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and Screening, The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China

Background: \When ovarian response to FSH stimulation for IVF/ICSI is unsatisfactory,
the FSH dose is often adjusted in the treatment cycles, thereby assuming that hormone
status and follicular development were insufficient for optimal stimulation.

Objectives: To evaluate whether serum delta FSH levels between D6 of gonadotrophin
use and basal serum FSH or between D6 of gonadotrophin use and D1 of gonadotrophin
use predict ovarian response in IVF/ICSI cycles.

Method: The participants of this retrospective study were chosen from the Reproductive
Medicine, The First Affiliated Hospital of Zhengzhou University between August 2015 and
December 2017 (n = 3,109), and during the COS, each participant was given a fixed dose
of rFSH in the first 6 days. Delta FSH1: The difference of serum FSH between D6 of
gonadotrophin use and basal serum FSH. Delta FSH2: The difference of serum FSH
between D6 of gonadotrophin use and D1 of gonadotrophin use. Logistic regression was
used to analyze the association between delta FSH1 level and delta FSH2 level and
ovarian response. Besides, we also use the tertile statistics to divide the groups.

Results: Part |: Delta FSH1 levels (mean: 1.41 + 3.46) in normal responders were higher
than delta FSH1 levels (mean: 1.07 = 23.89) in hyper responders (P = 0.0248). The tertile
of delta FSH1 is dif < 0, 0 < dif < 2.25 and dif > 2.25. Compared with the hyper responder,
the delta FSH1 (0 < dif < 2.25 and dif > 2.25) in the normal responder has a higher ratio
and is statistically significant. Part Il: Delta FSH2 levels (mean: 4.90 + 2.84) in normal
responders were similar with delta FSH2 levels (mean: 4.74 + 2.09) in hyper responders
(P = 0.103). The tertile of delta FSH1 is dif < 3.91, 3.91 < dif < 5.69 and dif > 5.69.
Compared with the hyper responders, the delta FSH2 (3.91 < dif < 5.69 and dif > 5.69) in
the normal responders has a higher ratio and is statistically significant.

Conclusions: There is a weak relationship between ovarian response and serum delta
FSH levels.
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INTRODUCTION

In the controlled ovarian stimulation (COS) for IVF/ICSI, the
approach to obtain the optimal ovarian response is still an
important topic to be discussed. Although more oocytes were
considered to be better over the past few decades, we now aim for
an optimal range of 8-15 oocytes (1, 2). Too few oocytes or a poor
response is associated with higher rates of treatment cycle
cancellation and lower pregnancy rates (3), but too many
oocytes or a hyper response is also associated with higher rates
of cycle cancellation and an increased risk of ovarian
hyperstimulation syndrome (OHSS) (4, 5). To find a direct and
non-invasive way to count the primordial follicles before the
COS, many studies have been conducted to correctly predict the
ovarian response to hyperstimulation (6). Until now, the antral
follicle count (AFC) and circulating anti-Miillerian hormone
(AMH) were the most accurate methods (7-10). In addition to
ovarian reserve status (i.e., antral follicle number), antral follicle
sensitivity, and FSH pharmacokinetics influence ovarian
response (11), the focus of treatment individualization has
been mainly on FSH dose adjustment.

The gonadotropin follicle stimulating hormone (FSH) plays a
central role in the regulation of the menstrual cycle and the
development of antral follicles (12, 13). For multi-follicular
growth, high amounts of exogenous FSH are administered
daily to achieve the FSH threshold (14, 15). Currently,
recombinant FSH (rFSH) is the most widely used (16, 17), and
it has shown bioavailability after single administration of 63-
66% (18, 19). Additionally, it will reach the steady state after 5-7
days of repeated administration (20). FSH dose individualization
based on an ovarian reserve test could theoretically improve IVF/
ICSI treatment outcome. Although we adjusted the FSH doses
according to body weight, oestrogen levels, and follicle condition,
a range from 100 to 600 IU per day has been used in practice
(21), without clear evidence suggesting that such extraordinarily
high dosages are effective (22). There is an urgent need for
substantiation of this concept by evaluating whether serum FSH
levels during stimulation with a fixed FSH dose indeed differ
between women with different ovarian responses.

Serum FSH levels measured during controlled ovarian
stimulation with rFSH are an adequate reflection of the in
vivo serum FSH levels to which the ovaries are exposed (23).
Because the basal serum FSH level was relatively stable and the
rFSH dose was unchanged in the first 6 days of FSH
stimulation, the serum delta FSH levels (between D6 of Gn
and basal serum FSH or between D6 of Gn and D1 of Gn) could
be a more reliable marker for FSH dose adjustment. To our
knowledge, no studies have been performed that directly
evaluate the relationship between serum delta FSH levels
during FSH stimulation and the ovarian response to COS for
IVE/ICSI in GnRH agonist cycles. If we assume that serum delta
ESH levels can be used to evaluate follicle sensitivity and FSH
pharmacokinetics to a certain extent, then we have a better
strategy to obtain to ideal number of retrieved oocytes.
Moreover, avoiding the use of unnecessary gonadotropin
reduces the cost of IVF/ICSI treatment. The aim of this study
was therefore to assess whether serum delta FSH levels differ

significantly between poor, normal, and hyper responders to a
fixed daily dose of rFSH protocol in GnRH agonist cycles.

MATERIAL AND METHODS
Study Population

From the 23,667 women, 3,109 women were included in this
study (Figure 1). The present study only includes patients who
underwent the first IVF/ICSI-ET cycles in the Reproductive
Medicine Center at the First Affiliated Hospital of Zhengzhou
University between August 2015 and December 2017. The
inclusion criteria were as follows: women aged <40 years with
a regular menstrual cycle (average cycle length between 21 and
35 days) and an indication for IVF of ICSI. Patients were treated
with an early follicular phase long-acting protocol. The rFSH
starting dose was 112.5 IU. The exclusion criteria were as follows:
body mass index (BMI) > 32 kg/m2, patients with ovarian
surgical history, infertility induced by ovarian factors
(including PCOS, POI, and endometriosis), and patients using
urofollitropin (Livzon, China) in the stimulation cycles. Part I:
According to the exclusion of missing basal serum FSH, 3,040
patients were included in the data analysis. Part II: According to
the exclusion of missing serum FSH on D1 of gonadotrophin,
1,872 patients were included in the data analysis.

IVF/ICSI-ET Protocols

After reaching downregulation criteria, all patients were given a
112.5 TU rFSH starting dose. The dose was unchanged for the first 6
days of Gn cycles during ovulation induction. After that, the Gn will
be increased or decreased in a timely manner according to the
number, size, and growth of follicles. The researchers will determine
the increase and decrease in Gn based on the hormone status and
follicular development. The criteria for HCG injection include the
following: when the diameter of one primary follicle is >20 mm and
the diameter of the other follicles is >18 mm or the quantity of
follicles with a diameter of =14 mm accounts for more than 2/3 of
the follicles. The trigger drug and HCG exposure time will be
determined by the researchers according to the patient’s body
weight, oestrogen levels, and follicle condition. Eggs will be
retrieved 36-37 h after HCG administration.

Outcome Measure

Part I: Delta FSH1 level (the difference between serum FSH level
on D6 of Gn use and basal serum FSH level) was the primary
outcome measure.

Part II: Delta FSH2 level (the difference between serum FSH level
on D6 of Gn use and serum FSH level on D1 of Gn use) was
the primary outcome measure.

Grouping Method

Step 1: In parts I and II, we used definitions of ovarian response
based on GnRH agonist protocols. In accordance with the
Bologna criteria, poor response was defined as the retrieval of
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Women undergoing the first IVF/ICSI
cycles at the First Affiliated Hospital of
Zhengzhou University
N=23667

N=22051
N=21766

Exclusion for age >40
N=1616
Exclusion for BMI>32
N=285

Exclusion for patients using

N=297
N=21469
Exclusion for protocols#early
follicular phase long-acting protocol

N=4043
Exclusion for missing D6FSH, retrieved oocytes
N=191

N=3852

urofollitropin (Livzon,China)

N=9871

Exclusion for starting dose #112.51U
N=7555

Exclusion for infertile due to ovary factors
N=727

Exclusion for poor responders

N=16
Part I: Exclusion for Part II: Exclusion for missing
missing Basal serum - Serum FSH on D1 of
FSH N=69 * ‘ Gonadotrophin N=1237
N=3040 N=1872

Normal responders
N=1527

Hyper responders
N=1513

Normal responders

I Hyper responders

N=935

FIGURE 1 | Patient selection flowchart.

less than four oocytes (irrespective of oocyte maturity) or
cancellation due to poor ovarian response (less than three
dominant follicles of >12 mm). Normal response was defined
as the retrieval of 4-15 oocytes, and hyper response was
defined as the retrieval of more than 15 oocytes or
cancellation due to an anticipated risk of OHSS.

Step 2: Because no consensus exists on delta FSH levels, we used
tertile statistics in Part I and Part IL

Statistical Analysis

Data were analysed using the SPSS statistical package (SPSS
version 13.0, Chicago, IL). Measurement data are described as
the means + sd, and differences between the groups were
compared using Student’s t-test and Wilcox’s test. The
categorical variables were compared using a Chi square test or
Fisher test, where appropriate. Multivariable statistical analysis
was used to assess the relationship between serum delta FSH levels
and the number of retrieved oocytes. All data are reported as the
mean with their associated standard deviations, and all tests were
two-tailed. P < 0.05 was considered statistically significant.

RESULTS

Baseline Information and Outcomes of
Patients

Of the 23,667 women included, 3,109 women were included in
this study (Figure 1). Of these women, 16 were categorized as

poor responders. Compared to the hyper responders and normal
responders, the sample size of poor responders was too small to
be discussed. We just analyzed only the hyper and normal groups.

Part |

According to the exclusion criteria for missing basal serum
FSH, 3,040 patients were included in the data analysis. Of these
women, 1,513 were hyper responders, and 1,527 were normal
responders. Baseline characteristics for the two response groups are
listed in Table 1. The ages of the two groups differed significantly.
The analysis showed that this result was due to a difference between
normal and hyper responders (29.32 + 3.71 versus 29.00 + 3.69
years, respectively; P = 0.0087). A significant difference was also
found in male age, duration of infertility, BMI, and AFC. Hyper
responders had a significantly higher BMI compared to normal
responders (22.80 + 2.56 versus 22.54 + 2.65, P = 0.0036), and a
significantly higher AFC (16.81 + 5.43 versus 15.12 + 5.33, P <
0.0001). Hyper responders had a significantly lower total
gonadotrophin dose (2058.87 + 649.98 versus 2141.97 + 683.31,
P = 0.0005) but a significantly higher Gn duration (13.92 +
1.97 versus 13.56 + 2.04, P < 0.0001), total oocytes obtained
(21.46 + 513 versus 11.17 + 2.85, P < 0.0001), no. of 2PN
oocytes (12.66 = 5.00 versus 6.87 + 3.03, P < 0.0001), no. of MII
oocytes (16.26 + 6.38 versus 8.43 + 3.73, P < 0.0001), and no. of
2PN cleavage embryos (15.11 + 5.82 versus 8.15 + 3.26, P < 0.0001).

Part Il
According to the exclusion criteria for missing serum FSH on D1
of gonadotrophin, 1,872 patients were included in the data
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TABLE 1 | Characteristics and outcomes of patients during August 2015 to December 2017.

Variable Partl P value Partll P value
Normal responders Hyper responders Normal responders Hyper responders

N 1627 15613 935 937
Female age 29.32 + 3.71 29.00 + 3.69 0.0087* 29.34 + 3.65 29.08 + 3.69 0.0974
Male age 30.59 + 5.03 30.09 + 4.73 0.006* 30.57 + 4.92 30.12 + 4.48 0.0682
Duration of infertility (years) 3.62 + 2.52 3.58 +2.47 0.9813 3.58 + 2.47 3.58 +2.55 0.9647
Body mass index (kg/m2) 22.54 + 2.65 22.80 + 2.56 0.0036* 22.67 +2.62 22.97 +2.59 0.0124*
Antral follicle count (n.) 156.12 £ 5.33 16.81 £ 5.43 <0.0001* 15.43 £ 5.43 16.97 + 5.59 <0.0001*
Infertility factors
Secondary infertility 631 (41.32) 650 (42.96) 0.36851 382 (40.86) 390 (41.62) 0.7362
Primary infertility 895 (58.61) 863 (57.04) 553 (59.14) 547 (58.38)
Treatment
ICSI 348 (22.79) 388 (25.64) 0.06619 193 (20.64) 222 (23.69) 0.11208
IVF 1179 (77.21) 1125 (74.36) 742 (79.36) 715 (76.31)
Total Gonadotrophin dose (IU) 2141.97 + 683.31 2058.87 + 649.98 0.0005* 2159.19 + 677.14 2044.97 + 645.96 0.0001*
Gonadotrophin duration (d) 13.56 + 2.04 13.92 £1.97 <0.0001* 13.683 £ 2.02 13.87 £ 1.93 <0.0001*
Total oocytes obtained (n.) 1117 £2.85 21.46 +5.13 <0.0001* 11.17 £ 2.86 21.45 + 5.08 <0.0001*
No. of 2PN oocytes 6.87 £ 3.03 12.66 + 5.00 <0.0001* 6.86 + 3.05 1243 £4.78 <0.0001*
No. of MIl cocytes 8.43 £ 3.73 16.26 + 6.38 <0.0001* 8.92 £ 3.28 16.89 + 5.62 <0.0001*
No. of 2PN cleavage embryos 8.15 + 3.26 16.11 £5.82 <0.0001* 8.26 + 3.26 15.06 + 5.80 <0.0001*
Outcomes <0.0001* <0.0001*
Whole embryo freezing 146 (9.57) 602 (39.79) 87 (9.32) 346 (36.93)
No cleavage 4 (0.26) 1(0.07) 3(0.32) 1(0.11)
Cancellation 1(0.07) 0 0 0

No insemination 12 (0.78) 3 (0.20) 8(0.85) 3(0.32)

No transfer 12 (0.79) 26 (1.72) 7 (0.75) 10 (1.07)

No transferred embryo 50 (3.28) 15 (0.99) 30 (8.22) 8 (0.85)
Transfer 1296 (84.98) 864 (57.11) 796 (85.32) 568 (60.62)
Abnormal fertilization 4 (0.26) 2 (0.13) 2 (0.21) 1(0.11)
Missing 2 2
*P < 0.05.

analysis. Of these women, 937 were hyper responders, and 935
were normal responders. Baseline characteristics for the two
response groups are listed in Table 1. There were no significant
differences in female age, male age, and duration of infertility. A
significant difference was found in BMI and AFC. Hyper
responders in comparison to normal responders had a
significantly higher BMI (22.97 + 2.59 versus 22.67 + 2.62, P =
0.0124) and a significantly higher AFC (16.97 + 5.59 versus 15.43 +
5.43, P < 0.0001). Compared to normal responders, hyper
responders had a significantly lower total Gn dose (2044.97 +
645.96 versus 2159.19 + 677.14, P = 0.0001) but significantly
higher Gn duration (13.87 + 1.93 versus 13.53 + 2.02, P < 0.0001),
total oocytes obtained (21.45 + 5.08 versus 11.17 + 2.86, P < 0.0001),
no. of 2PN oocytes (12.43 + 4.78 versus 6.86 + 3.05, P < 0.0001), no.
of MII oocytes (16.89 + 5.62 versus 8.92 + 3.28, P < 0.0001), and no.
of 2PN cleavage embryos (15.06 + 5.80 versus 8.26 + 3.26,
P <0.0001).

Serum Hormone Levels

Part |

Basal serum FSH levels were significantly lower in normal
responders than in hyper responders (P < 0.0001). For normal
and hyper responders, the means of serum FSH on D1 of Gn
were 3.20 = 2.50 and 2.96 + 1.20 mIU/ml (P = 0.0002),
respectively. Additionally, the mean of serum FSH on D6 of
Gn was significantly higher in normal versus hyper responders
(8.03 £ 1.83 versus 7.69 + 1.87 mIU/ml, P < 0.0001). Hyper

responders also had a significantly higher basal serum E2 (44.44 +
249.38 versus 41.26 + 43.46 pg/ml, P = 0.0267) and serum E2 on D6
of Gn (165.66 + 185.35 versus 135.20 + 156.72 pg/ml, P < 0.0001).
No significant differences were found for basal serum LH, basal
serum PRL, serum LH on D1 of Gn, serum E2 on D1 of Gn, serum
P4 on D1 of Gn, serum LH on D6 of Gn, and serum P4 on D6 of Gn
(Table 2).

Part Il

Basal serum FSH levels were significantly higher in normal
responders than in hyper responders (P < 0.0001). For normal
and hyper responders, the means of serum FSH on DI of Gn
were 3.20 + 2.47 and 2.96 + 1.19 mIU/ml (P = 0.0002),
respectively. Additionally, the mean of serum FSH on D6 of
Gn was significantly higher in normal versus hyper responders
(8.10 + 1.90 versus 7.70 + 1.68 mIU/ml, P < 0.0001). Hyper
responders also had a significantly higher serum E2 level on D6
of Gn (128.44 + 130.97 versus 168.72 + 188.31 pg/ml, P <
0.0001). No significant differences were found for basal serum
LH, basal serum E2, basal serum PRL, serum LH on D1 of Gn,
serum E2 on D1 of Gn, serum P4 on D1 of Gn, serum LH on D6
of Gn, and serum P4 on D6 of Gn (Table 2).

Serum Delta FSH

Part |

Delta FSH1 levels (mean: 1.41 + 3.46) in normal responders are
higher than delta FSH1 levels (mean: 1.07 + 23.89) in hyper
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TABLE 2 | Hormonal levels of patients during August 2015 to December 2017.

Variable Part |

Normal responders Hyper responders
N 1627 1518
Basal serum FSH 6.62 + 3.26 6.62 + 23.85
Basal serum LH 5.43 + 9.51 5.31 + 2.96
Basal serum E2 41.26 + 43.46 44.44 + 249.38
Basal serum P4 0.74 £ 1.33 0.73 £ 1.03
Basal serum PRL 20.39 + 27.31 22.27 + 66.11
Serum FSH on D1 of Gn 3.20 + 2.50 2.96 + 1.20
Serum LH on D1 of Gn 0.63 + 0.99 0.57 £ 0.36
Serum E2 on D1 of Gn 8.31 + 7.56 7.52 +6.30
Serum P4 on D1 of Gn 0.48 £ 0.22 0.49 = 0.21
Serum FSH on D6 of Gn 8.03 + 1.83 7.69 +1.87
Serum LH on D6 of Gn 0.51 +£0.77 0.47 + 0.95
Serum E2 on D6 of Gn 135.20 + 156.72 165.66 + 185.35
Serum P4 on D6 of Gn 0.15+0.20 0.15 £ 0.17
Delta FSH1 1.41 + 3.46 1.07 + 23.89
Delta FSH2 / /

P value Part i P value
Normal responders Hyper responders
935 937
<0.0001* 6.55 + 3.05 594 +1.34 <0.0001*
0.0755 5.66 + 12.11 5.25 £2.97 0.5419
0.0267* 41.07 + 44.67 38.27 + 27.17 0.2945
0.0433* 0.79 £ 1.57 0.73£1.07 0.3311
0.6051 20.59 + 32.28 21.35 + 45.96 0.1097
0.0002* 3.20 + 2.47 2.96 + 1.19 0.0002*
0.4677 0.62 £ 0.97 0.57 £ 0.36 0.5455
0.0643 8.26 + 7.49 7.562 +6.28 0.0908
0.3024 0.48 £ 0.22 0.49 £ 0.21 0.2399
<0.0001* 8.10 £ 1.90 7.70 £ 1.68 <0.0001*
0.0936 0.49 £ 0.54 0.47 £ 0.54 0.0438*
<0.0001* 128.44 + 130.97 168.72 + 188.31 <0.0001*
0.4136 0.14 £ 0.19 0.13+0.16 0.7113
0.0248* / / /
/ 4.90 £ 2.84 4.74 £ 2.09 0.103

Delta FSH1 = FSH on D6 of gonadotrophin -Basal serum FSH Delta FSH2 = FSH on D6 of gonadotrophin -FSH on D1 of gonadotrophin.

Gn = Gonadotrophin, FSH (mlU/mi), LH (mlU/mi), E2 (pg/ml), P4 (ng/ml), PRL (ng/mi).
P < 0.05.

responders (P = 0.0248) (Table 2). The tertile of delta FSH1 is
dif <0, 0 < dif < 2.25 and dif > 2.25. Compared with the normal
responder, the delta FSH1(0 < dif < 2.25 and dif > 2.25) has a
higher ratio than the hyper responder and is statistically
significant (Table 3).

Part Il

Delta FSH2 levels (mean: 4.90 + 2.84) in normal responders were
higher than delta FSH2 levels (mean: 4.74 + 2.09) in hyper
responders (P = 0.103) (Table 2). The tertile of delta FSH1 is
dif < 3.91, 3.91 < dif < 5.69 and dif > 5.69. Compared with the
hyper responder, the delta FSH2 (3.91 < dif < 5.69 and dif > 5.69)
has a higher ratio than the normal responder and is statistically
significant (Table 4).

Correlation

Part |

We found a weak but significant correlation between delta FSH1
levels (0 < dif < 2.25) and the number of retrieved oocytes. After
adjusting for female age, there was a relationship between
ovarian response and the delta FSH1 (0 < dif < 2.25) (OR 1.45;
95% CI, 1.19-1.76). After adjusting for female age, infertility
year, basal serum FSH and AFC, there was a relationship

TABLE 3 | Tertile of Delta FSH1.

between ovarian response and delta FSH1 (0 < dif < 2.25) (OR
1.46; 95% CI, 1.19-1.79) (Table 5).

Part I

We found a weak but significant correlation between delta FSH2
levels (3.91 < dif < 5.69) and the number of retrieved oocytes.
After adjusting for female age, there was a relationship between
ovarian response and the delta FSH2 (3.91 < dif < 5.69) (OR 0.73;
95% CI, 0.59-0.91). After adjusting for female age, infertility
year, basal serum FSH and AFC, there was a relationship
between ovarian response and the delta FSH2 (3.91 < dif <
5.69) (OR 0.81; 95% CI, 0.63-1.03) and delta FSH2 (dif > 5.69)
(OR 1.17; 95% CI, 0.91-1.51) (Table 5).

DISCUSSION

This study demonstrates that slightly higher delta FSH1 levels
and delta FSH2 levels are present in normal responders
compared to hyper responders undergoing the first IVF/ICSI
cycles at the Reproductive Medicine Center. When performing a
multivariable statistical analysis for the number of retrieved
oocytes, infertility year, basal serum FSH level and AFC did

TABLE 4 | Tertile of Delta FSH2.

Variable Part | P value Variable Part I P value
Normal responders Hyper responders Normal responders Hyper responders

N 1627 1513 N 935 937

Delta FSH1 Delta FSH2

dif <0 326 (21.35) 245 (16.19) 0.00094* dif < 3.91 289 (30.91) 336 (35.86) 0.0268*

O<dif<225 700 (45.84) 760 (50.23) 3.91 < dif <5.69 336 (35.94) 288 (30.74)

dif > 2.25 501 (32.81) 508 (33.58) dif > 5.69 310 (33.16) 313 (33.4)

Delta FSH1 = FSH on D6 of gonadotrophin -Basal serum FSH.
*P < 0.05.

Delta FSH2 = FSH on D6 of gonadotrophin -FSH on D1 of gonadotrophin.
P < 0.05.
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TABLE 5 | Association of Delta FSH with ovarian response among patigiits
during August 2015 to December 2017.

case/contiol OR (95%CD)* OR (95%a)**

Delta FSHI

dif <0 326/245 1.00 (reference) 1.00 (reference)

O<dif<225 700/760 1.45 (1.19-1.76) 1.46 (1.19-1.79)

dif > 2.25 501/508 1.36 (1.10-1.67) 1.37 (1.10-1.70)
Delta FSH2

dif < 3.91 289/336 1.00 (reference) 1.00 (reference)

3.91 < dif < 5.69 336/288 0.73 (0.59-0.91) 0.81 (0.63-1.03)

dif > 5.69 310/313 0.86 (0.69-1.08) 1.17 (0.91-1.51)

OR, odds ratio; Cl, confidence interval.
*Adjusted for female age.
**Adjusted for female age, infertility year, basal serum FSH, and Antral follicle count.

not appear to play a more important role in determining the
response to rFSH stimulation than serum delta FSH levels. A
recent study by S.C. Oudshoorn et al. concluded that there is no
consistent relationship between ovarian response and serum FSH
levels on the day of hCG trigger in a 150 IU fixed dose treatment
protocol. Because the studies only focused on serum FSH levels
on the day of hCG trigger, it is difficult to directly compare these
results to our study (23).

In our study, we divided the women undergoing IVF/ICSI
cycles into Part I (missing the basal serum FSH level) and Part II
(missing the serum FSH level on D1 of Gn). Normal responders
have higher serum FSH levels on D1 of Gn and serum FSH levels
on D6 of Gn either in Part I or Part II. One explanation for these
results is that normal responders could have antral follicles that
can be explained by a different sensitivity or insensitivity of
follicles to FSH. FSH stimulates follicular growth by binding to
its receptors localized in the granulosa cells of the follicles (24—
26). The analysis of patient-specific genotypes might lead to an
individualized pharmacogenomic approach to controlled
ovarian stimulation (COS). However, no consensus has been
established regarding if the genetic variations of these receptors
influence serum FSH levels and the degree of ovarian response to
stimulation (27-30). Therefore, variation in FSH receptor
genotypes is unlikely to be the main reason for the difference
in the number of oocytes retrieved in response to standard FSH
dose stimulation. Another explanation for this result in normal
responders could be that the hyper responders have a higher BMI
compared to the normal responders in both Part I and Part II.
Several studies have shown that serum FSH levels after
administration of rFSH are influenced by the route of
administration (intravenous or subcutaneous), body weight
and the administered rFSH dose (31-33). Hence, higher BMI
in hyper responders could explain why there was no increase in
serum FSH level on D1 of Gn and serum FSH level on D6 of Gn
in those women.

Currently, there is no research regarding the relationship
between serum delta FSH levels and retrieved oocytes. Therefore,
there is no consensus for us to reference when grouping the
patients by serum delta FSH levels and then to tripartite the
women according to the statistical scheme. In Part I, hyper
responders have a higher ratio to higher delta FSH1 levels. This
finding is inconsistent with the conclusions that normal

responders have higher delta FSH1. This result may be due to
the inconsistency caused by the individualized differences.
However, normal responders have a higher ratio to higher
delta FSH2 levels, which is consistent with the conclusions that
normal responders have higher delta FSH2. Serum delta FSH
levels differed conversely between the response groups than we
had hypothesized when designing the study. This finding may
seem to be in contrast to these studies, suggesting that a higher
dose of FSH leads to higher serum FSH levels and a slightly
greater oocyte yield (22, 34). We must draw a conclusion
carefully because this study lacks data from poor responders.

Most previous studies illustrate that 8-15 oocytes give a
pregnancy rate plateau, and there seems to be no benefit of
creating an excessive response with only higher risks of
jeopardizing the patients’ health and increasing costs of IVF/
ICSI treatment (35). Even though doctors have paid attention to
the problem, approximately 20% of women undergoing IVF/
ICSI experience an excessive response (36), and up to 7% may
develop OHSS. In the stimulation protocol, researchers will
determine the increase and decrease in Gn based on the
hormone status and follicular development after D6 of Gn.
Even if the hyper responders use a lower total gonadotrophin
dose, 40% of patients still underwent whole embryo freezing
because of the high ovarian response. The serum delta FSH level
can be an additional marker to guide the adjustment of the rFSH
dose in the agonist cycles.

The present study has several strengths. First, to increase the
reliability of the results, all blood samples from patients were
collected at approximately the same point in the experiments.
Moreover, the rFSH used was the same, and the rFSH dose was
unchanged in the first six days of FSH stimulation. Additionally,
several limitations should be mentioned. While we excluded
women with a different FSH starting dose, a dose adjustment
during the treatment cycle could possibly affect the number of
oocytes obtained. Compared to the normal and hyper
responders, the sample size of the poor responders was too
small to be discussed.

In general, the results of this study show that there is a weak
relationship between ovarian response and serum delta FSH
levels in the rFSH fixed dose treatment protocol. This finding
may imply that decreasing the dose of rFSH in women who
respond highly will lead to a more ideal oocyte yield and improve
the safety of IVF/ICSI treatment. However, these issues should be
studied in a larger trial with poor responders and a true dose
comparison design.

DATA AVAILABILITY STATEMENT

The datasets generated for this study are available on request to
the corresponding author.

ETHICS STATEMENT

The studies involving human participants were reviewed and
approved by Research Ethics Committee of the First Affiliated

Frontiers in Endocrinology | www.frontiersin.org

November 2020 | Volume 11 | Article 536100


https://www.frontiersin.org/journals/endocrinology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/endocrinology#articles

Hu et al.

Serum FSH Level and Ovarian Response

Hospital of Zhengzhou University. The patients/participants
provided their written informed consent to participate in
this study.

AUTHOR CONTRIBUTIONS

LH performed the original trial. LH and BS designed the study.
LH carried out all necessary data analyses and in collaboration
with BS wrote the article. YM, FW, and HS collected all data. LL
revised the article. All authors participated in the interpretation
of the data and provided significant revisions. YS read and
approved the final version of the article. All authors contributed
to the article and approved the submitted version.

REFERENCES

1. van der Gaast MH EM, van der Net JB, de Boer EJ, Burger CW, van Leeuwen
FE, Fauser BC, et al. Optimum number of oocytes for a successful first IVE
treatment cycle. Reprod BioMed Online (2006) 13:476-80.

2. Sunkara SK RV, Raine-Fenning N, Bhattacharya S, Zamora J, Coomarasamy
A. Association between the number of eggs and live birth in IVF treatment: an
analysis of 400 135 treatment cycles. Hum Reprod (2011) 26:1768-74. doi:
10.1093/humrep/der106

3. Zhen XM QJ, Li R, Wang LN, Liu P. The clinical analys is of poor ovarian
response in in-vitro-fertilization embryo-transfer among Chinese couples.
J Assist Reprod Genet (2008) 25:17-22. doi: 10.1007/s10815-007-9187-9

4. JiJ, LiuY, Tong XH, Luo L, Ma ], Chen Z. The optimum number of oocytesin
IVF treatment: an analysis of 2455 cycles in China. Hum Reprod (2013)
28:2728-34. doi: 10.1093/humrep/det303

5. Steward RG, Lan L, Shah AA, Yeh JS, Price TM, Goldfarb JM, et al. Oocyte
number as a predictor for ovarian hyperstimulation syndrome and live birth:
an analysis of 256,381 in vitro fertilization cycles. Fertil Steril (2014)
101:967-73. doi: 10.1016/j.fertnstert.2013.12.026

6. BroekmansF] K, Hendriks DJ, Mol BW, Lambalk CB. A systematic review of
tests predicting ovarian reserve and IVF outcome. Hum Reprod Update (2006)
12:685-718. doi: 10.1093/humupd/dml034

7. Fauser BC, van Heusden AM. Manipulation of Human Ovarian Function:
Physiological Concepts and Clinical Consequences. Endocr Rev (1997) 18:71-
106. doi: 10.1210/edrv.18.1.0290

8. Gougeon A, Ecochard R, Thalabard JC. Age-related changes of the population
of human ovarian follicles: increase in the disappearance rate of nongrowing
and early- growing follicles in aging women. Biol Reprod (1994) 50:653-63.
doi: 10.1095/biolreprod50.3.653

9. Broer SL, Mol B, Hendriks D, Broekmans FJM. The role of antimullerian
hormone in prediction of outcome after IVF: comparison with the antral
follicle count. Fertil Steril (2009) 91:705-14. doi: 10.1016/j.fertnstert.
2007.12.013

10. Hansen KR, Hodnett G, Knowlton N, Craig LB. Correlation of ovarian reserve
tests with histologically determined primordial follicle number. Fertil Steril
(2011) 95:170-5. doi: 10.1016/j.fertnstert.2010.04.006

11. Karlsson MO, Wade J, Loumaye E, Munafo A. The population
pharmacokinetics of recombinant- and urinary-human follicle stimulating
hormone in women. Br J Clin Pharmacol (1998) 45:13-20. doi: 10.1046/
j.1365-2125.1998.00644.x

12. Macklon NS, Fauser B. Follicle development during the normal menstrual
cycle. Maturitas (1998) 30:181. doi: 10.1016/S0378-5122(98)00072-3

13. Gougeon A. Regulation of ovarian follicular development in primates: facts
and hypotheses. Endocr Rev (1996) 17:121-55. doi: 10.1210/edrv-17-2-121

14. Ben-Rafael Z, Strauss JR, Mastroianni LJr, Flickinger GL. Differences in
ovarian stimulation in human menopausal gonadotropin treated woman
may be related to follicle-stimulating hormone accumulation. Fertil Steril
(1986) 46:586-92. doi: 10.1016/S0015-0282(16)49632-9

FUNDING

This work was funded by the Chinese Medical Association
Clinical Medical Research Special Fund Project (FDN-
17020190688), the Medical Science and Technology Research
Project Joint Co-construction Project of Henan Province (FDN-
2018020116), and the Henan Provincial Higher Education Key
Research Project Plan (FDN-19A320056).

ACKNOWLEDGMENTS

The authors thank the staff of Reproductive Medicine Center,
First Affiliated Hospital of Zhengzhou University for their
cooperation and support.

15. van der Meer M HP, Scheele F, Schoute E, Veersema S, Schoemaker J. Follicle
stimulating hormone (FSH) dynamics of low dose step-up ovulation
induction with FSH in patients with polycystic ovary syndrome. Hum
Reprod (1994) 9:1612-7. doi: 10.1093/oxfordjournals.humrep.a138761

16. Smitz J, Wolfenson C, Chappel S, Ruman J. Follicle-Stimulating Hormone: A
Review of Form and Function in the Treatment of Infertility. Reprod Sci
(2016) 23:706-16. doi: 10.1177/1933719115607992

17. Macklon NS, Stouffer R, Giudice LC, Fauser BC. The science behind 25 years
of ovarian stimulation for in vitro fertilization. Endocr Rev (2006) 27
(2):170-207. doi: 10.1210/er.2005-0015

18. Olsson H, Sandstrom R, Grundemar L. Different pharmacokinetic and
pharmacodynamic properties of recombinant follicle-stimulating hormone
(rFSH) derived from a human cell line compared with rFSH from a non-
human cell line. J Clin Pharmacol (2014) 54:1299-307. doi: 10.1002/jcph.328

19. le Contonnec JY, Porchet H, Beltrami V, Khan A, Toon S, Rowland M.
Clinical pharmacology of recombinant human follicle-stimulating
hormone. II. Single doses and steady state pharmacokinetics. Fertil Steril
(1994) 61:679-86.

20. Voortman G, Mannaerts B, Huisman JA. A dose proportionality study of
subcutaneously and intramuscularly administered recombinant human
follicle- stimulating hormone (Follistim*/Puregon) in female volunteers.
Fertil Steril (2000) 73:1187-93. doi: 10.1016/s0015-0282(00)000542-2

21. Nargund G, Fauser B, Macklon NS, Ombelet W, Nygren K, Frydman R. The
ISMAAR proposal on terminology for ovarian stimulation for IVF. Hum
Reprod (2007) 22:2801-4. doi: 10.1093/humrep/dem285

22. Sterrenburg MD, Veltman-Verhulst S, Eijkemans M]J, Hughes EG, Macklon
NS, Broekmans FJ, et al. Clinical outcomes in relation to the daily dose of
recombinant follicle-stimulating hormone for ovarian stimulation in in vitro
fertilization in presumed normal responders younger than 39 years: a meta-
analysis. Hum Reprod Update (2011) 17:184-96. doi: 10.1093/humupd/
dmq041

23. Oudshoorn SC, van Tilborg TC, Hamdine O, Torrance HL, Eijkemans MJC,
Lentjes EGWM, et al. Ovarian response to controlled ovarian hyperstimulation:
what does serum FSH say? Hum Reprod (2017) 32(8):1701-9. doi: 10.1093/
humrep/dex222

24. Simoni M, Gromoll ], Nieschlag E. The follicle-stimulating hormone receptor:
biochemistry, molecular biology, physiology, and pathophysiology. Endocr
Rev (1997) 18:739-73. doi: 10.1210/edrv.18.6.0320

25. Zheng W, Magid M, Kramer EE, Chen YT. Follicle-stimulating hormone
receptor is expressed in human ovarian surface epithelium and fallopian tube.
Am J Pathol (1996) 148(1):47-53.

26. Casarini L, Pignatti E, Simoni M. Effects of polymorphisms in gonadotropin
and gonadotropin receptor genes on reproductive function. Rev Endocr Metab
Disord (2011) 12:303-21. doi: 10.1007/s11154-011-9192-2

27. Perez Mayorga M, Gromoll ], Behre HM, Gassner C, Nieschlag E, Simoni M.
Ovarian response to follicle-stimulating hormone (FSH) stimulation depends
on the FSH receptor genotype. ] Clin Endocrinol Metab (2000) 85:3365-9. doi:
10.1210/jcem.85.9.6789

Frontiers in Endocrinology | www.frontiersin.org

November 2020 | Volume 11 | Article 536100


https://doi.org/10.1093/humrep/der106
https://doi.org/10.1007/s10815-007-9187-9
https://doi.org/10.1093/humrep/det303
https://doi.org/10.1016/j.fertnstert.2013.12.026
https://doi.org/10.1093/humupd/dml034
https://doi.org/10.1210/edrv.18.1.0290
https://doi.org/10.1095/biolreprod50.3.653
https://doi.org/10.1016/j.fertnstert.2007.12.013
https://doi.org/10.1016/j.fertnstert.2007.12.013
https://doi.org/10.1016/j.fertnstert.2010.04.006
https://doi.org/10.1046/j.1365-2125.1998.00644.x
https://doi.org/10.1046/j.1365-2125.1998.00644.x
https://doi.org/10.1016/S0378-5122(98)00072-3
https://doi.org/10.1210/edrv-17-2-121
https://doi.org/10.1016/S0015-0282(16)49632-9
https://doi.org/10.1093/oxfordjournals.humrep.a138761
https://doi.org/10.1177/1933719115607992
https://doi.org/10.1210/er.2005-0015
https://doi.org/10.1002/jcph.328
https://doi.org/10.1016/s0015-0282(00)000542-2
https://doi.org/10.1093/humrep/dem285
https://doi.org/10.1093/humupd/dmq041
https://doi.org/10.1093/humupd/dmq041
https://doi.org/10.1093/humrep/dex222
https://doi.org/10.1093/humrep/dex222
https://doi.org/10.1210/edrv.18.6.0320
https://doi.org/10.1007/s11154-011-9192-2
https://doi.org/10.1210/jcem.85.9.6789
https://www.frontiersin.org/journals/endocrinology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/endocrinology#articles

Hu et al.

Serum FSH Level and Ovarian Response

28.

29.

30.

31.

32.

33.

Grigorova M, Punab M, Ausmees K, Laan M. FSHB promoter polymorphism
within evolutionary conserved element is associated with serum FSH level in
men. Hum Reprod (2008) 23:2160-6. doi: 10.1093/humrep/den216

Behre HM, Greb R, Mempel A, Sonntag B, Kiesel L, Kaltwasser P, et al. Significance
of a common single nucleotide polymorphism in exon 10 of the follicle-stimulating
hormone (FSH) receptor gene for the ovarian response to FSH: a pharmacogenetic
approach to controlled ovarian hyperstimulation. Pharmacogenet Genomics (2005)
15(7):451-6. doi: 10.1097/01.fpc.0000167330.92786.5¢

Simoni M, Casarini L. Mechanisms in endocrinology: Genetics of FSH action:
a 2014- and-beyond view. Eur ] Endocrinol (2014) 170:91-107. doi: 10.1530/
EJE-13-0624

Mannaerts BM RF, Out HJ, Coelingh Bennink H. Clinical profiling of
recombinant follicle stimulating hormone (rFSH; Puregon): relationship
between serum FSH and efficacy. Hum Reprod Update (1996) 2:153-61. doi:
10.1093/humupd/2.2.153

Out HJ RA, Fleming R, Tay CC, Trew G, Ledger W, Cahill D. A randomized,
double-blind, multicentre clinical trial comparing starting doses of 150 and
200 IU of recombinant FSH in women treated with the GnRH antagonist
ganirelix for assisted reproduction. Hum Reprod (2004) 19:90-5. doi: 10.1093/
humrep/deh044

SteinkampfMP H, Nichols JE, Slayden SH. Effect of obesityon recombinant
follicle-stimulating hormone absorption: subcutaneous versus intramuscular
administration. Fertil Steril (2003) 80:99-102. doi: 10.1016/S0015-0282(03)
00566-1

34.

35.

36.

Arce JC, Andersen A, Fernandez-Sinchez M, Visnova H, Bosch E, Garcia-
Velasco JA, et al. Ovarian response to recombinant human follicle-stimulating
hormone: a randomized, antirnllerian hormone-stratified, dose-response trial
in women undergoing in vitro fertilization/intracytoplasmic sperm injection.
Fertil Steril (2014) 102:1633-40. doi: 10.1016/j.fertnstert.2014.08.013

Briggs R, Kovacs G, MacLachlan V, Motteram C, Baker HW. Can you ever
collect too many oocytes? Hum Reprod (2015) 30:81-7. doi: 10.1093/humrep/
deu272

Broer SL, Dolleman M, van Disseldorp J, Broeze KA, Opmeer BC, Bossuyt
PM, et al. IPD-EXPORT Study Group. “Prediction of an excessive response in
in vitro fertilization from patient characteristics and ovarian reserve tests and
comparison in subgroups: an individual patient data meta-analysis. Fertil
Steril (2013) 100:420-9. doi: 10.1016/j.fertnstert.2013.04.024

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Copyright © 2020 Hu, Sun, Ma, Li, Wang, Shi and Sun. This is an open-access article
distributed under the terms of the Creative Commons Attribution License (CC BY).
The use, distribution or reproduction in other forums is permitted, provided the
original author(s) and the copyright owner(s) are credited and that the original
publication in this journal is cited, in accordance with accepted academic practice. No
use, distribution or reproduction is permitted which does not comply with these terms.

Frontiers in Endocrinology | www.frontiersin.org

November 2020 | Volume 11 | Article 536100


https://doi.org/10.1093/humrep/den216
https://doi.org/10.1097/01.fpc.0000167330.92786.5e
https://doi.org/10.1530/EJE-13-0624
https://doi.org/10.1530/EJE-13-0624
https://doi.org/10.1093/humupd/2.2.153
https://doi.org/10.1093/humrep/deh044
https://doi.org/10.1093/humrep/deh044
https://doi.org/10.1016/S0015-0282(03)00566-1
https://doi.org/10.1016/S0015-0282(03)00566-1
https://doi.org/10.1016/j.fertnstert.2014.08.013
https://doi.org/10.1093/humrep/deu272
https://doi.org/10.1093/humrep/deu272
https://doi.org/10.1016/j.fertnstert.2013.04.024
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/endocrinology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/endocrinology#articles

	The Relationship Between Serum Delta FSH Level and Ovarian Response in IVF/ICSI Cycles
	Introduction
	Material and Methods
	Study Population
	IVF/ICSI-ET Protocols
	Outcome Measure
	Grouping Method
	Statistical Analysis

	Results
	Baseline Information and Outcomes of Patients
	Part I
	Part II

	Serum Hormone Levels
	Part I
	Part II

	Serum Delta FSH
	Part I
	Part II

	Correlation
	Part I
	Part II


	Discussion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	Funding
	Acknowledgments
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /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
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /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
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


