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Supplementary Table 1a:
Spearman correlation analysis for patient characteristics in the r-hFSH stimulated group. Correlations with Spearman r >0.5 or <-0.5 and p < 0.0023 were highlighted.
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Supplementary Table 1b: 
Spearman correlation analysis for patient characteristics in the r-hFSH: r-hLH stimulated group. Correlations with Spearman r >0.5 or <-0.5 and p < 0.0023 were highlighted. 
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[bookmark: _Toc184393582][bookmark: _Toc190420093]Supplementary Table 2a and 2b:
The analysis was repeated in a multiparametric approach (MANOVA, using R) for the largest (n=1123, Table 2a) and the smallest sample set (n=285, Table 2b). The results obtained for “CC of all oocytes (n=1123)” and “CC of all oocytes forming a GQE on day 5 (n=285)” were comparable. The expression in the two treatment groups was statistically different. This difference was detectable for EFNB2 and GOT1 but also for CAMK1D and SLC6A9. The largest differences observed were between 0.5 and 0.75. As this were log2 values actual differences were between 1.4-1.7 fold or 40% to 70% higher/lower expression between the two stimulation groups.
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[bookmark: _Hlk166059175]Supplementary Table 2a: MANOVA results when comparing the CC gene expression in “All oocytes” sample set. P values are enumerated in the columns for 6 hypothesis (difference between the 2 groups ><0, <0.1, <0.5, <0.75, <1, <1.5log2), and the analysis was repeated for all combinations comprising 1, 2, 3, 4 or 5 gene expressions. All analyses were performed in R. The green line (indicating significance) is added for the ease of interpretation of the table. The first column detects difference between the 2 treatment groups. If this is 0=significant then the 5 columns to the right are considered. These allow an estimation on how large the difference is between the 2 treatments.  Blue arrows indicate the largest differences observed when considering the expression of only 1 or 2 or 3 genes.
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Supplementary Table 2b: MANOVA results when comparing the CC gene expression in “All oocytes forming a GQE on day 5” sample set. P values are enumerated in the columns for 6 hypothesis (difference between the 2 groups ><0, <0.1, <0.5, <0.75, <1, <1.5 log2), and the analysis was repeated for all combinations comprising 1, 2, 3, 4 or 5 gene expressions. All analyses were performed in R. The green line (indicating significance) is added for the ease of interpretation of the table. The first column detects difference between the 2 treatment groups. If this is 0=significant then the 5 columns to the right are considered. These allow an estimation on how large the difference is between the 2 treatments.  Blue arrows indicate the largest differences observed when considering the expression of only 1 or 2 or 3 genes.



Supplementary Table 3a:
Spearman correlation analysis for patient characteristics and gene expression data in the r-hFSH stimulated group. Correlations with Spearman r >0.5 or <-0.5 and p < 0.0023 were highlighted and discussed in detail.
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Supplementary Table 3b:
Spearman correlation analysis for patient characteristics and gene expression data in the r-hFSH:  r-hLH stimulated group. Correlations with Spearman r >0.5 or <-0.5 and p < 0.0023 were highlighted and discussed in detail.
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Age BMI Serum AMH otal FSH DOS Stimulation Serum FSH Serum LH Serum E2 Serum P4 M %2PN %Tr. Blast.
r- h FS H (vears) (kg/m2) (ug/l) ()] (#Days) (wrny ) (ng/l) (ug/l) (#@OPU)  (@Day1) (@Day5)
r r r r r r r r
“n “n @7 @n @n “n @n @n @n @n @n “n
Age Spearman r 0,11 0,20 0,11 0,19 026 0,20 0,10 015 0,14 017 0,12
p-value 0,45799 0,17153 0,44542 0,20105 0,07409 017526 0,49356 0,30011 0,34665 0,23938 0,43101
o Spearman r 0,03 0,03 0,10 025 017 0,00 -0,30 0,11 0,04 0,20
p-value 0,83193 0,84660 0,50827 0,08586 0,24319 0,97692 0,03803 0,48067 0,76897 0,18304
Spearman r 025 016 0,32 0,08 0,05 0,10 0,10 016 024
Serum AMH
p-value 0,09627 0,28623 0,02970 0,59816 0,72945 0,52291 0,49518 0,28374 0,10727
S - -
Total FSH DOSE pearman ¢ 048 049 0,01 0,08 0,07 0,07 0,04 0,13
p-value 7,31E-04 0,00052 0,95795 0,58108 0,65565 0,61874 0,80507 0,37086
S r - - - -
Stimulation (#Days) pearman 0,26 0,14 0,08 0,08 0,12 0,06 0,03
p-value 0,07191 0,34484 0,60469 0,61492 0,40610 0,69338 0,82315
Spearman r -0,01 0,08 0,07 0,12 0,04 024
Serum FSH
p-value 093675 0,57865 0,62101 0,42280 0,80214 0,10499
S an r -
Serum LH pearm 0,10 0,35 0,02 0,03
p-value 0,48817 0,01638 0,87146 0,86180
S an r - -
Serum E2 pearm 042 0,11 0,13 0,12
p-value 0,00353 0,46063 0,39686 0,42386
S an r -
serum P4 pearm 0,08 023 0,00
p-value 0,60741 0,12010 0,99229
S an r -
# M peamm 027 026
p-value 007164 0,07560
Spearman r K
Y2PN 0,27
p-value 0,06521
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Age BMI Serum AMH otal FSH DOS Stimulation Serum FSH Serum LH Serum E2 Serum P4 Ml Y%2PN %Tr. Blast.
r-h FSH: r- hLH (vears) (kg/m2) (ug/l) () (#Days) ) (uny (ng/l) (ug/h) (#@OPU)  (@Dayl)  (@Day5)
(86) ) (86) (68) (86) (68) (86) (68) (86) (68) (86)
g Spearman 0,15 -0,09 0,18 0,11 0,13 023 038 029 0,11 -0,08 -0,10
p-value 0,23995 0,46389 0,14891 0,39163 0,28504 0,06507 0,00175 001717 0,38780 054744 0,40894
o Spearman 0,12 0,05 0,03 -0,38 -0,10 0,11 027 0,20 0,13 0,12
p-value 0,34161 0,68692 0,80815 0,00161 044647 0,39961 002544 0,11318 0,30561 0,33042
Spearman 011 -0,40 037 0,01 0,16 0,16 0,10 -0,01
Serum AMH
p-value 039654 0,00100 0,00230 0,96537 0,19380 0,20082 040473 0,93410
Spearman r - - -
Total FSHDOSE o 037 017 0,20 0,14 0,26 0,06 0,09
p-value 0,00248 0,16433 0,11446 0,26534 0,03233 0,64900 0,47757
Spearman r - - - -
Stimulation (#Days) P 0,09 0,01 0,17 0,09 0,19 0,04 0,01
p-value 0,45787 094582 0,17903 0,48751 0,12109 0,72591 0,94714
Spearman 042 0,30 041 0,11 0,15 0,07
Serum FSH
p-value 0,00043 0,01596 0,00054 0,36847 0,23360 0,60186
Spearman 023 039 0,23 -0,02 0,04
Serum LH
p-value 0,06174 000133 0,06443 0,90269 0,76641
Spearman 041 029 -0,05 0,03
Serum E2
p-value 0,00058 0,01981 0,67550 0,82854
Spearman r -
Serum P4 4 0,09 0,02 0,11
p-value 0,46193 0,89336 0,37348
Spearman r -
# M 4 0,18 020
p-value 0,15963 0,11561
Spearman r
Y2PN 0,39
p-value 0,00113
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gene combination P-value |  P-value P-value P-value P-value P-value
difference | difference  difference  difference  difference difference
fom0 |  smaller smaller smaller smaller smaller
| than0.1 than 0.5 than0.75  than1 than 1.5
SLC6AD 02047 | 05221 0 0 0 0
EFNB2 0 L1 <> 00101 0 0 0
SASH1 06259 | 0067 0 0 0 0
CAMKID 02863 | 0316 0 0 0 0
GoT1 lo | 09752 «—» 01 0 0 0
EFNB2,GOTL 0 1 0 0 0 0
CAMKID, EFNB2 0 [ 00987 <> 01l 0 0
CAMKID, GOT1 0 | 09998 0 0 0 0
SASH1, GOT1 0 | o0s22 0 0 0 0
GOTL, SLC6A9 0 | 09797 0 0 0 0
SASH1, EFNB2 0 [ 0 0 0 0
EFNB2, SLC6A9 0 [ 00494 0 0 0
SASHL, SLC6A9 0438 | 01303 0 0 0 0
CAMKID, SLC6A9 00608 | 06899 0 0 0 0
SASH1, CAMKID 04 | 01283 0 0 0 0
SASHL, GOTI,SLC6AO ] 0 09866 0 0 0 0
CAMKID, GOTL, SLC6A9 | 0 | 09997 0 0 0 0
SASHL, CAMKID,GOT1 | 0 | 09998 0 0 0 0
SASH1, EFNB2,SLC6A9 | 0 [ 0 0 0 0
SASH1, EFNB2, GOT1 0 [ 0 0 0 0
EFNB2,GOTL SLC6AY | 0 [ 0 0 0 0
SASH1, CAMKLD, EFNB2 | 0 [ 1e-04 0 0 0
CAMKID, EFNB2, SLC6A9 | 0 [ 0099 «—» 01 0 0
CAMKID, EFNB2,GOT1 |0 [ 1o 0 0 0
SASH1,CAMKID,SLC6AO 0.111 | 04233 0 0 0 0
SASHL EFNB2,GOTL, |0 1 0 0 0 0
SLC6A9 |
SASH1, CAMKLD, EFNB2, | 0 [ 0 0 0 0
GoT1
CAMKID, EFNB2,GOTL, | 0 [ 0 0 0 0
SLC6A9 3
SASH1, CAMKID, EFNB2, | 0 [ 2e-04 0 0 0
SLC6A9 |
SASH1, CAMKID, GOT1, 10 | 09997 0 0 0 0
SLC6A9 |
SASHL, CAMKID, EFNB2, ] 0 1 o o o o

GOT1, SLC6A9
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gene combination Pvalue | P-value P-value P-value P-value P-value
difference | difference difference difference difference difference
from0 | smallerthan smallerthan smallerthan  smallerthan smallerthan
i 05 075 1 15
GOT1 Jooozz | 0955 <« 2e041 0 0 0
CAMK1D 06993 | 02135 1e-04 0 0 0
SASH1 03214 | 04807 0 0 0 0
SLC6A9 03264 | 05819 00138 1e-04 [ 0
EFNB2 Jooos2 | 05739 «—» ooa1l [ o 0
SASHL, GOTL 00075 | 09359 Te-04 0 [ 0
CAMK1D, SLC6A9 03777 | 04923 6e-04 0 0 0
SASH1, EFNB2 00032 | 09752 00043 0 0 0
GOT1, SLC6A9 00066 | 09452 2e04 [ 0 0
EFNB2, GOT1 o | 0999 0014 0 0 0
EFNB2, SLC6A9 00021 | 09885 00677 «—» 01 [ 0
SASH1, SLC6A9 04758 | 03624 0 0 0 0
SASHL, CAMK1D 03558 | 04649 0 0 0 0
CAMK1D, GOT1 8e-04 | 09867 1 0.0014 0 0 0
CAMK1D, EFNB2 00028 | 09857 00598 «—» ol 0 o
SASH1, EFNB2, SLC6A9 100026 | 09831 10,0083 0 0 0
SASH1, CAMKLD, SLC6A9 03082 | 05325 1e-04 [ [ 0
CAMK1D, EFNB2, SLC6A9 00032 | 09867 00649 «— 01l [ 0
SASH1, CAMKLD, GOT1 00027 | 09756 6e-04 0 0 0
EFNB2, GOT1, SLC6AY 0 | 09992 0.0086 0 0 0
CAMK1D, GOT1, SLC6A9 00026 | 09768 8e-04 0 0 0
SASH1, CAMK1D, EFNB2 00049 | 09735 0.0057 0 0 0
SASH1, GOT1, SLC6A9 00152 | 09173 1e-04 [ 0 0
SASH1, EFNB2, GOT1 0 i 09992 0.0081 0 0 0
CAMKID, EFNB2, GOT1 0 | 09992 001 _<+—» ol [ 0
SASHI, CAMKID, EFNBZ, SLC6A9 00054 | 09753 00072 0 0 0
SASH1, CAMK1D, GOT1, SLC6A9 00067 | 09601 4e-04 0 0 0
SASH1, EFNB2, GOT1, SLC6A9 1e-04 | 09984 00048 [ 0 0
CAMK1D, EFNB2, GOT1, SLC6A9 1e-04 | 09985 0.0064 0 0 0
SASH1, CAMK1D, EFNB2, GOT1 1e-04 | 09984 00047 0 [ [
SASH1, CAMKID, EFNB2, GOT1, SLC6A9 ] 2604 09971 0.0031 [ 0 0
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h FS H SASH1 CAMK1D EFNB2 GOT1 SLC6A9 sTC2 HAS2 PTGS2 HSPH1 VCAN GSTA4
r (47) (47) (47) (47) (47 (45) (45) (45) (45) (45) (45)
N Speamanr 0,13 0,15 0,13 0,14 0,04 0,06 0,08 020 032 0,12 023
o
i p-value 0,37083 0,30880 039817 035093 0,79557 071450 0,60009 0,18246 003192 0,44907 0,13028
- Speamanr 0,13 0,07 022 009 0,06 013 0,32 0,00 016 024 0,05
p-value 0,39744 0,63918 0,14267 055874 0,69603 0,38446 0,02950 0,99075 029512 0,11291 072161
Sorum AMH Speamant 0,05 0,07 0,03 0,02 0,13 0,03 0,08 0,18 037 0,02 0,04
erum
p-value 0,74929 0,64249 0,85914 0,88771 0,39981 0,82990 0,58653 0,24486 001354 0,88659 0,78992
Spearmanr 0,11 0,04 0,13 0,18 0,01 0,02 0,02 .10 0,13 0,07 0,09
Total FSH DOSE
p-value 0,47677 0,76724 037372 0,23938 0,96806 0,89463 0,89771 0,52195 0,40357 0,66513 0,56205
__ Speamanr 0,15 0,03 0,15 0,00 0,17 0,10 0,14 0,08 013 0,03 0,00
Stimulation (#Days)
p-value 0,31065 0,82411 0,30018 099874 0,26493 049575 0,35554 061708 039767 0,83706 097612
Soram FSH Speamanr 0,05 0,05 0,06 011 0,14 0.25 0,04 0,01 047 019 024
erum
p-value 0,75189 0,74955 0,69826 044645 0,33518 0,09830 0,77534 093221 000109 0,20038 0,10869
Sorum LH Speamanr 0,17 0,07 021 0,18 0,08 02 0,20 022 013 0,06 0,03
erum
p-value 0,24884 0,65142 0,15713 0,21682 0,59659 0,08540 0,18647 0,15361 0,40287 0,67702 082978
Sorum E2 Speamant 0,34 0,02 0,07 0,12 0,01 017 0,05 0,02 0,13 0,16 0,11
erum
p-value 0,01857 0,87859 0,62597 043525 0,94404 0,26964 0,76686 091245 039117 029474 0,47456
Soram Pt Speamanr 0,15 0,12 0,07 017 0,08 0,02 0,14 0,15 0,12 030 014
erum
p-value 0,30172 0,40922 0,64995 024432 0,57548 0,90595 0,37398 0,30959 042303 004218 0,37398
ot Spearmanr 0,18 0,17 0,07 041 034 0.24 0,07 0,09 012 0,17 042
p-value 0,22102 0,26045 0,65461 000373 0,02036 0,10552 0,65150 054877 044082 0,26641 000410
. Spearmanr 0,10 0,05 0,10 017 0,07 0,03 0,15 0,09 0,28 0,07 0,05
p-value 0,51337 0,71603 0,49746 0,25206 0,65464 0,85561 0,33866 0,54160 006113 0,62666 074707
e Emb Speammant 0,12 0,11 0,00 0,06 0,10 0,08 0,37 0,05 020 0,06 0,10
. Embr.
p-value 0,41979 0,46356 0,97503 069204 0,51946 058010 001171 0,76767 0,18455 0,67567 051580
sashn Spearman 1 023 049 0,39 0,38 0,27 024 0,05 0,37 034
p-value 0,12181 0,00048 0,00664 0,01006 0,07276 0,10821 0,76620 0,01356 002312
ko Spearman 1 047 041 049 0,36 045 049 0,06 042 0,09
p-value 9,44E-04 0,00411 4.97E-04 001589 0,00213 6,03E-04 070204 0,00370 057122
2 Spearman 1 003 034 0,06 042 029 0,02
p-value 0,86037 0,01865 0,67352 0,00440 005176 0,90972
Spearman 0,05 0,06 016 031
GOT1
p-value 0,74787 0,68045 029514 0,03636
Spearman 1 0,27 027 023 0,36 040
SLC6A9
p-value 0,06768 0,07691 013164 0,01407 0,00582
Spearman 1 0,05 0,37 017 027 027
sTC2
p-value 0,74397 0,01345 0,27002 0,07232 007018
Spearman 1 041 031 0,11
HAS2
p-value 0,00474 0,03737 048914
Spearman 1 0,03 039 020
PTG S2
p-value 0,84605 0,00764 0,18131
Spearman 1 0,30 047
HSPH1
p-value 0,04418 1,236-03
Spearman 1 0,36
VCAN
p-value 0,01445
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SASH1 CAMK1D EFNB2 GOT1 SLC6A9 sTC2 HAS2 PTGS2 HSPH1 VCAN GSTA4
- - v
r-hFSH & r-hLH (66) (66) (66) (66) (66) (©1) (©1) (©1) (61 (©1) (©1)
N Speamanr 0,10 0,09 0,02 003 0,02 0,15 0,10 0,03 0,08 0,02 0,03
o
i p-value 0,44248 0,45803 0,86208 078516 0,88698 024228 0,45845 0,82255 052148 0,89642 0,82066
- Spearmanr 0,11 0,05 0,11 013 022 0,12 023 0,17 013 0,08 0,03
p-value 0,39374 0,67058 0,37367 031694 0,07084 036773 0,08078 0,19870 0,30625 0,52003 082516
Speamanr 0,25 0,18 027 0,17 023 0,03 0,17 028 0,08 0,18 0,03
Serum AMH
p-value 0,04625 0,15074 0,02923 0,15995 0,06837 081149 0,17877 0,02669 054379 017374 0,82927
Speamanr 0,10 0,20 043 0,00 0.28 0,14 0,30 0.29 0,02 0,17 0,02
|Total FSH DOSE
p-value 0,40329 0,11147 0,00035 097756 0,02137 027420 0,01935 0,02235 0,86245 0,19042 089199
__ Speamanr 0,13 0,08 0,16 0,12 021 0,01 0,06 0,14 0,00 0,06 0,00
Stimulation (#Days)
p-value 0,30924 0,50281 0,20555 0,34762 0,08888 095377 0,64462 0,29483 097468 0,62571 099325
Serum FSH Speammant 0,07 0,27 0,18 0,07 0,01 031 0,17 0,14 0,16 022 0,06
erum
p-value 0,55259 0,02964 0,14088 058614 091624 0,01456 0,18232 0,28618 021649 0,09599 0,67099
Sorum LH Speamanr 0,12 0,19 0,14 0,08 0,14 0,05 0,06 0,13 0,15 0,16 0,12
erum
p-value 0,32601 0,13671 0,25129 0,53331 0,27537 0,68567 0,62486 0,33302 0,24550 021152 0,37409
Sorum E2 Speamant 0,03 0,01 0,06 003 0,01 0,13 0,03 0,02 0,19 0,06 0,01
erum
p-value 0,79879 0,94774 0,62340 084110 0,92485 033072 0,81777 0,90678 0,14576 0,62074 094647
Soram Pt Speamant 0,04 0,05 0,05 002 0,07 0,14 011 0,09 0,13 0,01 0,02
erum
p-value 0,73769 0,68848 0,66337 0,87662 0,56318 027953 0,39520 0,48917 031794 0,94661 0,87621
o Speamant 0,05 0,03 0,39 027 0,15 0,16 020 017 003 013 0,15
p-value 0,71400 0,78198 0,00110 003042 024140 021817 0,12362 0,18595 0,80690 0,33572 0,26269
aon Speamanr 0,15 0,07 0,08 0,12 0,02 0,09 0,18 0,01 009 0,02 0,11
p-value 0,24367 0,56610 0,54033 032249 0,87255 051235 0,15516 0,93610 0,46930 0,88060 0,40640
sctr. Emiy Speammant 0,13 0,18 0,04 018 0,08 0,07 0,10 0,06 003 0,06 0,05
. Embr.
p-value 0,28440 0,14616 0,77452 015184 054131 0,57692 0,45198 0,64999 082512 0,62546 0,68905
sashn Spearman 1 0,29 023 038 0,04 0,18 0,24 024 034 0.25 0,06
p-value 0,01689 05962 0,00167 075149 0,15836 0,06771 0,05979 000774 0,05438 0,66668
Spearman 1 029 035 0,16 0,48 018 049 015
|CAMK1D
p-value 0,01652 0,00397 0,21400 1,02E-04 016169 7,23E-05 026013
Spearman 1 0,00 0,18 014 014
EFNB2
p-value 0,97625 0,14725 0,28268 0,28452
Spearman 0,39 0,10 031 0.26
|GOT1
p-value 1,06E-03 0,42761 0,01460 0,04361
Spearman 1 021 0,27 043 0,13 022 0,17
SLC6A9
p-value 0,11296 0,03489 5,656-04 0,30940 0,09517 0,18577
Spearman 1 0,03 024 015 0,12 0,19
sTC2
p-value 0,83528 0,06405 0,24663 0,37104 0,13722
Spearman 1 043 034 023
HAS2
p-value 5,52E-04 0,00688 007261
Spearman 1 024 0,03
PTG S2
p-value 0,06248 0,62801
Spearman 1 037 045
HSPH1
p-value 0,00336 2,96E-04
Spearman 1 0,02
IVCAN
p-value 0,85619





