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Apa R., Miceli F., Pierro E., Minici F., Fracasso A.M.,
Tropea A., Mancuso S. and Lanzone A.

Department of Obstetrics and Gynecology, Universita
Cattolica S. Cuoro, L.go A. Gemelli 8, Roma, Italy

Introduction: The relevance of the insulin-like growth factor
(IGFs) system in ovarian physiology has been extensively
demonstrated. Moreover, IGFs have been shown to enhance
steroidogenesis both in human granulosa and luteal cells.
Taking into account the reports that prostaglandin E2 (PGE2)

and prostaglandin F2a (PGF2a) have opposite (i.e. luteotropic
and luteolytic) effects on the human corpus luteum, we aimed
to study whether a correlation exists between IGFs effect on
progesterone secretion and the activation of the prosta
glandin system.

Materials and methods: Isolated human luteal cells were
cultured for different times (12, 24 and 48 h) with IGFI, IGFII
(10-100 ng/ml) and GH (100 ng/ml); PGE2 and PGF2a release
in culture media was assayed by radioimmunoassay.

Results: Both IGFI and II were able to induce PGE2 synthesis
in a time-and dose-dependent way while they both inhibited
PGF2a production. GH was also found able to significantly
reduce PGF2a synthesis; this effect was IGFI-mediated since
it was reverted by increasing concentrations of anti-IGFI
antibody. Conversely, GH had no effect on PGE2 production.

Discussion: In a recent paper of ours, we showed that IGFI
as well as II are able to stimulate progesterone secretion by
human luteal cells, suggesting a direct luteotropic action
exerted by these substances. In light of the evidence of a well
defined correlation between IGFs and prostaglandin release by
luteal cells, it is possible to suggest that IGFs could influence
luteal steroidogenesis by regulating the complex balance of
luteotropic and luteolytic effects exerted by the two different
prostanoids.
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Introduction: The biological properties of an immortalized
human granulosa cell line (COV434) are presented. The
following characteristics were considered essential for normal
functionality of granulosa cells: (i) increased synthesis and
secretion of 17p-oestradiol after stimulation of cytochrome
P450 aromatase with follicle stimulating hormone (FSH);
(ii) establishment of intercellular connections between the
immortalized granulosa cells and cells of a cumulus oophorus;
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and (iii) the potential response to similar inducers of apoptosis
as compared to natural granulosa cells.

Material and methods: The cell line of immortalized granu
losa cells was established from a primary human granulosa
cell tumour. Control granulosa cells were collected from
patients undergoing in-vitro fertilization (IVF) or intracyto
plasmic sperm injection (ICSI). The cells were studied under
light microscopy , with transmission electron microscopy and
with scanning electron microscopy under various conditions.
To assess the aromatase activity the cells were cultured in
Dulbecco's minimal essential medium (DMEM), supplemented
with 10% fetal calf serum (FCS) and 4-androstene-3, 17-dione
in presence of recombinant FSH, luteinizing hormone (LH)
or urinary human chorionic gonadotrophin (HCG) and the
concentrations of 17p-oestradiol and progesterone were meas
ured in the supernatant. mRNA of apoptosis-associated genes
were analysed by reverse transcription-polymerase chain reac
tion (RT-PCR) and various apoptotic protein expressions were
examined by Western blotting.

Results: Aromatase activity in the COY434-granulosa cells
was demonstrated by the rapid rise of the 17p-oestradiol
concentration in presence of FSH. No rise of progesterone
concentration was observed after the addition LH or HCG
neither could the LH-receptor be induced with FSH and l7P
oestradiol. Expression of various apoptosis-associated genes
was similar in both granulosa cell types. Multiple intercellular
connections were formed during co-culture of COy434-granu
losa cells with cumulus cells containing a viable oocyte but
not with cumulus cells devoid of an oocyte. Co-cultured with
COy434-granulosa cells, immature human oocytes remained
viable for 8 days, but degenerated thereafter.

Conclusions: The immortalized human granulosa cell line
COY434 contains many of the properties of natural granulosa
cells and may be instrumentalized for experimental studies on
follicular development.
*Project nr. 31-49834.96, funded by the Swiss National
Foundation.
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Introduction: Recent attention has been focused on the
implantation stage endometrial changes at the initiation of
decidual reaction induced by prostaglandins (PGs). PGs are
derived from arachidonic acid by the action of cyclo-oxygenase
(COX), and are comprised of two isoforms, COX-l and COX
2. COX-1 is a constitutional enzyme, and is present in many
human tissues, whereas COX-2 is induced by endocrinological
stimulation. The expression of COX-l is relatively uniform in
the oestrus cycle of mice, but the expression of COX-2 has


	0001_front cover
	0002_inside front cover
	0003_i
	0004_ii
	0005_iii
	0006_iv
	0007_v
	0008_vi
	0009_vii
	0010_viii
	0011_0001
	0012_0002
	0013_0003
	0014_0004
	0015_0005
	0016_0006
	0017_0007
	0018_0008
	0019_0009
	0020_0010
	0021_0011
	0022_0012
	0023_0013
	0024_0014
	0025_0015
	0026_0016
	0027_0017
	0028_0018
	0029_0019
	0030_0020
	0031_0021
	0032_0022
	0033_0023
	0034_0024
	0035_0025
	0036_0026
	0037_0027
	0038_0028
	0039_0029
	0040_0030
	0041_0031
	0042_0032
	0043_0033
	0044_0034
	0045_0035
	0046_0036
	0047_0037
	0048_0038
	0049_0039
	0050_0040
	0051_0041
	0052_0042
	0053_0043
	0054_0044
	0055_0045
	0056_0046
	0057_0047
	0058_0048
	0059_0049
	0060_0050
	0061_0051
	0062_0052
	0063_0053
	0064_0054
	0065_0055
	0066_0056
	0067_0057
	0068_0058
	0069_0059
	0070_0060
	0071_0061
	0072_0062
	0073_0063
	0074_0064
	0075_0065
	0076_0066
	0077_0067
	0078_0068
	0079_0069
	0080_0070
	0081_0071
	0082_0072
	0083_0073
	0084_0074
	0085_0075
	0086_0076
	0087_0077
	0088_0078
	0089_0079
	0090_0080
	0091_0081
	0092_0082
	0093_0083
	0094_0084
	0095_0085
	0096_0086
	0097_0087
	0098_0088
	0099_0089
	0100_0090
	0101_0091
	0102_0092
	0103_0093
	0104_0094
	0105_0095
	0106_0096
	0107_0097
	0108_0098
	0109_0099
	0110_0100
	0111_0101
	0112_0102
	0113_0103
	0114_0104
	0115_0105
	0116_0106
	0117_0107
	0118_0108
	0119_0109
	0120_0110
	0121_0111
	0122_0112
	0123_0113
	0124_0114
	0125_0115
	0126_0116
	0127_0117
	0128_0118
	0129_0119
	0130_0120
	0131_0121
	0132_0122
	0133_0123
	0134_0124
	0135_0125
	0136_0126
	0137_0127
	0138_0128
	0139_0129
	0140_0130
	0141_0131
	0142_0132
	0143_0133
	0144_0134
	0145_0135
	0146_0136
	0147_0137
	0148_0138
	0149_0139
	0150_0140
	0151_0141
	0152_0142
	0153_0143
	0154_0144
	0155_0145
	0156_0146
	0157_0147
	0158_0148
	0159_0149
	0160_0150
	0161_0151
	0162_0152
	0163_0153
	0164_0154
	0165_0155
	0166_0156
	0167_0157
	0168_0158
	0169_0159
	0170_0160
	0171_0161
	0172_0162
	0173_0163
	0174_0164
	0175_0165
	0176_0166
	0177_0167
	0178_0168
	0179_0169
	0180_0170
	0181_0171
	0182_0172
	0183_0173
	0184_0174
	0185_0175
	0186_0176
	0187_0177
	0188_0178
	0189_0179
	0190_0180
	0191_0181
	0192_0182
	0193_0183
	0194_0184
	0195_0185
	0196_0186
	0197_0187
	0198_0188
	0199_0189
	0200_0190
	0201_0191
	0202_0192
	0203_0193
	0204_0194
	0205_0195
	0206_0196
	0207_0197
	0208_0198
	0209_0199
	0210_0200
	0211_0201
	0212_0202
	0213_0203
	0214_0204
	0215_0205
	0216_0206
	0217_0207
	0218_0208
	0219_0209
	0220_0210
	0221_0211
	0222_0212
	0223_0213
	0224_0214
	0225_0215
	0226_0216
	0227_0217
	0228_0218
	0229_0219
	0230_0220
	0231_0221
	0232_0222
	0233_0223
	0234_0224
	0235_0225
	0236_0226
	0237_0227
	0238_0228
	0239_0229
	0240_0230
	0241_0231
	0242_0232
	0243_0233
	0244_0234
	0245_0235
	0246_0236
	0247_0237
	0248_0238
	0249_0239
	0250_0240
	0251_0241
	0252_0242
	0253_0243
	0254_0244
	0255_0245
	0256_0246
	0257_0247
	0258_0248
	0259_0249
	0260_0250
	0261_0251
	0262_0252
	0263_0253
	0264_0254
	0265_0255
	0266_0256
	0267_0257
	0268_0258
	0269_0259
	0270_0260
	0271_0261
	0272_0262
	0273_0263
	0274_0264
	0275_0265
	0276_0266
	0277_0267
	0278_0268
	0279_0269
	0280_0270
	0281_0271
	0282_0272
	0283_0273
	0284_0274
	0285_0275
	0286_0276
	0287_0277
	0288_0278
	0289_0279
	0290_0280
	0291_0281
	0292_0282
	0293_0283
	0294_0284
	0295_0285
	0296_0286
	0297_0287
	0298_0288
	0299_0289
	0300_0290
	0301_0291
	0302_0292
	0303_0293
	0304_0294
	0305_0295
	0306_0296
	0307_0297
	0308_0298
	0309_0299
	0310_0300
	0311_0301
	0312_0302
	0313_0303
	0314_0304
	0315_0305
	0316_0306
	0317_0307
	0318_0308
	0319_0309
	0320_0310
	0321_0311
	0322_0312
	0323_0313
	0324_0314
	0325_0315
	0326_0316
	0327_0317
	0328_0318
	0329_0319
	0330_0320
	0331_0321
	0332_0322
	0333_0323
	0334_0324
	0335_0325
	0336_0326
	0337_0327
	0338_0328
	0339_0329
	0340_0330
	0341_0331
	0342_0332
	0343_0333
	0344_0334
	0345_0335
	0346_0336
	0347_0337
	0348_0338
	0349_0339
	0350_0340
	0351_0341
	0352_0342
	0353_0343
	0354_0344
	0355_0345
	0356_0346
	0357_0347
	0358_0348
	0359_0349
	0360_0350
	0361_0351
	0362_0352
	0363_0353
	0364_0354
	0365_0355
	0366_0356
	0367_0357
	0368_0358
	0369_0359
	0370_0360
	0371_0361
	0372_0362
	0373_0363
	0374_0364
	0375_0365
	0376_0366
	0377_0367
	0378_0368
	0379_0369
	0380_0370
	0381_0371
	0382_0372
	0383_0373
	0384_0374
	0385_0375
	0386_0376
	0387_0377
	0388_0378
	0389_0379
	0390_0380
	0391_0381
	0392_0382
	0393_0383
	0394_0384
	0395_0385
	0396_0386
	0397_0387
	0398_0388
	0399_0389
	0400_0390
	0401_0391
	0402_0392
	0403_0393
	0404_0394
	0405_inside back cover
	0406_back cover



