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Abstract

Objectives: Opioid analgesics are the main stay for cancer
pain management; however, long-term opioid treatment
(L-TOT) may suppress the endocrine system. This systemic
review aimed at investigating effects of L-TOT on the
endocrine system in patients with cancer-related pain.
Methods: A search on MEDLINE, EMBASE and Web of
Science databases was performed. Inclusion criteria were
clinical studies investigating endocrine measures in adult
patients with cancer-related pain in L-TOT (>4 weeks).
Outcomes and quality of evidence were assessed.

Results: A total of 252 abstracts were identified; out of
which 247 were excluded and five cross-sectional studies
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were included and analyzed. L-TOT was associated with
lower serum concentration levels of total- and free testos-
terone in males, follicular stimulating hormone in females,
and luteinizing hormone in both sexes. Moreover, higher
morphine equivalent daily doses (MEDDs) were correlated
with higher levels of cortisol and lower levels of LH in both
sexes, and lower levels of total- and free testosterone in
males. Sexual dysfunction was associated with low sex
hormone levels. Level of evidence was low/very low.
Conclusions: The studies identified demonstrated that
patients with cancer-related pain in L-TOT may have
gonadal hypofunction causing sexual dysfunction, which
may be correlated with opioid dose level. In addition, high
serum concentrations of cortisol were positively correlated
with high opioid dose levels. However, the evidence was
weak and further research is necessary. PROSPERO,
ID-number: CRD42020213059.

Keywords: cancer-related pain; endocrine; hormones;
opioids.

Introduction

The over-all prevalence of pain is 66% in patients with
advanced cancer [1], which underpins a high demand for a
sustained focus on improving pain management. The basis
for cancer pain management is mainly pharmacological
treatment, which includes opioids for moderate to severe
pain [2]. Opioids are widely recommended due to their
superior analgesic effect, multiple routes of administra-
tion, ease of titration and no dose-ceiling effect. Thus,
opioid therapy is still the mainstay for achieving pain relief
and to improve the quality of life for patients with cancer-
related pain [3, 4]. However, opioids have well-known side
effects such as constipation, nausea, vomiting, urinary
retention and respiratory depression, and may have other
long-term consequences such as development of tolerance,
addiction, hyperalgesia, and alterations of the immune-
and endocrine systems [5-11].
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The effects of L-TOT on the endocrine system have
been primarily investigated in chronic non-cancer pain
patients. Studies have reported increased levels of pro-
lactin (PRL) and suppression of the following endocrine
measures: total testosterone (TT), luteinizing hormone
(LH), follicular stimulating hormone (FSH), growth hor-
mone (GH), cortisol, insulin like growth factor-1 (IGF-1),
estradiol, progesterone, dehydroepiandrosterone (DHEA),
adrenocorticotropic hormone (ACTH) and bone mineral
density synthesis [11-15]. Most alterations described may
be due to L-TOT inhibitory effects on the hypothalamic
pituitary gonadal (HPG) axis involving opioid-induced
androgen deficiency (OPIAD), which may result in sexual
dysfunction, galactorrhea, amenorrhea, irregular men-
strual cycle, infertility, and low libido, ultimately reducing
the patients’ quality of life [6, 8, 11, 13, 15, 16].

There are few reviews, which indicated effect of opi-
oids on the endocrine system. However, they have peculiar
characteristics as mixed populations with cancer and non-
cancer diseases [17] and some limitations as no description
of systematic search, among of factors. A former systematic
review has investigated L-TOT effects on the HPG-axis and
the increased risk of hypogonadism in patients with
cancer-related pain [18]; however, the review was con-
ducted in 2013 and included rather few studies with
methodological limitations, no evidence assessment-
based grading and focus on only hormones from the
HPG-axis. Thus, to our knowledge no systematic reviews
assessing evidence of L-TOT effects on hormones produced
by other hypothalamic pituitary axes, peripheral glands,
and other biomarkers in patients with cancer-related pain
are existing. Therefore, to answer the research question “In
adult patients with cancer-related pain who are in L-TOT,
what are the effects of opioids on the endocrine system?”,
this systematic review was carried out with the aim to
gather and investigate the evidence of effects of L-TOT on
the endocrine system in patients with cancer-related pain.

Methods

This systematic review was elaborated based on the Preferred
Reporting Items for Systematic Reviews and Meta-Analyzes (PRISMA)
[19] and was registered at PROSPERO, ID-number: CRD42020213059
(https://www.crd.york.ac.uk/PROSPERO/).

Search strategy

The research question was constructed according to the elements of
PICO method (problem/population, intervention, comparison, and
outcome) [20]. The search strategy was developed using medical
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Table 1: Search strategy.

PICO Terms

Problem/ Cancer* OR Neoplasm* OR Malignant* OR Tumor*

population: OR Metastasis*
Pain* OR Chronic pain*

Intervention: Opioid* OR Opiate OR Opioid analgesics OR
Morphine (CAS 57-27-2) OR Oxycodone (CAS 76-
42-6) OR Buprenorphine (CAS 52485-79-7) OR
Methadone (CAS 76-99-3) OR Fentanyl (CAS 437-
38-7) OR Hydromorphone (CAS 466-99-9) OR
Tapentadol (CAS 175591-09-0) OR Tramadol (CAS
27203-92-5) OR Codeine (CAS 76-57-3)

Comparison: -

Outcome: Endocrine system OR Hormone* OR Human Growth

hormone OR Somatotropin OR Thyroid-stimulating
hormone OR Adrenocorticotropic hormone OR
Follicle-stimulating hormone OR Luteinizing hor-
mone OR Prolactin OR Oxytocin OR Anti-diuretic
hormone OR Vasopressin OR Triiodothyronine OR
Thyroxine OR Tetraiodothyronine OR Insulin OR
Glucagon OR Aldosterone OR Cortisol OR Cortico-
sterone OR Dehydroepiandrosterone* OR Andro-
stenedione OR Renin OR Calcitriol OR
Erythropoietin OR Testosterone OR Estradiol OR
Progesterone OR Estrone OR Insulin-like growth
factor OR Parathyroid hormone

*A tool for searching databases that puts any possible suffix on the
word after the star.

subject headings (MeSH) and terms related to endocrine outcomes,
opioids, and cancer-related pain presented in the titles of abstracts or
abstracts’ content of the articles (Table 1).

The database searches were performed in MEDLINE, Embase and
Web of Science from inception dates to 12th November 2020. In
addition, the reference lists of included studies and relevant existing
reviews were scanned for related studies on 1st February 2021
(Table 2).

Inclusion and exclusion criteria

The inclusion criteria were as follows: observational and interven-
tional studies (i.e., controlled trials) written in English, Norwegian,
Swedish, or Danish investigating biomarkers of endocrine function in
adult patients diagnosed with cancer-related pain in L-TOT (defined as
a minimum of four weeks of opioid intake).

The exclusion criteria were as follows: studies comprising non-
cancer diseases, experimental studies, case series with samples
smaller than 10 patients, systematic reviews, retrospective studies
(except for studies that analyzed blood samples stored or laboratorial
information in patients journal records), study synopsis as well as
patients in current hormone therapy. In addition, we also excluded
studies with patients in chemotherapy known to affect the endocrine
function and/or studies including patients diagnosed with endocrine
diseases or conditions using anti-hormone therapies, supplementary
therapies for infertility, diabetes, metabolic disorders (thyroid and
parathyroid supplement therapy), hormonal anticonceptions, gluco-
corticoid therapy, and erythropoietin (EPO) for hemopoiesis. Finally,
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studies with mixed populations which were composed by less than 10
patients with cancer or without separate results for patients with
cancer were also excluded.

Screening and extraction

All abstracts from the literature search were imported into Covidence,
an Internet based software program that facilitated collaboration be-
tween two of the authors (DAK and PD) during the selection process
and data extraction (https://www.covidence.org/).

Duplications were excluded via the program. All the titles and
abstracts were screened, and the full text was read individually and
independently by the same two authors. Disagreements were resolved
through discussion between the two authors or by involving a senior
researcher (GK). DAK and PD performed hand-search by examining
reference lists of the included studies and relevant review studies. The
two authors extracted data independently and compared them
together.

Analysis

Study outcomes: The primary outcomes of this review were biomarkers
as follows: growth hormone (GH), somatotropin (SS), thyroid stimu-
lating hormone (TSH), adrenocorticotropic hormone (ACTH), follicular
stimulating hormone (FSH), luteinizing hormone (LH), prolactin (PRL),
oxytocin (Oxt), anti-diuretic hormone (ADH), vasopressin, triiodothy-
ronine (Ts), thyroxine (T,), free thyroxine (fT,), insulin, glucagon,
aldosterone, cortisol, corticosterone, dehydroepiandrosterone sulfate
(DHEAS), androstenedione (A4), renin, calcitriol, erythropoietin (EPO),
total testosterone (TT), free testosterone (fT), estradiol, sex hormone
binding globulin (SHBG), progesterone, estrone, insulin like growth
factor (IGF-1) and parathyroid hormones (PTH).

The secondary outcomes of this review were diseases or condi-
tions associated with alterations in the endocrine function during
opioid use as follows: diabetes, metabolic disorders, hypertension,
infertility, sexual dysfunction, osteoporosis, sleep disorders, and
cancer recurrence.

Our analysis was based on the statistical significance of the
results regarding endocrine outcomes and their associations with
L-TOT.

Quality assessment: To investigate the possible risk of bias for each
included study we used the modified Newcastle-Ottawa Quality
Assessment Scale (NOS) [9, 21]. NOS was originally developed to
evaluate cohort and case studies. The modified version is an adapta-
tion to evaluated studies with cross-sectional design [9]. The modified
NOS covers selection of the groups (population, sample size, ascer-
tainment), the comparability of the groups (study control/confound-
ing factors), and the outcomes of interest (assessment, statistical tests,
funding). Each item was scored with a specific maximum number of
points: four for selection procedure, two for comparability, and three
for outcomes. An item was considered satisfactory if scores reached
one or two points. The total score was calculated by the sum of each
part and varies from O (high risk of bias) to 9 (low risk of bias) [21]. The
assessment of risk of bias for each individual study was performed by
two of the authors (DAK and PD). Disagreements were resolved by
discussion between the two authors and a senior researcher (GK).
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Quality of evidence: The quality of evidence for all the outcomes of
interest was assessed using the Grading of Recommendation Assess-
ment, Development and Evaluation (GRADE) [22]. The GRADE method
assesses the study limitations, imprecision, inconsistency of results,
indirectness of evidence, and publication bias. These provide a total
GRADE score from O to 4. Initial score based on type of evidence is four
for large RCTs and two for observational studies. The quality of evi-
dence was categorized into four levels: high (4 points), the true effect is
close to the estimated effect; moderate (3 points), the true effect lies
close to this and it is possible that there is a significant difference; low
(2 points), there is limited confidence in the estimated effect and very
low (1 point or less), there is very little confidence in the estimated
effect [22, 23].

Results

The systematic database search comprised 236 studies; 45
of them were duplicates.

Thus, 191 studies were screened, out of them 179 were
excluded and 12 articles were selected for full reading.
Eight articles from the database search were excluded due
to other outcomes (n=5) and non-opioid interventions
(n=3). 16 articles were found by hand-search, five of them
were duplicates. Ten articles from the hand-search were
excluded due to other interventions (n=4), other outcomes
(n=3), other patient populations (n=2) and other design
(n=1). Finally, five cross-sectional studies were included in
this review (Figure 1). Two studies have retrieved infor-
mation about laboratorial blood analyses and collected
data retrospectively [16, 24]. One study had four patients in
treatment with thyroxine, who were in the control group
without opioid treatment (n=167) [25]. Thyroxine did not
significantly seem to affect the group’s hormonal levels
and accordingly the study was included in this review.
Estradiol, TSH and fT, were analyzed [16, 25], but due to the
very low number of patients with alterations (n=1), they
were not mentioned in this section.

Study characteristics

In the five cross-sectional studies, samples were between
20 and 167 patients with cancer-related pain, including
both patients in L-TOT and untreated patients in the control
groups [16, 24-27]. The age of the participants ranged from
24 to 94 years, with a median age of 59 years. L-TOT doses
ranged from 10 to 700 mg morphine equivalent daily doses
(MEDDs). The duration of the L-TOT varied from one to
12 months. Comparisons were made between patients in
L-TOT and control groups composed by patients with
cancer-related pain without L-TOT [25, 27] or normal
refence values [16, 24, 26]. None of the studies using control
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'f.'g' Records identified from*: ?:{(;(;rqd; ;amoved hefore Records identified from:
[ Databases (n = 236) > i Citation searching (n = 16)
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(n=191)

Reports sought for retrieval Reports not retrieved

Reports sought for retrieval .| Reports not retrieved
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»| Reports excluded:

Other intervention (n = 4)
Other outcome (n = 3)

Other patient population (n =
2)

Other study design (n=1)

Figure 1: Flow chart of the studies selected for inclusion.

groups used sex-matched controls. In all studies of this
review the included patients were not hormonal- or anti-
hormonal therapy [16, 23-26]. The included studies were
published between 2003 and 2016. See Table 2 for further
descriptions of the studies.

Primary outcomes — biomarkers

All studies examined biomarkers of the hypothalamic-
pituitary (HP) axis, which included the following sub-axes:
hypothalamic pituitary gonadal (HPG), hypothalamic
pituitary adrenal (HPA), hypothalamic pituitary thyroid
(HPT), hypothalamic pituitary somatotropic (HPS) and
hypothalamic pituitary prolactin (HPP) [16, 24-27].

L-TOT duration of one year or more [27] compared to
L-TOT duration of 1-2 months [16, 25], showed significantly
lower sex- and gonadotropic hormone levels, which is
described in more details below. Only one of the included
studies had information regarding included women’s
menstruation status [24]; however, none had information
about when the blood samples had been collected during
menstruation cycles.

E (n=191) Tl (n=0) (n=11)
@
: l I
o
w
Reports assessed for eligibility =
(n=12) > (n=11)
Reports excluded:
Other outcome (n = 5)
Other intervention (n = 3)
\d
]
= Studies included in review -
E (n=5)

Hypothalamic pituitary gonadal (HPG) axis

LH

Studies comparing patients in L-TOT with a control group
of patients not on opioids demonstrated significantly lower
levels of LH in both sexes (p < 0.033) [25, 27]. The studies
that compared patients in L-TOT with normal reference
values demonstrated high levels of LH in 40% of females
(n=20), low levels of LH in 30% of females (n=20) [16] and
no changes in males [26]. One study reported a correlation
(?=-0.259, p=0.014) between higher MEDDs and lower LH
levels in both sexes [25].

FSH

Studies comparing patients in L-TOT with a control group
of patients not on opioids demonstrated that L-TOT
was associated with significantly lower levels of FSH in
postmenopausal female patients (p = 0.030) [25], whereas
no change was observed in males [25, 27]. The studies
comparing patients in L-TOT with normal reference values
showed that FSH was high in 45 % (N = 20) and low in 30 %
(N =20) of females [16], whereas no change was observed in
males [26].
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L

Studies comparing patients in L-TOT with a control group
of patients not on opioids found significantly lower TT
levels in the opioid treated male patients (p < 0.001) [25, 27];
however, no significant changes in postmenopausal fe-
males were observed [25]. The studies comparing patients
in L-TOT with normal reference values showed lower levels
of TT in 68.7 % (N = 20) and in 90 % (N = 20) males,
retrospectively (16,26). Three studies reported a correlation
(p = 0.040, p = 0.001, (P = —0.494, p < 0.001)) between
higher MEDDs and lower TT levels in male patients [16, 24].

fT

One study comparing patients in L-TOT with patients not
on opioids found significantly lower levels of fT in opioid
treated males (p < 0.001), whereas no change in post-
menopausal females was observed [25]. Other study
showed that 57.1 % (N = 14) of the patients in L-TOT had
lower levels compared to normal reference values and
found an association between higher MEDDs and lower fT
levels in male patients (p = 0.041) [16]. One study reported a
correlation (1 = -0.510, p < 0.001) between higher MEDDs
and lower fT levels in male patients compared with pa-
tients not on opioids [25].

Hypothalamic-pituitary-adrenal (HPA) axis

ACTH

One study investigated the association between L-TOT and
ACTH levels in 18 patients in L-TOT compared with refer-
ence values. Findings showed normal levels in 94.5% [16].

Cortisol

A comparison of cortisol levels in patients in L-TOT (n=20)
with normal reference values showed higher levels in 40%
(n=8) and lower levels in 15% (n=3) [16]. Another study
reported a weak correlation between higher MEDDs and
higher random cortisol levels (r=0.25, p=0.032) [24].

Table 3: Analysis of the risk of bias.
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Hypothalamic-pituitary-prolactin (HPP) axis

PRL

One study analyzed PRL levels in patients in L-TOT (n=14)
and compared with normal reference values [16]. Higher
PRL levels were observed in 42.9% (n=6).

Secondary outcomes

Two studies have analyzed associations between opioid
intake, hypogonadism, and symptoms of sexual dysfunc-
tion [26, 27]. The instrument applied was Sexual Desire
Inventory (SDI), which assesses dyadic and solitary sexual
desire in the absence of consummatory behavior. The study
that compared patients in L-TOT with patients without
opioid treatment showed that 90% (n=18) of the patients in
L-TOT exhibited hypogonadism (low levels of TT, FSH, and
LH) and sexual dysfunction according to median SDI
dyadic (p=0.0114) and solitary scores (p=0.0072) [27]. The
other study found that 90% (n=18) of the patients had low
levels of TT compared to reference values and that mean
scores for SDI dyadic, and solitary were low compared to
the normative data [26].

Quality assessment

The risk of bias in each of the five cross-sectional studies
[16, 24—-27] was scored from three to six points out of nine
possible points. The low scores were derived from flaws
regarding sample sizes, comparisons according to control
groups/confounding factors, statistical tests, and funding
(Table 3).

The overall quality of evidence [22, 23] was very low,
due to limitations in study design, the high risk of incon-
sistency, indirectness, publication bias and imprecision.
The summary of the results is presented in Table 4.

Cross-sectional studies according to the modified Newcastle-Ottawa quality assessment scale

Study Selection (¥***) Comparability (**) Outcome (***)

Population Sample size Exposure Outcome Statistical tests Funding Total score?
[1 6] * _ * _ * _ _ 3
[24] * _ * _ * * 5
[2 5] * _ * * * * 6
[27] * _ * _ * * _ 4
[26] * _ * _ * _ _ 3

®Modified version of the Newcastle-Ottawa Scale (NOS) [9, 21].
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Discussion

In this systematic review regarding effects of L-TOT on the
endocrine system in patients with cancer-related pain we
found suppression of hormones originating from the
HPG-axis including lower levels of TT, fT, LH and FSH.
Moreover, alterations in the HPA-axis were observed,
which involved higher levels of cortisol, respectively.

In addition, this systematic review found that patients
with cancer-related pain who showed signs and symptoms
of central hypogonadism and sexual dysfunction related to
L-TOT, which is in accordance with findings from other
studies [28, 29]. However, the overall assessment of quality
of evidence was very low.

It is well-known that the gonadotropic hormones are
particularly affected by opioids via a feedback mechanism
[30], which affects the gonadal status by an indirectly
inhibition of gonadotropin-releasing hormone (GnRH)
from hypothalamus [8, 11]. These mechanisms may prob-
ably have been in play causing the low concentrations of
TT, fT, LH and FSH, which were found in the studies
included in the present systematic review [16, 24-27].
Further, opioids are also known to have a direct effect on
the testes resulting in decreased TT and testicular inter-
stitial fluid (TIF) [31]. This has also been observed in studies
in other patient populations (chronic non-cancer pain and
heroin addicted patients) in L-TOT [32, 33]. Hypogonadism
can decrease bone density and mineral metabolism, and
increase the risk of fractures [34, 35]. The increased risk of
osteoporosis and fractures may be caused by inhibition of
osteoblasts and osteocalcin synthesis via opioid receptors
[6, 13, 36, 37]. Low TT levels may stimulate secretion of FSH
and LH by a negative feedback loop; however, in this sys-
tematic review the opposite was observed (low levels of LH
and FSH). An explanation for this finding may be that
opioids bind to opioid receptors in the pituitary gland and
reduce the secretion of LH and FSH. This reduction could
also be due to opioid inhibition of the secretion of GnRH,
which can decrease the secretion of LH and FSH and result
in low TT and estradiol levels. Another explanation for our
findings may be that PRL also plays a significant role in the
regulation of the gonadal hormones. One of the included
studies found increased levels of PRL in 42.9% of the pa-
tients (n=14) [16]. Opioid-induced hyperprolactinemia can
decrease the pulsatile release of GnRH and decrease
gonadal hormone levels (LH and FSH), which result in low
levels of TT, which in turn may increase the risk of devel-
oping hypogonadism [38, 39].

In a study of the present review, an association
between higher MEDDs and higher cortisol levels during
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L-TOT was reported [24]. The correlation between higher
opioid doses and higher cortisol levels in patients with
cancer-related pain, may be due to pain and/or stress
caused by the cancer disease, which may result in hy-
peractivity of HPA causing increasing cortisol levels. The
unchanged ACTH levels could possibly be due to the high
cortisol levels in 40% of the patients (n=20), which may
inhibit ACTH release by a negative feedback mechanism
[16]. In contrast, the reverse effects have been seen in
previous studies of opioid treated chronic non-cancer
pain patients, in which low levels of ACTH and cortisol
were found [40]. In chronic non-cancer pain patients in
L-TOT a down-regulation of ACTH and cortisol and low
levels of DHEAS [13, 40], may indicate opioid-induced
adrenal insufficiency [6, 41]. Hormones derived from the
HPA-axis play a significant role in the immune system.
Previous studies found that L-TOT in patients with cancer
was associated with higher levels of biomarkers of
inflammation and infection [42]. L-TOT is known to sup-
press the immune system in patients with cancer and in
chronic non-cancer patients — especially in those with
adrenal insufficiency [9, 43-45]. Thus, the inflammatory
response to the cancer disease and the resulting proin-
flammatory cytokines may affect the testes and result in
suppression of TT, which may increase the risk of
developing hypogonadism, anorexia, and even cancer-
cachexia [13, 29]. Further, proinflammatory cytokines may
stimulate aromatase activity in women and increase
estradiol production [25]; however, no significant change
in estradiol concentration was found during L-TOT in two
of the studies of the present review [16, 25], which could
possibly be due to the fact that the included female pa-
tients were postmenopausal women.

The exposure of endocrine system by L-TOT may be
influenced by type of opioid, dose level and length of
treatment. This systematic review could not assess effects
of the different opioid types, doses, and length of treat-
ment on the endocrine system, because this information
was not available in all the included studies. Preclinical
studies have shown that different types of opioids have
differentiated effects on the endocrine system [8]. Thus,
e.g., methadone intake might result in more suppression
of TT compared to buprenorphine [46]. However, on the
other hand methadone might result in less menstrual
irregularity compared to other opioids [47]. In addition,
previous studies have suggested that buprenorphine has
less negative effect on the HPG-axis, which may make
buprenorphine a better choice in terms of preserving TT
level and sexual function [48-50].

According to the findings in the present review there
may be some indications that opioid dose level may affect
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the endocrine system. Four studies found significant
associations between opioid doses and hormone serum
concentrations [16, 24, 25, 27]. Thus, high opioid doses were
associated with low levels of hormones including TT, fT and
LH, however, cortisol levels were high during high opioid
dose therapy. Finally, length of L-TOT seemed to play a role
as L-TOT duration of one year or more [27] compared to
L-TOT duration of 1-2 months showed significantly lower
sex- and gonadotropic hormone levels [16, 25]. To evaluate
the risk/benefit ratio concerning the use of specific types of
opioids in patients with cancer we need more knowledge
about the endocrinological effects from clinical studies
combined with assessment of disease stage, anticancer
treatment, performance status, survival prognostics, etc.

Only two studies assessed patient reported clinical
outcomes. They found low sexual desire in the patients
with cancer in L-TOT [26, 27], which may be in accordance
with findings in other populations demonstrating strong
associations between low sexual desire and low TT [51, 52]
and fT levels [53, 54]. A pilot study in patients with
advanced cancer has also indicated that hypogonadism
may be associated with symptoms including sexual
dysfunction [28]. Both the symptoms and sexual dysfunc-
tion may substantially reduce patients’ quality of life.

Although the available literature is still sparse a
strength of this systematic review is that it has included
endocrine biomarkers from all hypothalamic pituitary
axes. However, this systematic review also has some limi-
tations. First, the different characteristics of the included
studies make comparisons difficult (control groups/com-
parison methods, duration of L-TOT, variety of opioids,
selection of outcomes, gender, and age of participants).
Second, only few studies are available from existing liter-
ature. Third, all five included studies had a cross-sectional
design resulting in lower quality of evidence and no
reasoning of cause-effect relationship. Finally, some of the
five studies had a high risk of bias due to small sample
sizes, comparability and clinical reported outcomes
including missing information about funding.

Conclusions

The findings of this systematic review suggest that L-TOT
may affect the endocrine system including suppression of
the HPG-axis and accordingly result in low levels of LH,
FSH, TT and fT in patients with cancer-related pain on
L-TOT. Sexual dysfunction and alterations on the HPA-axis
including high levels of cortisol were also found. The
studies have suggested an association between L-TOT and
gonadal hypofunction, which was possibly correlated with

Abou-Kassem et al.: L-TOT and endocrine measures in patients with cancer-related pain —— 433

high opioid dose level. However, the existing evidence is
weak, and the overall quality is low. A future recommen-
dation is to screen patients with cancer for sex hormone
deficiency before and during L-TOT. Finally, further
research to clarify the associations and investigate cause-
effect relationship of L-TOT and endocrine system in pa-
tients with cancer-related pain is urgently needed.

Research funding: Authors state no funding involved.
Author contributions: All authors have accepted respon-
sibility for the entire content of this manuscript and
approved its submission.

Competing interests: Authors state no conflict of interest.

References

1. van den Beuken-Van Everdingen MH), Hochstenbach LM),
Joosten EAJ, Tjan-Heijnen VCG, Janssen DJA. Update on
prevalence of pain in patients with cancer: systematic review and
meta-analysis. ] Pain Symptom Manag 2016;51:1070-90.e9.

2. World Health Organization. WHO guidelines for the
pharmacological and radiotherapeutic management of cancer
pain in adults and adolescents. ISBN-13: 978-92-4-155039-0.
Geneva, Switzerland: World Health Organization; 2018.

3. Fallon M, Giusti R, Aielli F, Hoskin P, Rolke R, Sharma M, et al.
Management of cancer pain in adult patients: ESMO Clinical
Practice Guidelines. Ann Oncol 2018;29:iv166-91.

4, Scholz ). 50 AEEEL HHS public access. Physiol Behav 2019;
176:139-48.

5. Elliott JA, Horton E, Fibuch EE. The endocrine effects of long-term
oral opioid therapy: a case report and review of the literature.

) Opioid Manag 2011;7:145-54.

6. Gudin JA, Laitman A, Nalamachu S. Opioid Related
Endocrinopathy. Pain Medicine (United States) 2015;16:59-15.

7. McNicol E, Horowicz-Mehler N, Fisk RA, Bennett K,
Gialeli-Goudas M, Chew PW, et al. Management of opioid side
effects in cancer-related and chronic noncancer pain: a
systematic review. ] Pain 2003;4:231-56.

8. Thosani S, Jimenez C. Opioid-induced biochemical alterations of
the neuroendocrine axis. Expet Rev Endocrinol Metabol 2011;6:
705-13.

9. Diasso PDK, Birke H, Nielsen SD, Main KM, Hgjsted ], Sjggren P,
et al. The effects of long-term opioid treatment on the immune
system in chronic non-cancer pain patients: a systematic review.
Eur ) Pain 2020;24:481-96.

10. Hgjsted ), Sjggren P. An update on the role of opioids in the
management of chronic pain of nonmalignant origin. Curr Opin
Anaesthesiol 2007;20:451-5.

11. Katz N, Mazer NA. The impact of opioids on the endocrine system.
Clin ) Pain 2009;25:170-5.

12. Rhodin A, Stridsberg M, Gordh T. Opioid endocrinopathy:

a clinical problem in patients with chronic pain and long-term
oral opioid treatment. Clin ] Pain 2010;26:374-80.

13. BussT, Leppert W. Opioid-induced endocrinopathy in cancer patients:
an underestimated clinical problem. Adv Ther 2014;31:153-67.



434 —— Abou-Kassem et al.: L-TOT and endocrine measures in patients with cancer-related pain

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

Abs R, Verhelst J, Maeyaert ), van Buyten JP, Opsomer F,
Adriaensen H, et al. Endocrine consequences of long-term
intrathecal administration of opioids. ) Clin Endocrinol Metabol
2000;85:2215-22.

Vuong C, van Uum SHM, O’Dell LE, Lutfy K, Friedman TC. The
effects of opioids and opioid analogs on animal and human
endocrine systems. Endocr Rev 2010;31:98-132.

Merdin A, Merdin FA, Giindiiz S, Bozcuk H, Coskun HS. Opioid
endocrinopathy: a clinical problem in patients with cancer pain.
Exp Ther Med 2016;11:1819-22.

Fountas A, van Uum S, Karavitaki N. Opioid-induced
endocrinopathies. Lancet Diabetes Endocrinol 2020;8:68-80.
McWilliams K, Simmons C, Laird BJ, Fallon MT. A systematic
review of opioid effects on the hypogonadal axis of cancer
patients. Support Care Cancer 2014;22:1699-704.

Moher D, Liberati A, Tetzlaff J, Altman DG. Preferred reporting
items for systematic reviews and meta-analyses: the PRISMA
statement. PLoS Med 2009;6:€1000097.

Cooke A, Smith D, Booth A. Beyond PICO: the SPIDER tool for
qualitative evidence synthesis. Qual Health Res 2012;22:1435-43.
Wells G, Shea B, O’Connell D, Peterson J, Welch, Losos M, et al.
The newcastle-Ottawa Scale (NOS) for assessing the quality of
nonrandomised studies in meta-analyses. In 2014; 2014.
Guyatt G, Oxman AD, Akl EA, Kunz R, Vist G, Brozek |, et al. GRADE
guidelines: 1. Introduction-GRADE evidence profiles and
summary of findings tables. ] Clin Epidemiol 2011;64:383-94.
Balshem H, Helfand M, Schiinemann HJ, Oxman AD, Kunz R,
Brozek ), et al. GRADE guidelines: 3. Rating the quality of
evidence. ) Clin Epidemiol 2011;64:401-6.

Dev R, Hui D, Dalal S, Nooruddin ZI, Yennurajalingam S, del Fabbro E,
et al. Association between serum cortisol and testosterone levels,
opioid therapy, and symptom distress in patients with advanced
cancer. ) Pain Symptom Manag 2011;41:788-95.

Skipworth RJE, Moses AGW, Sangster K, Sturgeon CM, Voss AC,
Fallon MT, et al. Interaction of gonadal status with systemic
inflammation and opioid use in determining nutritional status
and prognosis in advanced pancreatic cancer. Support Care
Cancer 2011;19:391-401.

Rajagopal A, Vassilopoulou-Sellin R, Palmer JL, Kaur G, Bruera E.
Hypogonadism and sexual dysfunction in male cancer survivors
receiving chronic opioid therapy. ] Pain Symptom Manag 2003;26:
1055-61.

Rajagopal A, Vassilopoulou-Sellin R, Palmer JL, Kaur G, Bruera E.
Symptomatic hypogonadism in male survivors of cancer with
chronic exposure to opioids. Cancer 2004;100:851-8.

Strasser F, Palmer JL, Schover LR, Yusuf SW, Pisters K,
Vassilopoulou-Sellin R, et al. The impact of hypogonadism and
autonomic dysfunction on fatigue, emotional function, and
sexual desire in male patients with advanced cancer: a pilot
study. Cancer 2006;107:2949-57.

Garcia JM, Li H, Mann D, Epner D, Hayes TG, Marcelli M, et al.
Hypogonadism in male patients with cancer. Cancer 2006;106:
2583-91.

Colameco S, Coren JS. Opioid-induced endocrinopathy. ] Am
Osteopath Assoc 2009;109:20-5.

Adams ML, Sewing B, Forman JB, Meyer ER, Cicero T). Opioid-
induced suppression of rat testicular function. ] Pharmacol Exp
Therapeut 1993;266:323-8.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

DE GRUYTER

Finch PM, Roberts LJ, Price L, Hadlow NC, Pullan PT.
Hypogonadism in patients treated with intrathecal morphine.
Clin J Pain 2000;16:251-4.

Wang C, Chan V, Yeung RT. The effect of heroin addiction on
pituitary-testicular function. Clin Endocrinol 1978;9:455-61.
Grey A, Rix-Trott K, Horne A, Gamble G, Bolland M, Reid IR.
Decreased bone density in men on methadone maintenance
therapy. Addiction 2011;106:349-54.

Vestergaard P, Rejnmark L, Mosekilde L. Fracture risk associated
with the use of morphine and opiates. ] Intern Med 2006;260:
76-87.

Harris JD. Management of expected and unexpected opioid-
related side effects. Clin ) Pain 2008;24(10 Suppl):8-13.
Pérez-Castrillon JL, Olmos JM, Gémez JJ, Barrallo A, Riancho JA,
Perera L, et al. Expression of opioid receptors in osteoblast-like
MG-63 cells, and effects of different opioid agonists on alkaline
phosphatase and osteocalcin secretion by these cells.
Neuroendocrinology 2000;72:187-94.

Capozzi A, Scambia G, Pontecorvi A, Lello S. Hyperprolactinemia:
pathophysiology and therapeutic approach. Gynecol Endocrinol
2015;31:506-10.

de Vries F, Bruin M, Lobatto DJ, Dekkers OM, Schoones JW,

van Furth WR, et al. Opioids and their endocrine effects:

a systematic review and meta-analysis. ] Clin Endocrinol Metabol
2020;105:1020-9.

Marudhai S, Patel M, Valaiyaduppu Subas S, Ghani MR, Busa V,
Dardeir A, et al. Long-term opioids linked to hypogonadism and
the role of testosterone supplementation therapy. Cureus 2020;
12:1-5.

Oltmanns KM, Fehm HL, Peters A. Chronic fentanyl application
induces adrenocortical insufficiency. ) Intern Med 2005;257:
478-80.

Vigano A, Piccioni M, Trutschnigg B, Hornby L, Chaudhury P,
Kilgour R. Male hypogonadism associated with advanced cancer:
a systematic review. Lancet Oncol 2010;11:679-84.

Dunn GP, Bruce AT, lkeda H, Old LJ, Schreiber RD. Cancer
immunoediting: from immunosurveillance to tumor escape. Nat
Immunol 2002;3:991-8.

Sjggren P, Kaasa S. The role of opioids in cancer progression:
emerging experimental and clinical implications. Ann Oncol
2016;27:1978-80.

Gilmore E, McCabe N, Kennedy RD, Parkes EE. DNA repair
deficiency in breast cancer: Opportunities for immunotherapy.

) Oncol 2019;2019:4325105.

Cicero TJ, Bell RD, Wiest WG, Allison JH, Polakoski K, Robins E.
Function of the male sex organs in heroin and methadone users.
N Engl) Med 1975;292:882-7.

Schmittner J, Schroeder JR, Epstein DH, Preston KL. Menstrual
cycle length during methadone maintenance. Addiction 2005;
100:829-36.

ColuzziF, Billeci D, Maggi M, Corona G. Testosterone deficiency in
non-cancer opioid-treated patients. ] Endocrinol Invest 2018;41:
1377-88.

Hallinan R, Byrne A, Agho K, McMahon CG, Tynan P, Attia J.
Hypogonadism in men receiving methadone and buprenorphine
maintenance treatment. Int ) Androl 2009;32:131-9.

Bliesener N, Albrecht S, Schwager A, Weckbecker K,

Lichtermann D, Klingmiiller D. Plasma testosterone and



DE GRUYTER

51.

52.

sexual function in men receiving buprenorphine maintenance

for opioid dependence. | Clin Endocrinol Metabol 2005;90:203-6.
Schiavi RC, White D, Mandeli J, Levine AC. Effect of testosterone
administration on sexual behavior and mood in men with erectile
dysfunction. Arch Sex Behav 1997;26:231-41.

Guay AT, Bansal S, Heatley GJ. Effect of raising endogenous
testosterone levels in impotent men with secondary
hypogonadism: double blind placebo-controlled trial with

53.

54.

Abou-Kassem et al.: L-TOT and endocrine measures in patients with cancer-related pain —— 435

clomiphene citrate. J Clin Endocrinol Metabol 1995;80:
3546-52.

Lundberg PO, Hulter B. Sexual dysfunction in patients with
hypothalamo-pituitary disorders. Exp Clin Endocrinol 1991;98:
81-8.

Ahn HS, Park CM, Lee SW. The clinical relevance of sex hormone
levels and sexual activity in the ageing male. BJU Int 2002;89:
526-30.



	Long-term opioid treatment and endocrine measures in patients with cancer-related pain: a systematic review
	Introduction
	Methods
	Search strategy
	Inclusion and exclusion criteria
	Screening and extraction
	Analysis
	Study outcomes
	Quality assessment
	Quality of evidence


	Results
	Study characteristics
	Primary outcomes – biomarkers
	Hypothalamic pituitary gonadal (HPG) axis
	LH
	FSH
	TT
	fT

	Hypothalamic-pituitary-adrenal (HPA) axis
	ACTH
	Cortisol

	Hypothalamic-pituitary-prolactin (HPP) axis
	PRL


	Secondary outcomes
	Quality assessment

	Discussion
	Conclusions
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (Euroscale Coated v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.7
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /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 false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /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 0.15
    /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 10
  >>
  /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 0.15
    /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 false
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1000
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.10000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /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

  /CreateJDFFile false
  /Description <<
    /DEU <>
    /ENU ()
    /ENN ()
  >>
  /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
    >>
    <<
      /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
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName (ISO Coated v2 \(ECI\))
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName <FEFF005B0048006F006800650020004100750066006C00F600730075006E0067005D>
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements true
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 8.503940
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /UseName
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [595.276 841.890]
>> setpagedevice


