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Abstract

Objectives: The aim of the study was to evaluate dosing of
recombinant human luteinizing hormone (r-hLH) or human
menopausal gonadotrophin (hMG)-derived medications with
LH activity in ovarian stimulation (OS) cycles for in vitro fertil-
ization (IVF)/intracytoplasmic sperm injection (ICSI). Design: A
non-interventional study was performed to analyse data from
the German RecDate database (January 2007-December
2011). Participants/Materials, Setting, Methods: Starting/total

r-hLH/hMG dose, OS duration/cycle number, r-hLH/hMG ini-
tiation day (first day of administration), and population/cycle
characteristics were assessed in women (>18 years)
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undergoing OS for IVF/ICSI using r-hLH or hMG-derived
medications (excluding corifollitropin alfa, clomiphene cit-
rate, letrozole, mini/micro-dose human chorionic gonado-
trophin, and urofollitropin alone). Data were summarized
descriptively. Results: 67,858 identified cycles utilized med-
ications containing r-hLH (10,749), hMG (56,432), or both
(677). Mean (standard deviation) OS duration with r-hLH and
hMG was 10.1 (4.43) and 9.8 (6.16) days, respectively. Median
(25th-75th percentile) r-hLH starting dose (75.0 [75.0-150.0] 1U)
was consistent across patients regardless of age, infertility
diagnosis, or gonadotrophin-releasing hormone (GnRH) proto-
col. Median (25th-75th percentile) hMG-derived LH activity
starting dose was 225.0 (150.0-300.0) IU, regardless of GnRH
protocol, but was lower in women aged <35 years and those
with ovulation disorders/polycystic ovary syndrome. Median
(25th-75th  percentile) total dose for r-hLH (750.0
[337.5-1,125.0] IU) and hMG-derived LH activity (1,575.0
[750.0-2,625.0] IU) varied according to patients’ age, infertility
diagnosis, cycle number, and r-hLH/hMG initiation day. GnRH
antagonist use resulted in a numerically higher median total
hMG-derived LH activity dose than GnRH agonist use.
Limitations: The data used in this study were taken from
electronic medical records relating to a specific timeframe
(2007-2011) and therefore may not accurately reflect current
clinical practice; however, it is likely that the differences
between the two compounds would be maintained. Addi-
tionally, secondary data sources may suffer from uniformity
and quality issues. Conclusions: The standard of care for OS
cycles is described with respect to IVF/ICSI treatment includ-
ing an LH component in Germany during the specified

timeframe. © 2023 The Author(s).
Published by S. Karger AG, Basel

Introduction

Infertility is a disease of the female or male reproduc-
tive systems and is defined as the inability to achieve
pregnancy after more than 12 months (or more than
6 months for women aged 35 years or older) of regular
unprotected sexual intercourse [1, 2]. The estimated
prevalence for infertility in Germany is 7.5% in women
of childbearing age and 6.5% in men, based on a study
that used data from the German Family Panel [3, 4].
According to the German In Vitro Fertilization (IVF)
Registry (D-I-R) Annual Report 2019, the female indications
for IVF include tubal pathology (22.5%), endometriosis
(13.9%), ovulatory dysfunction (7.2%), hyperandrogenism/
polycystic ovaries (4.8%), and psychogenic factors (0.3%),
with the remainder due to “other factors” (including cervical
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factor) (24.0%), “no underlying pathology” (23.4%), or no
information (0.4%). Each of these female indications may be
accompanied by a male factor [5].

Natural female reproduction involves follicle develop-
ment and ovulation coordinated by the complementary
action of follicle-stimulating hormone (FSH) and lutei-
nizing hormone (LH) [6]. In the early follicular phase, in
response to LH, theca cells convert cholesterol to andro-
gens, which enter the granulosa layer and are converted to
oestrogen via FSH-induced aromatization [7]. In gran-
ulosa cells, FSH- and LH-dependent actions activate
intracellular signalling cascades that drive steroidogene-
sis, follicular maturation, ovulation, and luteinization [6,
8, 9]. The physiological function of LH and FSH is
regulated by the hypothalamic-pituitary-gonadal axis,
and impairment of this axis may affect gonadotrophin
secretion and action, with subsequent loss of the intra-
ovarian signalling cascades, ultimately leading to
infertility [10].

Previously, only infertility caused by reduced circulating
endogenous gonadotrophin levels (i.e., quantifiable LH and
FSH production deficiency) was associated with conditions
such as hypogonadotropic hypogonadism, and the spec-
trum of conditions was classified as WHO type 1 anov-
ulatory disorders [11]. However, the definition of hypo-
gonadotropic hypogonadism has since been expanded and
now includes any gonadal failure (associated with reduced
gametogenesis and reduced gonadal steroid production)
due to reduced gonadotrophin production or action
[12]. As such, LH and FSH deficiency is now recognized
in a broader group of patients seeking fertility treatment
[13-17]. In addition to disruption of the natural repro-
ductive process, LH and FSH deficiency may be induced
during ovarian stimulation (OS) treatment, i.e., through
oral contraceptive pill pre-treatment or gonadotrophin-
releasing hormone (GnRH) analogue co-treatment, re-
sulting in a suboptimal response to OS [18, 19].

The classification of infertile patients based on ovarian
response has led to individualized treatment in specific
patient subpopulations [20]. During OS, protocols usu-
ally require exogenous gonadotrophins; and in many
patients, OS with FSH alone is sufficient to induce
multi-follicular development [21]. However, patients
with LH and FSH deficiency undergoing OS also require
exogenous LH, in addition to FSH, to maximize ovarian
function [22, 23].

Recombinant human LH (r-hLH) is a highly pure
source of LH and is co-administered with recombinant
human FSH (r-hFSH) or administered as a fixed 2:1 ratio
r-hFSH:r-hLH combination treatment. r-hLH was first
approved by the European Medicines Agency in 2000 for
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the stimulation of follicular development in adult women
[24]. Randomized controlled trials including women with
severe LH and FSH deficiency showed that combination
treatment with the fixed 2:1 r-hFSH:r-hLH combination
treatment was safe and effective for inducing follicular
development [25-28].

Menotrophins, including human menopausal gonado-
trophin (hMG), have been marketed and used in repro-
ductive medicine as an exogenous gonadotrophin to
support follicular development for over three decades
[29, 30]. Highly purified hMG (HP-hMG) products
marketed in Germany are produced from the urine of
post-menopausal women and contain equal amounts of
urinary human FSH (u-hFSH) and LH activity, mainly
driven via the action of human chorionic gonadotro-
phin (hCG), which is present in HP-hMG [30-33].
According to the indication, hMG is used as a stand-
alone medication; nevertheless, in clinical practice, it
is often used in combination with r-hFSH or u-
hFSH [5].

Treatment protocols that include r-hLH and r-hFSH
co-treatment and protocols that include hMG are com-
monly used to support follicular development [34, 35].
Individualization of OS based on patient characteristics,
such as ovarian reserve and previous response to OS,
results in varying gonadotrophin starting doses and intra-
cycle dose adjustments, and it is not clear what doses of
r-hLH or hMG-derived LH activity are being used during
OS for IVF/intracytoplasmic sperm injection (ICSI) in
routine clinical practice. Thus, the aim of this study was to
describe the real-world dosing characteristics of r-hLH
and hMG-derived LH activity, used as part of different
protocols, in OS cycles for IVF/ICSI across fertility
centres in Germany.

Materials and Methods

Study Design

This was a descriptive non-interventional cohort study
based on secondary use of data collected from the RecDate
database between 2007 and 2011. The RecDate database, pro-
grammed according to the software development environment
FileMaker Pro, enabled the collection, documentation, and
evaluation of reproductive medicine (ART cycles, daily injec-
tion doses, and follow-up data) from 71 fertility centres in
Germany [36].

Patient Population

Women (aged >18 years) undergoing OS for IVF/ICSI treat-
ment (first or subsequent cycle) with a protocol with either r-hLH-
or hMG-containing medications using autologous oocytes (re-
gardless of indication) were included. Treatment cycles with
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corifollitropin alfa, clomiphene citrate, letrozole, mini- or
micro-dose hCG, or urofollitropin, if used alone (without LH)
during the cycle, were excluded.

Study Medications

For the purposes of this publication and due to the differences
in origin (recombinant or hMG-derived) of the LH activity, as well
as to differences in possible treatment combination strategies, the
study cohorts were defined as follows: (i) OS cycles for IVF/ICSI
containing a medication with r-hLH (including >1 medication
treatment line item of r-hLH and no medication containing hMG
reported in the same treatment cycle); (ii) OS cycles for IVF/ICSI
with a medication containing hMG-derived LH activity (includ-
ing >1 medication treatment line item of hMG, and no medication
containing r-hLH reported in the same treatment cycle); (iii) OS
cycles for IVF/ICSI containing the use of both r-hLH and hMG.
Medications containing only FSH (recombinant or urinary derived)
were also assessed to define the possible gonadotrophin combina-
tion treatment strategies. Due to the possible cross-over in the
combination strategies (e.g., treatment with hMG and r-hFSH in the
same cycle), the dosing characteristics for medications containing
FSH were not classified according to the origin (recombinant or
urinary derived) and were generally described as FSH.

The r-hLH containing medications included in the database
were Luveris® and Pergoveris®. The hMG medications included in
the database were Merional® and Menogon HP®. The FSH
medications included in the database were Bravelle®, Fostimon®,
Gonal-f®, Puregon®, other u-hFSH, and other r-FSH.

If LH was received as part of a compound that contained both LH
and FSH activity (e.g., 2:1 ratio r-hFSH:r-hLH combination treatment
or a HP-hMG containing equal amounts of FSH and LH-like activity),
the corresponding daily dose of exogenous LH and FSH received with
different treatment strategies was calculated based on the LH and FSH
ratio in that compound (e.g., 150 IU 2:1 ratio r-hFSH:r-hLH combi-
nation treatment equals 150 IU r-hFSH and 75 IU r-hLH and 225 IU
HP-hMG equals 225 IU FSH and 225 IU LH activity). Total dose of
LH was calculated as the sum of the daily doses (IU) of LH
administered per cycle, and total dose of FSH was calculated as the
sum of the daily doses (IU) of FSH administered per cycle.

Patient and Cycle Characteristics

The patient characteristics assessed at the start of a cycle were
age (years), body mass index (BMI [kg/m?]), and type of infertility
(including endometriosis, ovulation disorders/polycystic ovary
syndrome [PCOS], tubal factor, uterine/cervical factors, male
factor, unexplained [idiopathic], other). The cycle characteristics
assessed were type of treatment (conventional IVF, IVF/ICSI,
other), GnRH protocol, medication used to trigger ovulation,
type of combinations (treatment strategy), dose of LH and FSH
(IU) at the start of each OS cycle (defined as starting dose), total
dose of LH and FSH (IU) used for a complete cycle, the duration of
OS (days), treatment rank (i.e., whether it was the first, second,
third, fourth, or later treatment cycle), and day of LH stimulation
initiation (cycles for which LH stimulation started at day 1 of OS
and cycles for which LH stimulation started later).

Statistical Analysis

The scope of the study was to summarize data descriptively. No
statistical comparisons between groups were performed, and any
differences observed in the results between the groups are referred
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to as numerical rather than statistical differences. Categorical data were
summarized by the number and percentage of patients in each
category. Continuous data were summarized by the number of cycles,
minimum and maximum values, mean, standard deviation (SD),
median, and lower and upper quartiles. The analysis related to
r-hLH/hMG dose was performed for the overall patient population,
as well as the patient subgroups stratified according to age, GnRH
protocol used, primary infertility cause, treatment cycle rank, and day
of LH stimulation. No attempt has been made to remove or correct
any unrealistic dose values assumed to be caused by data entry error.

Results

Patient Characteristics

A total of 67,858 OS treatment cycles for IVF/ICSI
were identified: 10,749 cycles with a medication contain-
ing r-hLH, 56,432 cycles with a medication containing
hMG, and 677 cycles in which both r-hLH and hMG
products were used. Due to the comparatively low num-
ber in the third group (including the use of r-hLH and
hMG products during the same treatment cycle), these
cycles are not described further in this manuscript.

The mean (SD) age of the overall population was 36.2
(4.58) years, and mean (SD) BMI was 23.7 (4.51) kg/m?. In
total, 43,156 (63.6%) cycles were the first treatment cycle;
16,023 (23.6%) were the second; 5,716 (8.4%) were the third;
and 2,963 (4.4%) were the fourth or later. Overall, 62.7% of
cycles used a GnRH agonist protocol, and 18.1% of cycles
used a GnRH antagonist protocol. Patients using GnRH
antagonist were generally older (mean 37.1 [SD: 4.59] years)
compared with patients using GnRH agonist (mean 35.8
[4.50] years). “Male factor” was the most frequent type of
infertility (32.7%) overall, followed by tubal pathology
(16.3%). Cycle characteristics were generally balanced
across treatment groups (Table 1), except for recombinant
hCG being used for ovulation triggering more often in
cycles with r-hLH than with hMG (68.3% and 40.1%,
respectively) and urinary hCG being used more often for
ovulation triggering in cycles with hMG than with r-LH
(59.5% and 29.9%, respectively). The mean (SD) duration of
OS was 10.1 (4.43) days in the r-hLH group and 9.8 (6.16)
days in the hMG group.

Treatment Strategies

A list of all treatment combinations assessed is shown
in Online Resource 1. Three dominant combinations
were observed among the treatment cycles with r-hLH
medication: co-administration of r-hLH and FSH as two
separate compounds (61.7%), 2:1 r-hFSH:r-hLH combi-
nation treatment (23.8%), and 2:1 r-hFSH:r-hLH combi-
nation treatment with an additional FSH compound

Dosing Characteristics of LH: German
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(13.3%). In the hMG-derived LH activity group, only
hMG (61.6%) and hMG with an additional FSH com-
pound (38.4%) were observed.

Starting and Total Dose of LH and FSH

Some extreme (unrealistic) dose values were observed
(such as very low or very high dose values, likely caused
by data entry error); therefore, median values were used to
describe dosing characteristics instead of mean, as median
values are less sensitive to outliers. The median (25th-75th
percentile) starting dose of r-hLH was 75.0 (75.0-150.0) IU,
and the median starting dose of hMG-derived LH activity
was 225.0 (150.0-300.0) IU, associated with a median starting
FSH dose of 225.0 (150.0-300.0) IU in the r-hLH group and
225.0 (225.0-300.0) IU in the hMG-derived LH activity
group (Fig. la). The median total r-hLH dose was 750.0
(337.5-1,125.0) IU, and the median total hMG-derived LH
activity dose was 1,575.0 (750.0-2,625.0) IU, associated with
a median total FSH dose of 2,006.0 (1,350.0-2,850.0) IU in
the r-hLH group and 2,325.0 (1,500.0-3,300.0) IU in the
hMG-derived LH activity group (Fig. 1b).

Dosing Characteristics According to

Stratification Factors

Dosing characteristics of r-hLH, hMG-derived LH ac-
tivity, and FSH according to the different stratification
factors are demonstrated in Figures 2 and 3. The median
starting dose of r-hLH was consistent across patient groups
stratified by age (<35 years and >35 years), primary diag-
nosis for infertility, and the type of GnRH protocol (antag-
onist or agonist). The median starting dose of r-hLH
increased from the third treatment cycle. The median
starting dose of hMG-derived LH activity was not influ-
enced by the type of GnRH analogue used but was lower in
younger (<35 years) versus older (>35 years) women, and in
women with ovulation disorders/polycystic ovary syndrome
versus other primary diagnoses of infertility. In both treat-
ment groups, the median starting dose of LH differed in
patients who started r-hLH or hMG on the first day of OS
and in those who started r-hLH or hMG after the first day.

The median total dose varied across the patient groups
stratified by the primary diagnosis of infertility, the
number of treatment cycles, and according to age in
both study groups (numerically higher doses seen in
older patients). The median total dose of hMG-derived
LH activity was also numerically higher in patients using
GnRH antagonist versus GnRH agonist. Higher median
total doses of both r-hLH and hMG-derived LH activity
were seen in patients who started their r-hLH or hMG
after the first day of OS compared with those who started
on the first day of OS.
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Table 1. Cycle characteristics

r-hLH (n = 10,749) hMG-derived LH activity (n = 56,432)

Age, years

n (%) with non-missing data 10,749 (100.0) 56,432 (100.0)

Mean (SD) 36.1 (4.27) 36.2 (4.64)

Median (25th, 75th percentile) 36.6 (33.2, 39.3) 36.8 (33.0, 39.6)
BMI, kg/m?

n (%) with non-missing data 10,489 (97.6) 55,380 (98.1)

Mean (SD) 23.2 (4.06) 23.8 (4.58)

Median (25th, 75th percentile) 22.3 (20.5, 24.9) 22.7 (20.8, 25.5)
Type of treatment, n (%)

ICSI 7,916 (73.6) 38,960 (69.0)

IVF 2,274 (21.2) 13,733 (24.3)

IVF/ICSI 139 (1.3) 679 (1.2)

Not planned 420 (3.9) 3,060 (5.4)
Treatment cycle rank, n (%)

First 6,777 (63.0) 36,054 (63.9)

Second 2,531 (23.5) 13,300 (23.6)

Third 970 (9.0) 4,650 (8.2)

Fourth or later 471 (4.4) 2,428 (4.3)
Type of infertility, n (%)

Male factor 2,082 (30.7) 11,921 (33.1)

Tubal factor 909 (13.4) 6,056 (16.8)

Endometriosis 524 (7.7) 2,889 (8.0)

Ovulation disorders/PCOS 230 (3.4) 1,527 (4.2)

Uterine, cervical factor 79 (1.2) 354 (1.0)

Unexplained (idiopathic) 361 (5.3) 2,316 (6.4)

Other 2,592 (38.2) 10,991 (30.5)
Duration of OS, days

n (%) with non-missing data 10,749 (100.0) 56,432 (100.0)

Mean (SD) 10.1 (4.43) 9.8 (6.16)

Median (25th, 75th percentile) 10.0 (8.0, 11.0) 10.0 (8.0, 11.0)
GnRH protocol used, n (%)

Agonist 6,377 (59.4) 35,640 (63.3)

Antagonist 2,317 (21.6) 9,807 (17.4)

None 2,034 (19.0) 10,864 (19.3)
Medication used for ovulation triggering, n (%)

GnRH agonist 181 (1.8) 169 (0.3)

r-hCG 7,024 (68.3) 21,404 (40.1)

u-hCG 3,071 (29.9) 31,755 (59.5)

Other 4 (0.0 2 (0.0)

OS, ovarian stimulation; GnRH, gonadotrophin-releasing hormone; hMG, human menopausal gonado-
trophin; ICSI, intracytoplasmic sperm injection; IVF, in vitro fertilisation; LH, luteinizing hormone; PCOS,
polycystic ovary syndrome; r-hCG, recombinant human chorionic gonadotrophin; r-hLH, recombinant
human LH; SD, standard deviation; u-hCG, urinary hCG.

Discussion

This descriptive non-interventional real-world study,
using data collected from routine clinical practice, as-
sessed dosing characteristics of gonadotrophin com-
pounds with exogenous r-hLH and hMG-derived LH
activity in a population of patients undergoing OS for
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IVF/ICSI in Germany between 2007 and 2011. Dosing
characteristics were assessed in the overall patient pop-
ulation as well as across subgroups of patients stratified by
age, GnRH protocol, type of infertility, number of treat-
ment cycles, and day of LH initiation. The study included
data collected from 71 fertility centres in Germany,
representing 55.5% of the centres in the country [37],
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Fig. 1. Median starting (a) and total (b) dose of LH and FSH according to treatment group (r-hLH or hMG-

derived LH activity).

and therefore reflects the predominant treatment strat-
egies used in clinical practice for OS during the specified
timeframe.

The results showed that a larger proportion of OS
cycles were initiated with hMG rather than r-hLH prod-
ucts during the study time period. The characteristics of
women in both treatment groups were generally similar
with regards to age, BMI, type of infertility, and number
of previous treatment cycles, suggesting that the choice of
urinary or recombinant LH products was not heavily
influenced by patient characteristics. It has previously
been reported that products containing LH are more
likely to be used in patients with poor ovarian response,
patients with advanced age, and those with previous
unsuccessful IVF/ICSI treatment [11, 35, 38], suggesting
that clinicians recognize specific subgroups of LH-
deficient patients. A potential reason for the higher use
of hMG observed in our study is that urinary-derived
gonadotrophins have been used in reproductive medicine
in Germany and other European countries for a longer
period of time compared with recombinant gonadotro-
phins. Clinicians were likely more familiar with hMG
products due to the longer history of clinical use com-
pared with r-hLH products, such as Pergoveris, which
received marketing approval in the European Union on
June 25, 2007 [39].

In our study, the use of medications containing hMG
was associated with numerically higher starting and total
doses of LH and FSH compared with the use of r-hLH.
The observed differences in dosing characteristics in our
study are consistent with results of a worldwide survey
assessing management of the sub-group of patients with
poor ovarian response, which may require more individ-
ualized treatment approaches compared with the overall

Dosing Characteristics of LH: German
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patient population included in our study [40]. The survey
showed that 38% of physicians initiated treatment with
the 75-150 U starting dose of hMG and 25% initiated
treatment with the >225 IU dose of hMG. Among
physicians who prescribed r-hLH to their patients, 91%
initiated treatment with the 75-150 IU dose of r-hLH and
9% with the >225 IU dose of r-hLH [40]. These findings
suggest that the commonly prescribed starting dose of
r-hLH in r-hFSH:r-hLH treatment of 75-150 IU is be-
lieved by clinicians to be sufficient to support follicular
development. Furthermore, a previous study using data
from the German RecDate system database [41] showed
that the total dose of r-hFSH was significantly lower in
patients treated with a 2:1 fixed combination of r-hFSH:r-
hLH compared with hMG alone or compared with
combination treatment of hMG and r-hFSH (p <
0.001). As LH was received in a fixed ratio with FSH
in both cases, patients receiving r-hFSH:r-hLH were also
exposed to a lower dose of LH compared with the dose of
hMG-derived LH-like activity in those receiving hMG,
consistent with the observations from our study [41].
In our analysis, we show that the main factors asso-
ciated with dosing of r-hLH and hMG-derived LH ac-
tivity were age, primary diagnoses of infertility, number
of treatment cycles, and day of LH or hMG initiation. The
starting and total dose of hMG-derived LH activity were
generally lower in younger (<35 years) versus older
patients (>35 years), and in women with ovulation
disorders/PCOS versus women with other primary diag-
noses of infertility. The starting dose of r-hLH did not
differ according to age or primary diagnosis of infertility;
however, the total dose was also generally higher in older
patients. In the r-hLH group, both the starting and total
dose increased with the number of stimulation cycles. In

Gynecol Obstet Invest 2023;88:214-225 219
DOI: 10.1159/000530360

€202 1290300 z| uo 3senb Aq Jpd-09£0£5000/9¥2Z66E/Y | 2/t/88/HPd-8jo1e/106/wod 1eb.1ey//:d)y woly papeojumoq


https://doi.org/10.1159/000530360

r-hLH group <35 —_— r-hLH group GnRH agonist
% r-hLH group =35 I % r-hLLH group GnRH antagonist
o ——s mMG-derved L EH s hMG-derived LH activity group
LH activity group <35 GnRH agonist
hMG-derived LH w hMG-derived LH activity group
activity group >35 GnRH antagonist
—_—
—_— I sssss—
NN NN FSH
FSH
I . . . - . . - . 0 50 100 150 200 250 300 350 400
0 50 100 150 200 250 300 350 400 b Median starting dose (IU)
a Median starting dose (IU)
LH FSH r-hLH group
Lo —— e hMG-derived LH
I.Endolmetr|05|s IlEndo.metrlo activity group
Ovulation disorders/ Ovulation disorders/ ——
PCOS PCOS
Tubal factor Tubal factor
Uterine/ — Uterine/ —
cervical factor cervical factor
Male factor Male factor
Unexplained Unexplained
Other j———— Other |e——
0 50 100 150 200 250 300 350 400 0 50 100 150 200 250 300 350 400
C Median starting dose (IU) Median starting dose (IU)
LH FSH r-hLH group
S hMG-derived LH
Cycle 1 Cycle 1 activity group
—_—
Cycle 2 Cycle 2
—_—
Cycle 3 Cycle 3
_— |
Cycle 4 Cycle 4
0 50 100 150 200 250 300 350 400 0 50 100 150 200 250 300 350 400
d Median starting dose (IU) Median starting dose (IU)
r-hLH (LH from day 1)
— %% r-hLH (LH after day 1)
W [ hMG-derived LH activity
(LH from day 1)
hMG-derived LH activity
(LH after day 1)
—_—
I A———
FSH
0 50 100150 200 250 300 350 400 450 500 550
e Median starting dose (IU)

Fig. 2. Median starting doses of LH and FSH according to treatment group (r-hLH or hMG-derived LH activity)
and age (<35 or >35 years) (a), type of GnRH protocol (agonist vs. antagonist) (b), type of infertility
(c), treatment cycle rank (d), and day of LH initiation (e).
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the hMG group, only the total dose increased with the
number of stimulation cycles, commencing with the third
cycle. These observations confirm that clinical practice is
in favour of individualization of the starting dose for each
initiated cycle and intra-cycle dose adjustments. In gen-
eral, it is recognized that the response to OS varies in
different patient subgroups and that a “one-size fits all”
approach for OS is no longer acceptable in reproductive
medicine [20]. For example, although a previous study
found no improvement in live birth rate with antral
follicle count (AFC)-based individualized FSH dosing
compared with standard FSH dosing for the population
as a whole, they concluded that individualized dosing
may Dbenefit specific populations, such as hyper-
responders [42]. However, it should be noted that dose
adjustments were not allowed during OS but only allowed
between cycles, which may have increased the proportion
of high response in the 150 IU starting dose group and the
proportion with suboptimal response in the 100 IU group
[43]. It is also important to note that dose individualiza-
tion at the start of the treatment and intra-cycle dose
adjustments are common in clinical practice [44, 45].

We observed higher doses of hMG in the GnRH
antagonist cycles versus agonist cycles. This is in contrast
with the well-recognized concept that antagonists reduce
the total dose of gonadotrophins [46]. However, this
could be explained by the older age of patients using
GnRH antagonist (vs. agonist) in our study. We also
observed that patients who started r-hLH or hMG after
the first day of OS had a higher starting and total dose of
both r-hLH and hMG-derived LH activity versus those
who started r-hLH or hMG on the first day of OS. This is
often seen in clinical practice and is not surprising given
that r-hLH or hMG added later in a cycle is usually started
at a higher dose (in order to compensate for the insuffi-
cient follicular development during the first few days of
the treatment) and that the overall stimulation cycle is
usually longer, resulting in more product being used in
total [41].

Generally, in the population analysed here, we ob-
served that the starting and cumulative doses of hMG-
derived LH activity were higher than the doses of
r-hLH. This suggests that a higher dose of hMG-
derived LH activity is required to achieve a similar
clinical effect during OS to that seen with r-hLH. LH
activity for both hMG-derived and r-hLH had been
considered equivalent until recently. This consensus
originated from past in vivo and in vitro experimental
models using rodents or rodent-derived cells; however,
because rodents do not express chorionic gonadotro-
phin subunit beta 3, they do not produce CG.

Dosing Characteristics of LH: German
Database Study

Furthermore, the rodent LH receptor is not identical
to the human receptor, so any conclusions made on
rodent models have been recently revised based on
human in vivo and in vitro experimental models. In
humans, the different molecular features of LH and
hCG lead to hormone-specific LHCG receptor binding
and intracellular signalling cascades. LH preferentially
activates phospho-extracellular-regulated kinase 1/2
(ERK1/2) and AKT (also known as protein kinase B)
pathways, leading to proliferative and anti-apoptotic
signalling and partial agonism of progesterone produc-
tion [6], whereas hCG activates cyclic adenosine
monophosphate (cAMP)/protein kinase A (PKA)-
mediated steroidogenic and pro-apoptotic pathways
[6]. These recent findings contradict the general con-
sensus that LH and hCG are equivalent since they bind
to the same receptor. Finally, it is worth noting that the
in vivo rat assay [47] is still being used to calibrate
urine-derived gonadotrophin preparations used in
medical practice. Recombinant human gonadotrophins
are filled by mass with a clearly lower batch-to-batch
variability. This potentially explains the different doses
of LH and hMG-derived LH activity used in clinical
practice [6] and observed in this study.

A strength of our study is the large number of patients
included across multiple fertility centres, thereby reflect-
ing the common treatment strategies regarding re-
combinant and urinary gonadotrophin use during the
specified time period. However, as with many healthcare
secondary data sources, the data available in electronic
medical records often have limitations regarding uni-
formity and quality, with incomplete records commonly
reported. The assessment of exposure to each medica-
tion in this study could only be based on the existing
data and depended on how accurately physicians re-
corded the different variables. For example, poor ovar-
ian response may affect starting dose and total dose
exposure but is often not well recorded in patient charts
and then not well captured in electronic medical records
extracted from these patient charts. Another example is
the observed extreme dose values, some of which may
be unrealistic and may rather be linked to mistakes in
data entry. We chose to include the extreme values in
this analysis but used the median instead of the mean to
describe dosing characteristics, as the median values
are less sensitive to the outliers. In addition, no pre-
specified thresholds for extreme dose values were de-
fined during the study.

This study has other limitations. As the data relate to
a specific timeframe that was a number of years ago
(2007-2011), practices will likely have changed since
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Fig. 3. Median total doses of LH and FSH according to treatment group (r-hLH or hMG-derived LH activity) and
age (<35 or >35 years) (a), type of GnRH protocol (agonist vs. antagonist) (b), type of infertility (c), treatment
cycle rank (d), and day of LH initiation (e).
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this time, and validating these data using a more recent
database with comparable analyses would be valuable.
However, any potential changes to GnRH downregula-
tion protocols and agents used for OS can reasonably be
expected to impact both hMG and r-hLH/r-hFSH
equally, and we hypothesize that the differences ob-
served between the two compounds would likely be
maintained if more recent real-world data were consid-
ered. A medication containing the 2:1 ratio of r-hLH:r-
hFSH was launched in Germany on October 15,
2007 [48], but the collection of data regarding this
medication in the RecDate database did not start until
January 1, 2008. As this was a non-interventional cohort
study based on the secondary use of data collected from
the RecDate database, the outcomes assessed were not
corrected for age and other baseline and treatment
characteristics; therefore, differences in dosing charac-
teristics might be related to the differences between
patient groups, and no clinical outcomes were compared
in our analysis. However, in a previous meta-analysis
assessing the use of FSH and LH, a significantly higher
pregnancy rate was reported for the cycles with r-hLH
and FSH versus cycles with hCG and FSH in 989
patients, representing five of the 70 studies included
in the meta-analysis [49]. Several other studies have
shown the benefit of r-hFSH:r-hLH (2:1) fixed combi-
nation treatment compared with hMG in terms of
implantation rate, number of cycles required to achieve
pregnancy, clinical pregnancy rate, and live birth rate
[41, 50-53]. Further analysis of the real-world data
collected via RecDate could be conducted to compare
clinical outcomes and cost-effectiveness between urinary-
derived and recombinant LH gonadotrophins.

Conclusion

This descriptive non-interventional cohort study of OS
cycles for IVF/ICSI across fertility centres in Germany
shows that the median (25th—75th percentile) r-hLH
starting dose of 75 (75—150) IU is used across populations
stratified by age (<35 vs. >35 years), primary infertility
diagnosis, and the type of GnRH protocol (antagonist or
agonist). The median (25th—75th percentile) starting dose
of 225 (150—300) IU of hMG-derived LH activity was not
influenced by the type of GnRH but was lower (150 IU) in
women aged <35 years compared with women aged >35
years, and in women with ovulation disorders/PCOS as
the primary diagnosis compared with women with other
primary diagnoses of infertility. Future studies should be
conducted to compare the effectiveness of equivalent

Dosing Characteristics of LH: German
Database Study

doses (75 IU vs. 75 IU and 150 IU vs. 150 IU) of
r-hLH versus hMG-derived LH activity in terms of
clinical outcomes.

Acknowledgments

The authors would like to thank Evelina Matekonyte and
Nichola Cruickshanks of inScience Communications, Springer
Healthcare Ltd., UK, for medical writing support in the prepara-
tion of this manuscript.

Statement of Ethics

No ethics review board approval was required as this study was
based on secondary use of data from the German in vitro fertil-
ization registry (RecDate), which is an established system used in
reproductive centres by the Deutsches IVFE-Register (D-I-R) to
record and store anonymised data for quality assurance purposes.
Written informed consent from participants was not required in
accordance with local/national guidelines.

Conflict of Interest Statement

Julie Hubbard and Joan Schertz are employees of EMD Serono
Research and Development Institute, Inc., an affiliate of Merck
KGaA, Darmstadt, Germany. Salvatore Longobardi and Monica
Lispi are employees of Merck Healthcare KGaA, Darmstadt,
Germany. Klaus Biihler has received honoraria from Merck
KGaA, Darmstadt, Germany; Bayer; Takeda; Ferring; and Stiftung
Endometrioseforschung; and is the recipient of a grant from
Theramex. Valerie Strezsak and Patrice Verpillat were employees
of Merck Healthcare KGaA, and Arthur Allignol was an employee
of EMD Serono Research and Development Institute Inc., at the
time of the study.

Funding Sources

Funding for this study was provided by Merck (CrossRef
Funder ID: 10.13039/100009945). Medical writing support in
the preparation of this manuscript was funded by Merck
KGaA, Darmstadt, Germany.

Author Contributions

Valerie Strezsak, Arthur Allignol, Julie Hubbard, Joan Schertz,
and Patrice Verpillat contributed to the conception and the design
of the study. Valerie Strezsak, Arthur Allignol, Klaus Biihler,
Robert Fischer, Julie Hubbard, Salvatore Longobardi, Monica
Lispi, Joan Schertz, and Patrice Verpillat contributed to the
interpretation of the data, review and critical revision, and appro-
val of the manuscript.

Gynecol Obstet Invest 2023;88:214-225 223
DOI: 10.1159/000530360

€202 1290300 z| uo 3senb Aq Jpd-09£0£5000/9¥2Z66E/Y | 2/t/88/HPd-8jo1e/106/wod 1eb.1ey//:d)y woly papeojumoq


https://doi.org/10.1159/000530360

Data Availability Statement

Any requests for data by qualified scientific and medical
researchers for legitimate research purposes will be subject to
Merck KGaA’s Data Sharing Policy. All requests should be
submitted in writing to Merck KGaA’s data sharing portal
https://www.merckgroup.com/en/research/our-approach-to-research-

References

—_

NS}

(8]

w

=)}

~

)

O

10

1

—_

Zegers-Hochschild F, Adamson GD, de Mou-
zon J, Ishihara O, Mansour R, Nygren K, et al.
International committee for monitoring as-
sisted reproductive technology (ICMART)
and the world health organization (WHO)
revised glossary of ART terminology, 2009.
Fertil Steril. 2009;92(5):1520-4.

American Society for Reproductive Medicine.
Age and fertility: a guide for patients 2012.
Available from: https://www.reproductivefacts.
org/globalassets/rf/news-and-publications/
bookletsfact-sheets/english-fact-sheets-and-
info-booklets/Age_and_Fertility.pdf.
Huinink J, Briider]l ], Nauck B, Walper S,
Castiglioni L, Feldhaus M. Panel analysis of
intimate relationships and family dynamics
(pairfam): conceptual framework and design.
JFamRes. 2011;23(1):77-101.

Passet-Wittig J, Schneider NF, Letzel S,
Schuhrke B, Seufert R, Zier U, et al. Preva-
lence of infertility and use of reproductive
medicine in Germany. ] Reprod Med Endo-
crinol. 2016;13(3):80-90.

Blumenauer V, Czeromin U, Fehr D, Fiedler K,
Gnoth C, Kriissel JS, et al. German IVF registry
(D.IR.) annual Report 2019. J Reprod Med
Endocrinol. 2020;17(5):196-239.

Casarini L, Santi D, Brigante G, Simoni M.
Two hormones for one receptor: evolution,
biochemistry, actions, and pathophysiology
of LH and hCG. Endocr Rev. 2018;39(5):
549-92.

Esteves SC, Alviggi C. The role of LH in
controlled ovarian stimulation. In: Ghum-
man S, editor. Principles and practice of
controlled ovarian stimulation in ART. India:
Springer; 2015. p. 171-96.

Filicori M, Cognigni GE, Pocognoli P, Ciam-
paglia W, Bernardi S. Current concepts and
novel applications of LH activity in ovarian
stimulation. Trends Endocrinol Metab. 2003;
14(6):267-73.

Duggavathi R, Murphy BD. Development.
Ovulation signals. Science. 2009;324(5929):
890-1.

Richards JS, Pangas SA. The ovary: basic
biology and clinical implications. J Clin In-
vest. 2010;120(4):963-72.

Rinaldi L, Selman H. Profile of follitropin
alpha/lutropin alpha combination for the
stimulation of follicular development in
women with severe luteinizing hormone
and follicle-stimulating hormone deficiency.
Int ] Womens Health. 2016;8:169-79.

12

13

14

15

16

17

18

19

20

21

and-development/healthcare/clinical-trials/commitment-responsible-
data-sharing.html. Enquiries can also be directed to the corresponding

Zegers-Hochschild F, Adamson GD, Dyer S,
Racowsky C, de Mouzon J, Sokol R, et al. The
international glossary on infertility and fer-
tility care, 2017. Hum Reprod. 2017;32(9):
1786-801.

Poseidon Group Patient-Oriented Strategies
Encompassing IndividualizeD Oocyte Num-
ber, Alviggi C, Andersen CY, Buehler K,
Conforti A, De Placido G, et al. A new
more detailed stratification of low responders
to ovarian stimulation: from a poor ovarian
response to a low prognosis concept. Fertil
Steril. 2016;105(6):1452-3.

Conforti A, Esteves SC, Cimadomo D, Vaiar-
elli A, Di Rella F, Ubaldi FM, et al. Manage-
ment of women with an unexpected low
ovarian response to gonadotropin. Front En-
docrinol. 2019;10:387.

Conforti A, Esteves SC, Picarelli S, Iorio G,
Rania E, Zullo F, et al. Novel approaches for
diagnosis and management of low prognosis
patients in assisted reproductive technology:
the POSEIDON concept. Panminerva Med.
2019;61(1):24-9.

Alviggi C, Mollo A, Clarizia R, De Placido G.
Exploiting LH in ovarian stimulation. Reprod
Biomed Online. 2006;12(2):221-33.

Bosch E, Alviggi C, Lispi M, Conforti A,
Hanyaloglu AC, Chuderland D, et al. Re-
duced FSH and LH action: implications for
medically assisted reproduction. Hum Re-
prod. 2021;36(6):1469-80.

Antoniou-Tsigkos A, Macut D, Mastorakos G.
Physiopathology, diagnosis, and treatment of sec-
ondary female hypogonadism. In: Casanueva FF,
Ghigo E, editors. Hypothalamic-pituitary diseases.
Endocrinology: Springer; 2018. p. 247-88.
Kolibianakis EM, Papanikolaou EG, Camus
M, Tournaye H, Van Steirteghem AC, Devroey
P. Effect of oral contraceptive pill pretreatment
on ongoing pregnancy rates in patients stimu-
lated with GnRH antagonists and recombinant
FSH for IVF. A randomized controlled trial.
Hum Reprod. 2006;21(2):352-7.

Polyzos NP, Popovic-Todorovic B. SAY NO
to mild ovarian stimulation for all poor res-
ponders: it is time to realize that not all poor
responders are the same. Hum Reprod. 2020;
35(9):1964-71.

Gallos ID, Eapen A, Price MJ, Sunkara SK,
Macklon NS, Bhattacharya S, et al. Controlled
ovarian stimulation protocols for assisted re-
production: a network meta-analysis. Co-
chrane Database Syst Rev. 2017;(3):CD012586.

224

Gynecol Obstet Invest 2023;88:214-225

DOI: 10.1159/000530360

22

23

24

25

26

27

28

29

author. When Merck KGaA has a co-research, co-development, co-
marketing, or co-promotion agreement, or when the product has been
out-licensed, the responsibility for disclosure might be dependent on the
agreement between parties. Under these circumstances, Merck KGaA
will endeavour to gain agreement to share data in response to requests.

Boehm U, Bouloux PM, Dattani MT, de Roux
N, Dodé C, Dunkel L, et al. Expert consensus
document: European Consensus Statement
on congenital hypogonadotropic hypogona-
dism-pathogenesis, diagnosis and treatment.
Nat Rev Endocrinol. 2015;11(9):547-64.
Bosch E, Labarta E, Crespo J, Simon C,
Remohi J, Pellicer A. Impact of luteinizing
hormone administration on gonadotropin-
releasing hormone antagonist cycles: an
age-adjusted analysis. Fertil Steril. 2011;
95(3):1031-6.

European Medicines Agency. Summary of
product characteristics: Luveris®. 2000.
Available from: https://www.ema.europa.eu/
en/documents/product-information/luveris-
epar-product-information_en.pdf (accessed
November, 2020).

Recombinant human luteinizing hormone
(LH) to support recombinant human
follicle-stimulating hormone (FSH)-induced
follicular development in LH- and FSH-
deficient anovulatory women: a dose-
finding study. The European Recombinant
Human LH Study Group. J Clin Endocrinol
Metab. 1998;83(5):1507-14.

Burgués S; Spanish Collaborative Group on
Female Hypogonadotrophic Hypogonadism.
The effectiveness and safety of recombinant
human LH to support follicular development
induced by recombinant human FSH in
WHO group I anovulation: evidence from
a multicentre study in Spain. Hum Reprod.
2001;16(12):2525-32.

O’Dea L, O’Brien F, Currie K, Hemsey G.
Follicular development induced by recombi-
nant luteinizing hormone (LH) and follicle-
stimulating hormone (FSH) in anovulatory
women with LH and FSH deficiency: evi-
dence of a threshold effect. Curr Med Res
Opin. 2008;24(10):2785-93.

Shoham Z, Smith H, Yeko T, O’Brien F, Hem-
sey G, O’Dea L. Recombinant LH (lutropin alfa)
for the treatment of hypogonadotrophic women
with profound LH deficiency: a randomized,
double-blind, placebo-controlled,  proof-of-
efficacy study. Clin Endocrinol. 2008;69(3):
471-8.

Patki A, Bavishi H, Kumari C, Kamraj J,
Venugopal M, Kunjimoideen KU, et al. Uri-
nary versus recombinant gonadotropins for
ovarian stimulation in women undergoing
treatment with assisted reproductive technol-
ogy. ] Hum Reprod Sci. 2018;11(2):119-24.

Strezsak et al.

€202 1290300 z| uo 3senb Aq Jpd-09£0£5000/9¥2Z66E/Y | 2/t/88/HPd-8jo1e/106/wod 1eb.1ey//:d)y woly papeojumoq


https://www.merckgroup.com/en/research/our-approach-to-research-and-development/healthcare/clinical-trials/commitment-responsible-data-sharing.html
https://www.merckgroup.com/en/research/our-approach-to-research-and-development/healthcare/clinical-trials/commitment-responsible-data-sharing.html
https://www.merckgroup.com/en/research/our-approach-to-research-and-development/healthcare/clinical-trials/commitment-responsible-data-sharing.html
https://www.karger.com/Article/FullText/530360?ref=1#ref1
https://www.karger.com/Article/FullText/530360?ref=2#ref2
https://www.reproductivefacts.org/globalassets/rf/news-and-publications/bookletsfact-sheets/english-fact-sheets-and-info-booklets/Age_and_Fertility.pdf
https://www.reproductivefacts.org/globalassets/rf/news-and-publications/bookletsfact-sheets/english-fact-sheets-and-info-booklets/Age_and_Fertility.pdf
https://www.reproductivefacts.org/globalassets/rf/news-and-publications/bookletsfact-sheets/english-fact-sheets-and-info-booklets/Age_and_Fertility.pdf
https://www.reproductivefacts.org/globalassets/rf/news-and-publications/bookletsfact-sheets/english-fact-sheets-and-info-booklets/Age_and_Fertility.pdf
https://www.karger.com/Article/FullText/530360?ref=3#ref3
https://www.karger.com/Article/FullText/530360?ref=4#ref4
https://www.karger.com/Article/FullText/530360?ref=4#ref4
https://www.karger.com/Article/FullText/530360?ref=5#ref5
https://www.karger.com/Article/FullText/530360?ref=5#ref5
https://www.karger.com/Article/FullText/530360?ref=6#ref6
https://www.karger.com/Article/FullText/530360?ref=7#ref7
https://www.karger.com/Article/FullText/530360?ref=7#ref7
https://www.karger.com/Article/FullText/530360?ref=8#ref8
https://www.karger.com/Article/FullText/530360?ref=9#ref9
https://www.karger.com/Article/FullText/530360?ref=10#ref10
https://www.karger.com/Article/FullText/530360?ref=10#ref10
https://www.karger.com/Article/FullText/530360?ref=11#ref11
https://www.karger.com/Article/FullText/530360?ref=12#ref12
https://www.karger.com/Article/FullText/530360?ref=13#ref13
https://www.karger.com/Article/FullText/530360?ref=13#ref13
https://www.karger.com/Article/FullText/530360?ref=14#ref14
https://www.karger.com/Article/FullText/530360?ref=14#ref14
https://www.karger.com/Article/FullText/530360?ref=15#ref15
https://www.karger.com/Article/FullText/530360?ref=16#ref16
https://www.karger.com/Article/FullText/530360?ref=16#ref16
https://www.karger.com/Article/FullText/530360?ref=17#ref17
https://www.karger.com/Article/FullText/530360?ref=17#ref17
https://www.karger.com/Article/FullText/530360?ref=18#ref18
https://www.karger.com/Article/FullText/530360?ref=19#ref19
https://www.karger.com/Article/FullText/530360?ref=20#ref20
https://www.karger.com/Article/FullText/530360?ref=21#ref21
https://www.karger.com/Article/FullText/530360?ref=21#ref21
https://www.karger.com/Article/FullText/530360?ref=22#ref22
https://www.karger.com/Article/FullText/530360?ref=23#ref23
https://www.ema.europa.eu/en/documents/product-information/luveris-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/luveris-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/luveris-epar-product-information_en.pdf
https://www.karger.com/Article/FullText/530360?ref=25#ref25
https://www.karger.com/Article/FullText/530360?ref=25#ref25
https://www.karger.com/Article/FullText/530360?ref=26#ref26
https://www.karger.com/Article/FullText/530360?ref=27#ref27
https://www.karger.com/Article/FullText/530360?ref=27#ref27
https://www.karger.com/Article/FullText/530360?ref=28#ref28
https://www.karger.com/Article/FullText/530360?ref=29#ref29
https://doi.org/10.1159/000530360

30

31

32

33

34

35

36

37

38

39

Electronic Medicines Compendium. Sum-
mary of product characteristics: menopur®.
1999. Available from: https://www.medicines.
org.uk/emc/medicine/4322#companyDetails
(accessed November, 2020).

Ledo Rde B, Esteves SC. Gonadotropin ther-
apy in assisted reproduction: an evolutionary
perspective from biologics to biotech. Clinics.
2014;69(4):279-93.

van de Weijer BH, Mulders JW, Bos ES,
Verhaert PD, van den Hooven HW. Compo-
sitional analyses of a human menopausal
gonadotrophin preparation extracted from
urine (menotropin). Identification of some
of its major impurities. Reprod Biomed On-
line. 2003;7(5):547-57.

Ferring GmbH. Menogon® HP 75 IU: Infor-
mation for the user 2014. Available from:
https://www.ferring-fertilitaet.de/fileadmin/user_
upload/gebrauchsinformationen/MENOGON-
HP-Leaflet-5009000688-01.pdf.

Farquhar C, Marjoribanks J, Brown J, Fauser
B, Lethaby A, Mourad S, et al. Management of
ovarian stimulation for IVF: narrative review
of evidence provided for World Health Or-
ganization guidance. Reprod Biomed Online.
2017;35(1):3-16.

Haahr T, Dosouto C, Alviggi C, Esteves SC,
Humaidan P. Management strategies for
POSEIDON groups 3 and 4. Front Endocri-
nol. 2019;10:614.

Pak SJ, Warlich J, van Rooij TN. RecDate: an
IT-solution for the documentation and qual-
ity management of reproductive medicine.
Zentralbl Gynakol. 2001;123(8):482-6.
Bihler K, Bals-Pratsch M, Blumenauer V,
Dahncke W, Felberbaum R, Fiedler K, et al. Ger-
man IVF registry (D.IR) annual Report 2011.
J Reprod Med Endocrinol. 2012;9(6):453-84.
Biihler K, Naether OG, Bilger W. A large,
multicentre, observational, post-marketing sur-
veillance study of the 2:1 formulation of folli-
tropin alfa and lutropin alfa in routine clinical
practice for assisted reproductive technology.
Reprod Biol Endocrinol. 2014;12:6.

EMA Eurpoean Medicines Agency. Pergove-
ris approval June 2007. 2018. Available from:
https://www.ema.europa.eu/en/medicines/
human/EPAR/pergoveris.

Dosing Characteristics of LH: German
Database Study

40

41

42

43

44

45

46

Patrizio P, Vaiarelli A, Levi Setti PE, Tobler KJ,
Shoham G, Leong M, et al. How to define,
diagnose and treat poor responders? Responses
from a worldwide survey of IVF clinics. Reprod
Biomed Online. 2015;30(6):581-92.

Bithler KF, Fischer R. Recombinant human
LH supplementation versus supplementation
with urinary hCG-based LH activity during
controlled ovarian stimulation in the long
GnRH-agonist protocol: a matched case-
control study. Gynecol Endocrinol. 2012;
28(5):345-50.

van Tilborg TC, Oudshoorn SC, Eijkemans
MJC, Mochtar MH, van Golde RJT, Hoek A,
et al. Individualized FSH dosing based on
ovarian reserve testing in women starting
IVF/ICSI: a multicentre trial and cost-
effectiveness analysis. Hum Reprod. 2017;
32(12):2485-95.

La Marca A, Blockeel C, Bosch E, Fanchin R,
Fatemi HM, Fauser BC, et al. Individualized
FSH dosing improves safety and reduces ia-
trogenic poor response while maintaining live-
birth rates. Hum Reprod. 2018;33(5):982-3.
Mahony MH, Richter K B, D’Hooghe T.
Abstracts of the 34th Annual Meeting of
the European Society of Human Reproduc-
tion and Embryology (P-659); occurrence
and characteristics of recombinant human
follicle-stimulating hormone (r-hFSH) dose
adjustments during ovarian stimulation in a
real-world US database study of 33,962 IVF
patient cycles. Hum Reprod. 2018;33:i444.
Fatemi HM, Bilger W, Denis D, Griesinger G,
La Marca A, Longobardi S, et al. Dose adjust-
ment of follicle-stimulating hormone (FSH)
during ovarian stimulation as part of
medically-assisted reproduction in clinical
studies: a systematic review covering 10 years
(2007-2017). Fertil Steril. 2020;114(3):e170.
Toftager M, Bogstad J, Bryndorf T, Lessl K,
Rosker J, Holland T, et al. Risk of severe
ovarian hyperstimulation syndrome in
GnRH antagonist versus GnRH agonist pro-
tocol: RCT including 1,050 first IVF/ICSI
cycles. Hum Reprod. 2016;31(6):1253-64.

47

48

49

50

51

52

53

Steelman SL, Pohley FM. Assay of the follicle
stimulating hormone based on the augmen-
tation with human chorionic gonadotropin.
Endocrinology. 1953;53(6):604-16.
European Medicines Agency. Summary of
product characteristics: Pergoveris®. 2007.
Available from: https://www.ema.europa.eu/
en/documents/product-information/pergoveris-
epar-product-information_en.pdf ~ (accessed
November, 2020).

Santi D, Casarini L, Alviggi C, Simoni M.
Efficacy of follicle-stimulating hormone
(FSH) alone, FSH + luteinizing hormone,
human menopausal gonadotropin or FSH
+ human chorionic gonadotropin on assisted
reproductive technology outcomes in the
“personalized” medicine era: a meta-analysis.
Front Endocrinol. 2017;8:114.

Carone D, Caropreso C, Vitti A, Chiappetta
R. Efficacy of different gonadotropin combi-
nations to support ovulation induction in
WHO type I anovulation infertility: clinical
evidences of human recombinant FSH/
human recombinant LH in a 2:1 ratio and
highly purified human menopausal gonado-
tropin stimulation protocols. J Endocrinol
Invest. 2012;35(11):996-1002.

Ferraretti AP, Gianaroli L, Magli MC,
D’Angelo A, Farfalli V, Montanaro N.
Exogenous luteinizing hormone in con-
trolled ovarian hyperstimulation for assis-
ted reproduction techniques. Fertil Steril.
2004;82(6):1521-6.

Humaidan P, Chin W, Rogoff D, D’Hooghe
T, Longobardi S, Hubbard J, et al. Efficacy
and safety of follitropin alfa/lutropin alfa in
ART: a randomized controlled trial in poor
ovarian responders. Hum Reprod. 2017;
32(7):1537-8.

Mignini Renzini M, Brigante C, Coticchio G,
Dal Canto M, Caliari I, Comi R, et al. Retro-
spective analysis of treatments with recombi-
nant FSH and recombinant LH versus human
menopausal gonadotropin in women with
reduced ovarian reserve. ] Assist Reprod
Genet. 2017;34(12):1645-51.

Gynecol Obstet Invest 2023;88:214-225
DOI: 10.1159/000530360

225

€202 1290300 z| uo 3senb Aq Jpd-09£0£5000/9¥2Z66E/Y | 2/t/88/HPd-8jo1e/106/wod 1eb.1ey//:d)y woly papeojumoq


https://www.medicines.org.uk/emc/medicine/4322#companyDetails
https://www.medicines.org.uk/emc/medicine/4322#companyDetails
https://www.karger.com/Article/FullText/530360?ref=31#ref31
https://www.karger.com/Article/FullText/530360?ref=32#ref32
https://www.karger.com/Article/FullText/530360?ref=32#ref32
https://www.ferring-fertilitaet.de/fileadmin/user_upload/gebrauchsinformationen/MENOGON-HP-Leaflet-5009000688-01.pdf
https://www.ferring-fertilitaet.de/fileadmin/user_upload/gebrauchsinformationen/MENOGON-HP-Leaflet-5009000688-01.pdf
https://www.ferring-fertilitaet.de/fileadmin/user_upload/gebrauchsinformationen/MENOGON-HP-Leaflet-5009000688-01.pdf
https://www.karger.com/Article/FullText/530360?ref=34#ref34
https://www.karger.com/Article/FullText/530360?ref=35#ref35
https://www.karger.com/Article/FullText/530360?ref=35#ref35
https://www.karger.com/Article/FullText/530360?ref=36#ref36
https://www.karger.com/Article/FullText/530360?ref=37#ref37
https://www.karger.com/Article/FullText/530360?ref=38#ref38
https://www.karger.com/Article/FullText/530360?ref=39#ref39
https://www.karger.com/Article/FullText/530360?ref=39#ref39
https://www.ema.europa.eu/en/medicines/human/EPAR/pergoveris
https://www.ema.europa.eu/en/medicines/human/EPAR/pergoveris
https://www.karger.com/Article/FullText/530360?ref=40#ref40
https://www.karger.com/Article/FullText/530360?ref=40#ref40
https://www.karger.com/Article/FullText/530360?ref=41#ref41
https://www.karger.com/Article/FullText/530360?ref=42#ref42
https://www.karger.com/Article/FullText/530360?ref=43#ref43
https://www.karger.com/Article/FullText/530360?ref=44#ref44
https://www.karger.com/Article/FullText/530360?ref=45#ref45
https://www.karger.com/Article/FullText/530360?ref=46#ref46
https://www.karger.com/Article/FullText/530360?ref=47#ref47
https://www.ema.europa.eu/en/documents/product-information/pergoveris-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/pergoveris-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/pergoveris-epar-product-information_en.pdf
https://www.karger.com/Article/FullText/530360?ref=49#ref49
https://www.karger.com/Article/FullText/530360?ref=50#ref50
https://www.karger.com/Article/FullText/530360?ref=50#ref50
https://www.karger.com/Article/FullText/530360?ref=51#ref51
https://www.karger.com/Article/FullText/530360?ref=52#ref52
https://www.karger.com/Article/FullText/530360?ref=53#ref53
https://www.karger.com/Article/FullText/530360?ref=53#ref53
https://doi.org/10.1159/000530360

	Dosing Characteristics of Recombinant Human Luteinizing Hormone or Human Menopausal Gonadotrophin-Derived LH Activity in Pa ...
	Introduction
	Materials and Methods
	Study Design
	Patient Population
	Study Medications
	Patient and Cycle Characteristics
	Statistical Analysis

	Results
	Patient Characteristics
	Treatment Strategies
	Starting and Total Dose of LH and FSH
	Dosing Characteristics According to Stratification Factors

	Discussion
	Conclusion
	Acknowledgments
	Statement of Ethics
	Conflict of Interest Statement
	Funding Sources
	Author Contributions
	Data Availability Statement
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /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 /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /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 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /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
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /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
  /CropMonoImages true
  /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 (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <>
  >>
  /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
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


