargeted radio-
immunotherapy is a promising treatment for 
high-risk patients with metastatic MTC.

Original article Chatal J-F et al. (2006) Survival 
improvement in patients with medullary thyroid 
carcinoma who undergo pretargeted anti-
carcinoembryonic-antigen radioimmunotherapy: a 
collaborative study with the French Endocrine Tumor 
Group. J Clin Oncol 24: 1705–1711

Animal study points the way 
for future obesity treatments

Obesity has become an important world-
wide health problem, not least because it is 
asso ciated with a host of related conditions, 
including diabetes. Preclinical studies have 
shown that the hypothalamic metabolism 
of fatty acids affects appetite and glucose 
metabolism in normal animals. American and 
Italian researchers hypothesized that a defect 
in hypothalamic lipid sensing might contribute 
to the insulin resistance seen in a rat model of 
diet-induced obesity and insulin resistance. 
Specifically, they investigated whether inhibi tion 
of lipid oxidation in the hypothalamus would 
restore lipid sensing.

Sprague-Dawley rats were fed a standard 
diet or one supplemented with 10% lard. Within 
3 days, the overfed rats had doubled their daily 
caloric intake and developed severe insulin 
resistance. In vivo studies demonstrated that 
the overfed rats had impaired lipid sensing: an 
exogenous increase in the level of circulating 
lipids failed to increase hypothalamic levels of 
fatty acids in these animals. Moreover, Pocai 
et al. found that inhibiting lipid oxidation in the 
hypothalami of overfed rats restored normal 
lipid sensing, and normalized food intake and 
glucose homeostasis.

ncpendmet_HIGHLIGHTS_JULY.indd   364ncpendmet_HIGHLIGHTS_JULY.indd   364 20/6/06   3:43:23 pm20/6/06   3:43:23 pm

Nature  Publishing Group ©2006



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (None)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /SyntheticBoldness 1.00
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage false
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 450
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.00000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 450
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.00000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 2400
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.00000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck true
  /PDFX3Check false
  /PDFXCompliantPDFOnly true
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    0.30000
    0.30000
    0.30000
    0.30000
  ]
  /PDFXOutputIntentProfile (OFCOM_PO_P1_F60)
  /PDFXOutputCondition (OFCOM_PO_P1_F60)
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /False

  /Description <<
    /JPN <FEFF3053306e8a2d5b9a306f300130d330b830cd30b9658766f8306e8868793a304a3088307353705237306b90693057305f00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /FRA <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU <FEFF004e005000470020005000520049004e005400200050004400460020004a006f00620020004f007000740069006f006e0073002e002000320032006e0064002000530065007000740065006d00620065007200200032003000300034002e002000500044004600200031002e003300200043006f006d007000610074006900620069006c006900740079002e>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [665.858 854.929]
>> setpagedevice




