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Abstract
Background: Opioid-induced constipation (OIC) is a frequent and bothersome adverse event related with
opioid therapy in cancer patients. Despite the high prevalence, medical management of OIC is often
uncertain. The current project aimed to investigate expert opinion on OIC management and provide
practical recommendations to improve the clinical approach of OIC in cancer patient.

Methods: A modi�ed Delphi method was conducted involving 46  different physicians experts in OIC.
Using a structured questionnaire of 67 items this project intended to seek consensus on aspects related
to diagnosis, treatment, and quality of life of cancer patients suffering with OIC.

Results: After two rounds, a consensus was reached in 91% of the items proposed, all in agreement.
Agreement was obtained on OIC de�nition (95.7%). Objective and patient-reported outcomes included in
that de�nition should be assessed routinely in clinical practice. Responsive to symptom changes and
easy-to-use assessment tools were recommended (87.2%). Successful diagnosis of OIC requires increase
clinicians awareness of OIC and proactivity to discuss symptoms with their patients (100%). Successful
management of OIC requires individualization of the treatment (100%), regular revaluation once is
established, and keeping it for the duration of opioid treatment (91.5%). Oral Peripherally Acting µ-Opioid
Receptor Agonists (PAMORAs), were considered good alternatives for the treatment of OIC in cancer
patients (97.9%). This drugs and laxatives can be co-prescribed if OIC coexist with functional
constipation.

Conclusions: The panelists, based on their expert clinical practice, presented a set of recommendations
for the management of OIC in cancer patients.

Introduction
Pain prevalence in patients with cancer ranges from 39.3% after curative treatment, 55.0% during
anticancer treatment, and 66.4-80% in advanced disease [1]. Because of this high prevalence, it is a
priority to establish adequate control of pain in these patients [2]. Opioids are one of the main treatment
options in patients with severe pain [3, 4]. Despite their great e�cacy, opioids are associated with several
adverse events including constipation, nausea, vomiting, dry mouth, oesophageal re�ux or abdominal
discomfort. Some of them, such as nausea and vomiting, disappear over time, but opioid-induced
constipation (OIC) can occur from the start of opioid administration and be present throughout opioid
treatment [5, 6].

OIC is a frequent and distressing disorder in cancer patients, with a signi�cant impact on their quality of
life [7-10]. OIC occurs in 51–87% of patients receiving opioids for cancer [11]. Although OIC is one of the
most common causes of constipation in cancer patients, there are many other factors that can contribute
to the development of constipation or exacerbate OIC symptoms [12-14]. A differential diagnosis of OIC is
necessary to identify underlying causes of constipation, and to provide speci�c treatment [11-13].



Page 3/18

Functional constipation and OIC have similar presentation, but their physiopathology is different. They
have been well-de�ned in Rome IV criteria publication [12].

Traditionally, the treatment of OIC has been based on hygienic-dietary measures and the use of laxatives.
However, it has been proven that these measures have not been su�ciently effective in a high percentage
of cases [15-17]. This may due to the fact that they do not act on the underlying mechanism of the OIC
and the recommendations are based mainly on data obtained from patients with functional constipation.

In the last decade, major contributions have been made to elucidate the complexity of OIC
physiopathology and to develop new targeted drugs. These new agents, in contrast to conventional
treatment, are speci�c for OIC and target the underlying mechanism of OIC. The Peripherally Acting µ-
Opioid Receptor Agonists (PAMORAs), preferentially block µ-opioid receptors in the periphery and do not
interfere with the analgesic effects of opioids in the central nervous system [18, 19].

Despite all this progress and the publishing of some clinical guidelines in the management of OIC [13,
20], there is still no comprehensive clinical guideline that approach the complexity of OIC in cancer
patients in real world clinical practice. In order to develop practical and valuable tools that help us to
improve the clinical management of OIC in cancer patients, we have performed a Delphi consensus to
gather the opinion of   different Spanish physicians, experts with extensive knowledge and experience on
opioid use and OIC.

Methods
Study design

This study was performed according to a modi�ed Delphi method to reach a consensus on key aspects
of the medical management of OIC in cancer patients, based on evidence and expert’s clinical experience
[21-23]. The process was developed in 3 stages: 1) a face-to-face meeting with a scienti�c committee to
raise the main topics; 2) two successive rounds of online surveys to gather the opinion of a panel of
experts; and 3) result analysis and conclusions discussion by the scienti�c committee in a face-to-face
meeting. To minimize the band-wagon effect in the meetings, blind voting was carried out, for decision-
making and it was ensured that all the participants spoke the same amount of time.

Participants

A group of 46 health care providers (HCP) (48% medical oncologists, 33% from palliative care, 17%
clinical oncologists, and 2% from pain unit), with more than 3 years of clinical experience in cancer pain
treatment with opioids and OIC, were involved in this consensus. Experts were representative from all
regions of Spain.

Questionnaire
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In a face-to-face start-up meeting, a scienti�c committee discussed the main diagnostic and treatment
strategies of OIC in cancer patients, as well as those aspects related to their quality of life. As a result of
this meeting, a questionnaire of 67 items was drawn up in the following topics: 1) Diagnosis of OIC (21
items); 2) Treatment of OIC (38 items); and 3) Quality of life of cancer patients with OIC (8 items).

To respond to the items, a unique nine point ordinal Likert-type scale was proposed according to the
model developed by UCLA-RAND Corporation (minimum 1, full disagreement; and maximum 9, full
agreement) [21]. This scale was structured in three groups according to the level of agreement-
disagreement of the item: from 1 to 3, interpreted as rejection or disagreement; from 4 to 6, interpreted as
no agreement or disagreement; and from 7 to 9, interpreted as expression of agreement or support.

The Delphi rounds and consensus meeting

The Delphi study was conducted over two rounds held between May and July 2018. The respondents
were blinded for each other responses. In the 1st round, expert panellists responded to the questionnaire
via on-line offering the possibility of adding their opinion in open text. The research assistance team
assessed and presented through bar graphs the results from round 1 to facilitate comments and
clari�cations from each participant. Thanks to this information, in the 2nd round the panellists contrasted
their personal opinion with that of the other participants and, if necessary, reconsidered their initial
opinion on those items where consensus was not reached. The results of this second round were
tabulated and presented descriptively. The project was closed on September 2018 with a face-to-face
meeting of the scienti�c committee to debate and analyse the results.

Analysis and interpretation of results from the questionnaires

The �nal opinion of the group on each of the items was studied through the score and the level of
consensus reached by the panellists. The same criteria were followed for each of the items. The
consensus was reached when two-thirds or more of the respondents scored within the 3-point range (1-3
or 7-9) containing the median. The type of consensus achieved on each item was determined by the
median value of the score. There was agreement if the median was ≥ 7, and there was disagreement if
the median was ≤ 3. When the median score was located between a 4-6 range, the items were uncertain
for a representative majority of the group.

Results
Delphi consensus

All 46 experts consulted completed the two rounds of the Delphi consensus without proposing new items.
In round 1, consensus was reached on 55 of 67 items. Twelve items were returned for reconsideration in
round 2 and consensus was reached in 6 items. After two rounds, a consensus was reached in 61 items
(91%); all in agreement.  The remaining 6 items (9%) did not show agreement or disagreement. The most
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important items (53 of 67) have been selected to be included in this publication. Figure 1 depicts the
results of the two rounds and tables 1, 2, and 3 show the global results for the 53 selected items.

Topic 1. Diagnosis of OIC

The panel agreed all items proposed about the diagnosis of OIC in cancer patients, all of them with more
than 70% of agreement (Table 1). Two items were agreed by all experts: the importance of awareness
that OIC can be developed throughout opioid treatment and the recommendation of a proactive
discussion between HCP and patients. Other relevant agreements included the use of Rome IV criteria to
improve the differential diagnosis of OIC (82.97%), and the use of simple questionnaires with practical
and measurable scales (87.24%). Of note, many panellists agreed that OIC is often not diagnosed
correctly in cancer patients (85.10%). A complete clinical evaluation was recommended to rule out any
other cause of constipation (metabolic, organic, pharmacologic, etc.) (95.75%).

Topic 2. Treatment of OIC

Most of the items regarding OIC treatment in cancer patients reached consensus, all of them in
agreement (Table 2). Prevention and early treatment were recommended to anticipate the development of
OIC (97.87%). Once OIC is established, its management becomes more complicated (95.74%). Experts
agreed that OIC treatment should remain for the duration of opioid treatment (91.48%).

OIC treatment should be kept as simple as possible, using an easy and convenient drug administration
with a single daily dose (97.87%). These aspects will increase patient’ satisfaction (91.49%),, which will
help to improve the e�cacy of OIC therapy (97.87%). The panel agreed that a good OIC therapeutic
strategy requires the individualization of the treatment, adapting it to the needs of each patient.
Furthermore, the panel broadly agreed that poor control of OIC can increase the number of medical visits,
emergency visits, and healthcare costs (>91.00%).

When OIC and functional constipation coexist in the same patient, a comprehensive approach of the
situation is needed, treating speci�cally both types of constipation (91.49%).

The panel agreed that OIC needs a speci�c approach targeting the underlying cause (95.75%). Hygienic-
dietary recommendations and laxatives, although necessary, are not effective enough (>78.00%). Most of
the experts agreed that oral PAMORAs are good therapeutic alternatives for the treatment of OIC in cancer
patients (97.87%).

After laxative failure, panellist recommended to treat OIC using oral PAMORAs together with the laxative,
maintaining the laxative doses as prescribed (80.00%). Osmotic laxatives were preferred for an adjuvant
therapy with oral PAMORA (72.33%). In any case, panellists agreed that occasional use of enemas or
opioid rotation should be considered when combined therapy with oral PAMORA and laxative was
unsuccessful (>72%).

Topic 3. Quality of life of cancer patients with OIC
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The panel agreed (97.9%) that OIC affects negatively the quality of life of cancer patient. According to all
experts, it is important to consider patient’s opinion about the evolution of their OIC symptoms and
quality of life when assessing the e�cacy of OIC treatment. In addition, all experts believed that quality of
life is a key element to be prioritized in the comprehensive approach of OIC in cancer patients. Most of
the panellists agreed that regular assessment of patient-reported outcomes for symptom monitoring
during routine clinical practice was a good option that may help to provide early treatment to patients’
symptoms preventing adverse consequences (91.49%), and may contribute to improving their quality of
life (93.61%) (Table 3).

Discussion
Despite the growing recognition of the burden of OIC in cancer patients leading to the development of
new drugs targeting the underlying cause, few speci�c clinical guidelines for the management of OIC
have been published [11, 13, 20, 24]. The present Delphi consensus was intended to be a useful tool to
provide practical recommendations based on the experience of different Spanish physicians experts on
opioid use and OIC.

OIC is a frequent problem among patients with cancer, and often underdiagnosed [14], as the panellist
agreed. To identify effectively cancer patients with OIC, symptoms had to be assessed regularly since
they can be present at the time of opioid prescription and throughout the treatment. It is recommendable
to use simple, not time consuming, measurable assessment tools in clinical practice, like the Bowel
Function Index (BFI), in line with previous recommendations [12, 25, 26, 14]. However, the BFI only collect
patient-reported outcomes but not objective symptoms. Therefore, a more comprehensive tool based on
Rome IV criteria and de�nition of OIC need to be developed.

For a successful management of OIC, functional constipation should be identi�ed and treated before
opioid treatment is initiated to avoid further complications. Previous study, observed that 71% of patient
with constipation prior to opioid treatment had experienced exacerbation of symptoms with opioids [27].

The panel agreed OIC need speci�c and targeted management due to the speci�c pathophysiological
features. For that reason, the �rst step is to be aware that OIC can be present at any time during opioid
treatment and therefore OIC treatment should remain throughout opioid use. Prophylaxis, as well as early
treatment, was considered essential to avoid further adverse events and complications. However, experts
observed that despite recommendations [28], many patients on opioid treatment do not receive laxative
prophylactic treatment, possibly because prevention in clinical practice is often merely informative.

Regarding conventional OIC therapy, the panel considered that addressing life-style aspects is important
due to the multifactorial origin of constipation in cancer patients. However, changing life-style only do not
alleviate OIC symptoms. Similarly, many times laxatives have shown poor e�cacy [16, 28, 10, 29]. New
therapeutic alternatives take on special value in this patient group. The new agents not only target the
underlying cause of the problem, but also provide solution where there was none, introducing a new
paradigm in the OIC treatment scheme [12, 21, 25, 14].
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Panel agreed management of OIC should be tailored based on individual patient needs. Based on clinical
practice, osmotic laxatives were barely considered �rst therapeutic option for OIC in cancer patients.
Osmotic laxatives have been strongly endorsed for their e�cacy in improving stool frequency and
consistency in patients with chronic constipation [12, 30]. Furthermore, for the treatment of functional
constipation osmotic laxatives have been recommended for hard stools, whereas stimulant laxatives are
recommended for soft stools [30, 31]. However, these recommendations address other causes of
constipation but not the problem of OIC, and to date, there is no enough evidence which suggest that one
laxative is better than others [12, 32]. Therefore, the experts concluded that although osmotic laxatives
could be more frequently used, given the paucity of the evidence there are insu�cient data to make a
general recommendation of one laxative over the other for the treatment of OIC in cancer patients.
Clinicians should select laxatives based on the individual patient symptoms, needs, and performance
status [12, 30, 31].

Oral PAMORAs were considered good therapeutic option for the treatment of OIC in cancer patient.
According to latest publications, PAMORAs have been recommended for OIC when laxatives results in
incomplete relieve of symptoms [12, 21]. Successful management of OIC requires a complete individual
clinical evaluation being critical to establish the cause of constipation. A recent European expert
consensus about OIC management has suggested to start treatment with an opioid antagonist if
constipation was considered to be secondary to opioid therapy [14].

Moreover, cancer patients often suffer with mix aetiology constipation, and a comprehensive
management should be installed. In this study, panel recommended co-prescription of laxatives with
PAMORA in patients experiencing multifactorial constipation. Yet appropriate therapeutic scheme:
laxative dose, laxative type, etc. need to be validated and requires further investigation.De�nition of
treatment failure is crucial for the success of OIC management, however it has been de�ned variably in
the literature [12, 21, 26, 30]. Nonetheless, the panel recommended that treatment e�cacy should be
assessed as soon as possible and preferable within a week.

Finally, the panel evaluated the burden of OIC in the quality of life of cancer patients. According with
previous data [9, 33, 10], panel agreed OIC negatively impact on the quality of life of cancer patients.
Poorly controlled symptoms can result in increasing emergency department visits, unplanned
hospitalizations, uncontrolled pain, delays in treatment, and lack of adherence and persistence with an
effective treatment course. Patient perception of the burden of the problem, quality of life, and treatment
has also a great impact on the success of the treatment and symptoms relief, therefore it should not be
undervalued. Many clinicians are aware that improving cancer outcomes requires a focus not only on the
main disease but also on patient illness experience and symptoms and their impact on the quality of life
and their families. Systematic monitoring of patient-reported outcomes, including minor symptoms and
patient experience, is now an essential component of cancer care [34-36].

The limitations of this study are similar to those of others with a comparable design. The promotor has
not been involved in the development of the study, so a possible in�uence in the consensus has been
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minimized. One of the main strengths of this study is the participation of  different kinds of physicians
experts in OIC with high clinical experience. Far from being a disadvantage, this approach enriched and
strengthened the consensus, since each item is evaluated from different points of view. In addition, the
high degree of consensus reached give the study great validity of its results.

Conclusions
Despite the improved knowledge of OIC physiopathology and management, standardized speci�c
recommendations need to be developed to minimize the distress of OIC and to improve the quality of life
of cancer patient. This modi�ed Delphi consensus intended to provide with expert recommendations for
the management of OIC in cancer patients, based on expert clinical practice. The main conclusions are as
follow:

Successful management of OIC requires increasing awareness of the impact of OIC in cancer
patients among clinicians and patients.

Higher proactivity to discuss OIC symptoms in clinical practice is recommended.

The adoption of standardized tools to assess OIC symptoms (objective and subjective) in clinical
routine practice is encouraged.

OIC treatment should remain throughout opioid treatment and precise individualization based on
patient symptoms, clinical status and preference.

Oral PAMORAs are good alternatives for the treatment of OIC in cancer patients.

Further research is needed to clarify the speci�c role of laxatives and oral PAMORAs in a comprehensive
step-wise therapeutic strategy addressing the complexity of OIC in cancer patients.

Declarations
ACKNOWLEDGMENTS

The authors wish to thank the Research Unit at Luzán 5 (Madrid) for the design and coordination
assistance and Dr. Fernando Sánchez Barbero for the support on the preparation of this manuscript.

Kyowa Kirin has sponsored this project without participating in any way in the design, data analysis or
writing of this article.

AUTHORS CONTRIBUTIONS

All authors contributed equally to the study conception and design, material preparation, data collection,
and analysis. The �rst draft of the manuscript was written by Regina Gironés Sarrió and all authors
commented on previous versions of the manuscript. All authors read and approved the �nal manuscript.

COMPLIANCE WITH ETHICAL STANDARDS



Page 9/18

Con�icts of interests: Regina Gironés Sarrió received honoraria for participating a an advisory board
member for AstraZeneca, P�zer, Roche, Bristol-Myers Squibb, Eli Lilly, Kyowa Kirin, Tesaro, Nutricia,
Nestlé, Boheringuer, and Celgene. Agnès Calsina-Berna received honoraria for participating in the ActEIO
project Working Group. Adoración Gozalvo García and José Miguel Esparza-Miñana have no any con�ict
of interests that may be inappropriately in�uce this work. Esther Falcó Ferrer has participated in meetings
and has been invited to congress from Merck, Amgen, Roche, and Eli Lilly. Josep Porta-Sales has received
honoraria for participating in educational activities and research projects from Kyowa Kirin and Ferrer.

Ethical approval: This article does not contain any study with human participants or animals performed
by any of the authors.

Informed consent: Informed consent for this study is not necessary.

Annex (Panel Of Experts)
Rosa María Villatoro Roldan, Jaime Alcober Pérez, Vicent Alcolea Fuster, José Huidobro Ubierna, Begoña
Campos Balea, Fernando García Urra, Antonio Gabriel Amengual Vich, Olga Linares Alemparte. Sandra
Villamil Montufar, Miguel Ángel Núñez Viejo, Virginia Aurora Ochagavia Galilea, Esther García Asencio,
Ana Ruiz Alonso, Alfredo Paredes Lario, María del Carmen Francisco López, Visitación Sorolla Gutiérrez,
Núria Calvo Vergés, Natalia Iriarte Gay de Montella, Marta Andrés Escapa, Juan David Cárdenas, María
Escarlata López Ramírez, Laura Visa, Julio César Melón Pérez, Juan Luis Martí Ciriquian, Raquel Marsé
Fabregat, Joaquina Martínez Galán, Isabel Chirivella González, Margarita Álvaro Pardo, Luis Enrique
Chara Velarde, María Isabel Villanego Beltrán, Paula Peleteiro Higuero, María Fernández Abad, Consuelo
Rodríguez Rodríguez, José Lorenzo Gómez-Aldaraví, Cristina Mateo, Javier Martínez Trufero, María
Sereno Moyano, Sandra Morales Pérez, Roberto A. Pazo Cid, Deborah Moreno Alonso, Salvador Garcerá
Juan, Fernando Henao Carrasco, José Agustín González Romero, Alejandro Falcón González, Carlos
López López, María Herrera Abián.

References
1. van den Beuken-van Everdingen MH, Hochstenbach LM, Joosten EA, Tjan-Heijnen VC, Janssen DJ.

Update on prevalence of pain in patients with cancer: Systematic review and meta-analysis. J Pain
Symptom Manage. 2016;51(6):1070-90 e9. doi:10.1016/j.jpainsymman.2015.12.340.

2. Jara C, del Barco S, Grávalos C, Hoyos S, Hernández B, Muñoz M et al. SEOM clinical guideline for
treatment of cancer pain (2017). Clin Transl Oncol. 2018;20(1):97-107. doi:10.1007/s12094-017-
1791-2.

3. World Health Organization. Cancer pain relief. Second edition. Guide to the availability of opioids.
http://apps.who.int/iris/bitstream/handle/10665/41854/9243544829.pdf?sequence=1. Accessed 7
Nov 2019.

4. Paice JA, Portenoy R, Lacchetti C, Campbell T, Cheville A, Citron M et al. Management of chronic pain
in survivors of adult cancers: American society of clinical oncology clinical practice guideline. J Clin

http://apps.who.int/iris/bitstream/handle/10665/41854/9243544829.pdf?sequence=1


Page 10/18

Oncol. 2016;34(27):3325-45. doi:10.1200/JCO.2016.68.5206.

5. Panchal SJ, Muller-Schwefe P, Wurzelmann JI. Opioid-induced bowel dysfunction: prevalence,
pathophysiology and burden. Int J Clin Pract. 2007;61(7):1181-7. doi:10.1111/j.1742-
1241.2007.01415.x.

�. Brock C, Olesen SS, Olesen AE, Frokjaer JB, Andresen T, Drewes AM. Opioid-induced bowel
dysfunction: pathophysiology and management. Drugs. 2012;72(14):1847-65.
doi:10.2165/11634970-000000000-00000.

7. Bell TJ, Panchal SJ, Miaskowski C, Bolge SC, Milanova T, Williamson R. The prevalence, severity, and
impact of opioid-induced bowel dysfunction: results of a US and European Patient Survey (PROBE
1). Pain Med. 2009;10(1):35-42. doi:10.1111/j.1526-4637.2008.00495.x.

�. Oosten AW, Oldenmenger WH, Mathijssen RH, van der Rijt CC. A systematic review of prospective
studies reporting adverse events of commonly used opioids for cancer-related pain: A call for the use
of standardized outcome measures. J Pain. 2015;16(10):935-46. doi:10.1016/j.jpain.2015.05.006.

9. Rumman A, Gallinger ZR, Liu LWC. Opioid induced constipation in cancer patients: pathophysiology,
diagnosis and treatment. Expert Rev Qual Life Cancer Care. 2016;1(1):25-35.
doi:10.1080/23809000.2016.1131595.

10. Abramowitz L, Béziaud N, Labreze L, Giardina V, Caussé C, Chuberre B et al. Prevalence and impact
of constipation and bowel dysfunction induced by strong opioids: a cross-sectional survey of 520
patients with cancer pain: DYONISOS study. J Med Econ. 2013;16(12):1423-33.
doi:10.3111/13696998.2013.851082.

11. Lacy BE, Mearin F, Chang L, Chey WD, Lembo AJ, Simren M et al. Bowel disorders. Gastroenterology.
2016;150(6):1393-407 e5. doi:10.1053/j.gastro.2016.02.031.

12. Larkin PJ, Cherny NI, La Carpia D, Guglielmo M, Ostgathe C, Scotte F et al. Diagnosis, assessment
and management of constipation in advanced cancer: ESMO Clinical Practice Guidelines. Ann Oncol.
2018;29(Suppl 4):iv111-iv25. doi:10.1093/annonc/mdy148.

13. Reilly CM, Bruner DW, Mitchell SA, Minasian LM, Basch E, Dueck AC et al. A literature synthesis of
symptom prevalence and severity in persons receiving active cancer treatment. Support Care Cancer.
2013;21(6):1525-50. doi:10.1007/s00520-012-1688-0.

14. Farmer AD, Drewes AM, Chiarioni G, De Giorgio R, O'Brien T, Morlion B et al. Pathophysiology and
management of opioid-induced constipation: European expert consensus statement. United
European Gastroenterol J. 2019;7(1):7-20. doi:10.1177/2050640618818305.

15. Kumar L, Barker C, Emmanuel A. Opioid-induced constipation: pathophysiology, clinical
consequences, and management. Gastroenterol Res Pract. 2014;2014:141737.
doi:10.1155/2014/141737.

1�. Tarumi Y, Wilson MP, Szafran O, Spooner GR. Randomized, double-blind, placebo-controlled trial of
oral docusate in the management of constipation in hospice patients. J Pain Symptom Manage.
2013;45(1):2-13. doi:10.1016/j.jpainsymman.2012.02.008.



Page 11/18

17. Coyne KS, LoCasale RJ, Datto CJ, Sexton CC, Yeomans K, Tack J. Opioid-induced constipation in
patients with chronic noncancer pain in the USA, Canada, Germany, and the UK: descriptive analysis
of baseline patient-reported outcomes and retrospective chart review. Clinicoecon Outcomes Res.
2014;6:269-81. doi:10.2147/CEOR.S61602.

1�. O'Brien T, Christrup LL, Drewes AM, Fallon MT, Kress HG, McQuay HJ et al. European Pain Federation
position paper on appropriate opioid use in chronic pain management. Eur J Pain. 2017;21(1):3-19.
doi:10.1002/ejp.970.

19. Yoon SC, Bruner HC. Naloxegol in opioid-induced constipation: a new paradigm in the treatment of a
common problem. Patient Prefer Adherence. 2017;11:1265-71. doi:10.2147/PPA.S99412.

20. Nee J, Zakari M, Sugarman MA, Whelan J, Hirsch W, Sultan S et al. E�cacy of treatments for opioid-
induced constipation: Systematic review and meta-analysis. Clin Gastroenterol Hepatol.
2018;16(10):1569-84 e2. doi:10.1016/j.cgh.2018.01.021.

21. Crockett SD, Greer KB, Heidelbaugh JJ, Falck-Ytter Y, Hanson BJ, Sultan S et al. American
Gastroenterological Association Institute Guideline on the Medical Management of Opioid-Induced
Constipation. Gastroenterology. 2019;156(1):218-26. doi:10.1053/j.gastro.2018.07.016.

22. Fitch K, Bernstein SJ, Aguilar MD, Burnand B, LaCalle JR, Lázaro P et al. The RAND/UCLA
Appropriateness Method User's Manual.
http://www.rand.org/pubs/monograph_reports/MR1269.html. Accessed 1 Jul 2019.

23. Jones J, Hunter D. Consensus methods for medical and health services research. BMJ.
1995;311(7001):376-80.

24. McMillan SS, King M, Tully MP. How to use the nominal group and Delphi techniques. Int J Clin
Pharm. 2016;38(3):655-62. doi:10.1007/s11096-016-0257-x.

25. Camilleri M, Lembo A, Katzka DA. Opioids in gastroenterology: Treating adverse effects and creating
therapeutic bene�ts. Clin Gastroenterol Hepatol. 2017;15(9):1338-49. doi:10.1016/j.cgh.2017.05.014.

2�. Argoff CE, Brennan MJ, Camilleri M, Davies A, Fudin J, Galluzzi KE et al. Consensus
recommendations on initiating prescription therapies for opioid-induced constipation. Pain Med.
2015;16(12):2324-37. doi:10.1111/pme.12937.

27. Gálvez R, Provencio M, Cobo M, Perez C, Pérez C, Canal J. [Observational and cross-sectional study
of prevalence and severity of the opioid-induced bowel dysfunction]. Aten Primaria. 2014;46(1):32-9.
doi:10.1016/j.aprim.2013.08.007.

2�. Skollerud LM, Fredheim OM, Svendsen K, Skurtveit S, Borchgrevink PC. Laxative prescriptions to
cancer outpatients receiving opioids: a study from the Norwegian prescription database. Support
Care Cancer. 2013;21(1):67-73. doi:10.1007/s00520-012-1494-8.

29. Boland JW, Boland EG. Pharmacological therapies for opioid induced constipation in adults with
cancer. BMJ. 2017;358:j3313. doi:10.1136/bmj.j3313.

30. Librach SL, Bouvette M, De Angelis C, Farley J, Oneschuk D, Pereira JL et al. Consensus
recommendations for the management of constipation in patients with advanced, progressive
illness. J Pain Symptom Manage. 2010;40(5):761-73. doi:10.1016/j.jpainsymman.2010.03.026.

http://www.rand.org/pubs/monograph_reports/MR1269.html


Page 12/18

31. Libran A, Calsina-Berna A, Serna J, Formiguera A, Rodríguez M, Lliró X. Guía práctica de diagnóstico
y tratamiento de la constipación en cuidados paliativos. 2016. http://www.academia.cat/�les/204-
5894-FITXER/guiaconstipacion2016.pdf. Accessed 7 Nov 2019.

32. Candy B, Jones L, Larkin PJ, Vickerstaff V, Tookman A, Stone P. Laxatives for the management of
constipation in people receiving palliative care. Cochrane Database Syst Rev. 2015(5):CD003448.
doi:10.1002/14651858.CD003448.pub4.

33. Coyne KS, Sexton C, LoCasale RJ, King FR, Margolis MK, Ahmedzai SH. Opioid-induced constipation
among a convenience sample of patients with cancer pain. Front Oncol. 2016;6:131.
doi:10.3389/fonc.2016.00131.

34. Mooney K, Berry DL, Whisenant M, Sjoberg D. Improving cancer care through the patient experience:
How to use patient-reported outcomes in clinical practice. Am Soc Clin Oncol Educ Book.
2017;37:695-704. doi:10.14694/EDBK_175418.

35. Basch E, Deal AM, Kris MG, Scher HI, Hudis CA, Sabbatini P et al. Symptom monitoring with patient-
reported outcomes during routine cancer treatment: A randomized controlled trial. J Clin Oncol.
2016;34(6):557-65. doi:10.1200/JCO.2015.63.0830.

3�. Basch E, Deal AM, Dueck AC, Scher HI, Kris MG, Hudis C et al. Overall survival results of a trial
assessing patient-reported outcomes for symptom monitoring during routine cancer treatment.
JAMA. 2017;318(2):197-8. doi:10.1001/jama.2017.7156.

Tables
Table 1. Agreement achieved by the experts after the two rounds (Topic 1)
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  Median

(IQR)

Agreement

(%)

Topic 1. Diagnosis of OIC

1.      OIC is de�ned as: "a change in previous bowel habits when opioid
treatment is initiated or modi�ed that is characterized by any of the
following conditions: decreased frequency of spontaneous bowel
movements, straining of stools, feeling of incomplete bowel movements,
harder stools, perception of patient involvement in relation to bowel habits.

8 (1) 95.75

2.      The use in clinical practice of the ROME IV criteria may contribute to
improve the differential diagnosis of OIC in cancer patients.

8 (2) 82.97

3.      The use of the Bowel Function Index (BFI) questionnaire in daily
clinical practice would facilitate the diagnosis of OIC.

8 (2) 74.47

4.      The comprehensive approach to OIC is different in oncology patients
from that of non-oncology patients.

8 (2) 90.00

5.      OIC is a common problem among cancer patients in routine clinical
practice

8 (1) 87.24

6.      There are a large number of patients with cancer affected by OIC in
which a correct diagnosis of this condition is not made.

8 (2) 85,1

7.      For an effective approach to OIC, it must be remembered, both at the
time of prescription and throughout treatment, that opioids can cause
constipation.

9 (1) 100.00

8.      It is recommended to educate patients on OIC (causes, symptoms,
management, etc.) when receiving opioid treatment.

9 (1) 97.88

9.      It is recommended that healthcare professionals proactively ask
patients under opioid treatment about the symptoms of OIC in order to
improve this condition.

9 (1) 100.00

10.   Occasionally, patients only report symptoms of OIC to the physician
when these are severe.

8 (2) 85.11

11.   At the time of opioid treatment it is important to know the presence of
previous functional constipation (constipation caused by causes other than
opioids).

8 (1) 93.62

12.   When OIC coexists with other causes of constipation, the symptoms of
OIC are exacerbated.

8 (1) 89.37

13.   For the effective diagnosis of OIC, a complete patient clinical history
(including previous history, pharmacological treatments, metabolic
alterations...) is needed to help differentiate OIC from functional
constipation.

9 (1) 95.75

14.   For the effective diagnosis of OIC, it is essential to evaluate the
temporal relationship between the onset of opioid use and the development
of OIC symptoms.

8 (2) 89.36

15.   For the effective diagnosis of OIC in oncological patients, a physical
examination is essential to rule out possible organic problems that could be

8 (1) 89.37
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the origin of the symptoms, such as intestinal obstruction.

16.   At the time of diagnosis of OIC, it is essential to evaluate the presence
of faecal impaction.

8 (2) 78.72

17.   In routine clinical practice, requests for additional tests are necessary
only if other causes of constipation are suspected.

8 (1) 80.84

IQR: interquartile range; OIC: opioid-induced constipation

Table 2. Agreement achieved by the experts after the two rounds (Topic 2)
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  Median

(IQR)

Agreement

(%)

Topic 2. Treatment of OIC

18.   Prevention and early treatment (when symptoms are still mild) are
recommended to anticipate the development of OIC.

9 (1) 97.87

19.   Management of OIC becomes more complicated if treatment is started
when OIC is already established and symptoms are more severe.

9 (1) 95.74

20.   After scheduling an OIC treatment, frequent reassessment is
recommended to optimize the treatment.

8 (1) 97.87

21.   Effective OIC management involves maintaining OIC treatment while
using opioid treatment.

9 (2) 91,48

22.   For a better approach to OIC, it would be recommended to have simple
questionnaires with criteria to assess the effectiveness of treatment for OIC.

9 (1) 93.62

23.   For the treatment of OIC in oncological patients with polypharmacy, it is
recommended to use drugs with comfortable administration.

9 (1) 97.87

24.   Posology simpli�cation of single daily dose oral treatments contributes
to improve the patient's satisfaction with the treatment.

9 (1) 97.87

25.   High patient satisfaction with the prescribed treatment contributes to
improving the e�cacy of OIC treatment.

9 (1) 91.49

26.   Good therapeutic adherence contributes to improving the e�cacy of
OIC treatment.

9 (1) 97.87

27.   A good therapeutic strategy for OIC involves an individualization of the
treatment, adapting it to the needs of each patient.

9 (1) 100.00

28.   For a comprehensive approach it is necessary to treat both OIC and
functional constipation, if both coexist.

8 (1) 91.49

29.   Because of its pathophysiology, effective management of OIC requires
a speci�c treatment that acts on the underlying cause.

8 (1) 95.75

30.   Although hygienic-dietary recommendations are necessary for the
treatment of OIC, they are not su�ciently effective.

8 (2) 91.48

31.   Laxatives are often not effective for the treatment of OIC in cancer
patients.

8 (2) 78.73

32.   Oral PAMORA, such as naloxegol, are a good therapeutic alternatives in
the treatment of OIC in cancer patients.

9 (1) 97.87

33.   The use of enemas for the treatment of OIC in cancer patients should
be used occasionally.

7 (2) 74.47

34.   It is recommended to maintain the laxative dose when starting opioid
treatment in cancer patients with functional constipation.

8 (2) 78.72

35.   It is recommended to assess the e�cacy of OIC treatment as soon as 8 (2) 91.50
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possible, especially during the �rst week after the start of treatment.

36.   According to clinical practice, if the laxative has not met the therapeutic
objectives for OIC treatment, it is recommended to take oral PAMORA (e.g.
naloxegol, etc) while maintaining the dosage of the laxative as prescribed.

8 (2) 80.00

37.   According to clinical practice in oncological patients with OIC, if the
administration of oral PAMORA (e.g. naloxegol, etc.) in monotherapy has not
ful�lled the therapeutic objective, the coexistence of other factors in the
origin of constipation should be considered.

8 (2) 87.23

38.   According to clinical practice in oncological patients with OIC, if the
administration of oral PAMORA (e.g. naloxegol, etc.) in monotherapy has not
ful�lled the therapeutic objective, adjuvant treatment with oral PAMORA and
osmotic laxative should be recommended.

7 (2) 72.33

39.   According to clinical practice in oncological patients with OIC and
functional constipation, if adjuvant treatment with oral PAMORA and
laxative has not met the therapeutic objective, occasional use of enemas
may be considered.

8 (1) 78.72

40.   According to clinical practice in oncological patients with OIC and
functional constipation, if adjuvant treatment with oral PAMORA and
laxative has not met the therapeutic objective, change between opioids may
be considered.

8 (2) 72.34

41.   Greater bene�ts are achieved from treatment with oral PAMORA (e.g.
naloxegol, etc.) when started early.

8 (2) 93.62

42.   If patients have severe symptoms of OIC with fecal impaction, it is
recommended that a disimpaction be performed before starting treatment
with oral PAMORA (e.g. naloxegol, etc.).

8 (1) 78.72

43.   Poor OIC control can increase the number of medical visits. 9 (1) 93.62

44.   Poor OIC control can increase the number of emergency visits. 9 (1) 91.49

45.   Poor OIC control can lead to increased healthcare costs. 8 (1) 97.87

IQR: interquartile range; OIC: opioid-induced constipation; PAMORA: peripherally acting mu-opioid receptor
antagonists

Table 3. Agreement achieved by the experts after the two rounds (Topic 3)
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  Median

(IQR)

Agreement

(%)

Topic 3. Quality of life of cancer patients with OIC

46.   OIC negatively affects the quality of life of patients with cancer. 9 (1) 97.88

47.   Poor OIC control can negatively affect adherence to pain management,
affecting the quality of life of patients with cancer.

9 (1) 95.74

48.   The simpli�cation of the dosage of oral treatments in a single daily
dose contributes to improve the quality of life of patients with OIC.

9 (1) 93.61

49.   It is important to consider the opinion of patients about improving their
quality of life when assessing the e�cacy of treatment.

9 (1) 100.00

50.   It is important to consider the opinion of patients on the evolution of
their symptoms when assessing the e�cacy of treatment.

9 (1) 100.00

51.   The routine use in clinical practice of symptom monitoring tools that
include patient feedback may be good for anticipating the implementation
of therapeutic actions that prevent the onset of severe symptoms.

8 (2) 91.49

52.   The routine use in clinical practice of symptom monitoring tools that
include patient feedback may contribute to improving their quality of life.

9 (1) 93.61

53.   Quality of life is a key element to be prioritized in the comprehensive
approach to oncology patients with OIC.

9 (1) 100.00

IQR: interquartile range; OIC: opioid-induced constipation

Figures
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Figure 1

Main results of the Delphi consensus
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