

[image: image1]








	 
	EDITORIAL
published: 22 February 2016
doi: 10.3389/fpsyt.2016.00019





[image: image1]

Editorial: Exploring Gender and Sex Differences in Behavioral Dyscontrol: From Drug Addiction to Impulse Control Disorders

Liana Fattore1* and Miriam Melis2

1 CNR Neuroscience Institute, National Research Council, Cagliari, Italy

2 Department of Biomedical Sciences, University of Cagliari, Cagliari, Italy

OPEN ACCESS

Edited and Reviewed by:

Giovanni Addolorato, Catholic University of Rome, Italy

*Correspondence:

Liana Fattore
lfattore@in.cnr.it

Specialty section:

This article was submitted to Addictive Disorders, a section of the journal Frontiers in Psychiatry

Received: 20 January 2016
Accepted: 08 February 2016
Published: 22 February 2016

Citation:

Fattore L and Melis M (2016) Editorial: Exploring Gender and Sex Differences in Behavioral Dyscontrol: From Drug Addiction to Impulse Control Disorders. Front. Psychiatry 7:19. doi: 10.3389/fpsyt.2016.00019

Keywords: gender differences, sex differences, behavioral addictions, drug addiction, impulse control disorders, sex hormones, sexual brain dimorphism

The Editorial on the Research Topic

Exploring Gender and Sex Differences in Behavioral Dyscontrol: From Drug Addiction to Impulse Control Disorders

This Research Topic gathers animal and human research articles, reviews, and opinion articles on current research in the field of sex and gender differences in behavioral addictions, which are complex disorders with interacting factors, including environmental factors, comorbidity, and personality traits (1, 2). Research in this field adds to the long-held argument that male and female brains do differ. However, while evidence exists on how male and female brains functionally differ (3–5), conflicting findings suggest that human brains cannot be narrowly classified into sexes/genders (6).

Over the past decade, there have been major advances in our understanding of sex and gender differences in behavioral addictions and underlying motivations (7, 8), brain reward processes (9), and impulsive behaviors (10). Potential factors, which could provide a neurobiological basis for sex- and gender-based differences in behavioral addictions, have been identified. Among them, there are organizational and activational effects of gonadal hormones, socio-cultural factors, different impulse-control ability, and responsiveness to stress (11, 12). It is important to note that, although often used as synonymous, the terms “sex” and “gender” are not interchangeable. In fact, the term “sex” is referred to biological attributes and characteristics associated with the adjectives “male” and “female” (i.e., anatomy and physiology inherent male-female differences), while “gender” concerns sociocultural distinctions between males and females (i.e., culture-related dogmas and roles, behaviors embraced by men and women that shape their daily life and activities).

In this Research Topic, basic researchers and clinicians that are leading experts in the field provide original findings and overviews on the role of sex and gender in modulating addictive behaviors and developing behavioral addictions. First, sex and gender differences in addiction to cannabis, methamphetamine, cocaine, and alcohol are discussed. Rubino and Parolaro systematically reviewed human and animal studies showing how males and females respond differently to cannabinoid compounds. In particular, dichotomy in the pharmacokinetics of THC observed in males and females may contribute to their dissimilar responses to cannabinoids. The role of sexual dimorphism in the brain endocannabinoid system and its interaction with gonadal hormones may also play a part (13–18). Accordingly, Ruda-Kucerova et al. presented evidence that sex-dependent differences exist in the reinstatement of methamphetamine-seeking behavior in abstinent rats. Notably, females displayed higher vulnerability to relapse to methamphetamine seeking independently of the current estrous cycle phase, thus suggesting that central mechanisms responsible for the enhanced response displayed by females are not affected by circulating ovarian hormones.

In humans, sex and gender differences are reported in psychiatric comorbidity and plasma biomarkers in abstinent cocaine addicts and in behavioral impulsivity in heavy alcohol drinkers. Specifically, Pedraz et al. demonstrated that cocaine addicted men and women differ with regard to the levels of plasma biomarkers for cocaine addiction. Notably, while men exhibit a higher incidence of substances use comorbidity (e.g., alcohol), cocaine addicted women display a higher prevalence of comorbid psychiatric disorders (e.g., anxiety). In addition, Weafer et al. demonstrated that heavy alcohol female drinkers show poorer inhibitory control than male drinkers do, although it remains to be determined whether the reported higher behavioral impulsivity in women is the cause or the consequence of heavy drinking. That behavioral control is impacted by sex and gender is further supported by evidence compellingly reviewed by Carroll and Smethells revealing sex- and gender-dependent differences in impulsivity, food, and drug addiction. Importantly, authors discussed pharmacological and behavioral treatments for improving control of impulses in a sex-tailored manner, an approach also suggested for drug and behavioral addictions (19, 20). Among behavioral addictions, sexual addiction (often referred to as compulsive sexual behavior) is discussed by Weinstein et al. who found that men are more likely to use cybersex and experience craving for pornography than women. Importantly, both craving for pornography and frequency of cybersex were associated with difficulty in forming intimate relationship. In another clinical setting, Davis et al. used a moderator-mediation model to perform an elegant analysis of personality risk-factors and sex in moderating the relationship between ADHD symptomatology and addictive behaviors. According to their observations, no sex differences in personality risk for addiction or in the use of addictive behaviors were found in ADHD patients. A positive affective neuroendocrinology (PANE) approach to study the mechanisms of reward motivation and dysregulation is herein proposed by Welker et al., which investigated sources of potential sex differences in the hormonal mechanisms of behavioral dyscontrol. Finally, Mitchell and Potenza highlighted the importance of investigating the relationship between sexual hormones and impulsivity traits to disentangle sex and gender differences in impulse control and behavioral addictions. Equally, Mendrek et al. emphasize the need of considering sex and gender in neuroscience by focusing on psychiatric disorders, such as schizophrenia and drug addiction, where research on such differences is still in its infancy.

We wish to thank all the Authors of this Research Topic for presenting and discussing their work and sharing their personal expertise and opinions on this emerging field. Moreover, we express gratitude to all reviewers that found time in their busy schedules to provide us with useful and constructive comments. We feel that research on factors and mechanisms allowing for the pursuit of drug and non-drug rewards is essential to deliver innovative gender-tailored treatments and to develop preventive strategies that may efficiently reduce in men and women the risk of becoming addicted to a substance or an activity. Improving our knowledge on sex and gender differences in drug addiction and reward processing will remarkably have therapeutic implications and help the development of sex-tailored, gender-sensitive treatment interventions. Some evidence has been already provided. In fact, pharmacological treatments differently affect male and female addicts. That is, the long-acting injectable form of naltrexone was found to be efficacious for males but not for females (21). This finding was further supported by the observation that oral naltrexone lacked efficacy relative to placebo in alcoholic women (22). Conversely, a 16-week course of fluoxetine initiated 8 weeks pre-quit cigarette smoking (“sequential” fluoxetine) reduced pre-quit depressive symptoms, withdrawal-relevant negative affect, and craving to smoke during a pre-quit period only in women (23). These and similar studies confirmed the importance of considering gender when examining treatment efficacy, and highlight the timeliness of this Research Topic.

AUTHOR CONTRIBUTIONS

LF and MM equally contributed to this Editorial for the Research Topic entitled: “Exploring gender and sex differences in behavioral dyscontrol: from drug addiction to impulse control disorders.”

REFERENCES

1. Becker JB, Koob GF. Sex differences in animal models: focus on addiction. Pharmacol Rev (2016) 68:242–63. doi:10.1124/pr.115.011163

2. Fattore L, Melis M, Fadda P, Fratta W. Sex differences in addictive disorders. Front Neuroendocrinol (2014) 35(3):272–84. doi:10.1016/j.yfrne.2014.04.003

3. Goldstein JM, Seidman LJ, Horton NJ, Makris N, Kennedy DN, Caviness VS Jr, et al. Normal sexual dimorphism of the adult human brain assessed by in vivo magnetic resonance imaging. Cereb Cortex (2001) 11:490–7. doi:10.1093/cercor/11.6.490

4. Gur RE, Kohler C, Turetsky BI, Siegel SJ, Kanes SJ, Bilker WB, et al. A sexually dimorphic ratio of orbitofrontal to amygdala volume is altered in schizophrenia. Biol Psychiatry (2004) 55:512–7. doi:10.1016/j.biopsych.2003.10.009

5. Ingalhalikar M, Smith A, Parker D, Satterthwaite TD, Elliott MA, Ruparel K, et al. Sex differences in the structural connectome of the human brain. Proc Natl Acad Sci U S A (2014) 111:823–8. doi:10.1073/pnas.1316909110

6. Joel D, Berman Z, Tavor I, Wexler N, Gaber O, Stein Y, et al. Sex beyond the genitalia: the human brain mosaic. Proc Natl Acad Sci U S A (2015) 112:15468–73. doi:10.1073/pnas.1509654112

7. Fattore L, Altea S, Fratta W. Sex differences in drug addiction: a review of animal and human studies. Womens Health (2008) 4:51–65. doi:10.2217/17455057.4.1.51

8. Becker JB. Sexual differentiation of motivation: a novel mechanism? Horm Behav (2009) 55:646–54. doi:10.1016/j.yhbeh.2009.03.014

9. Fattore L. Reward processing and drug addiction: does sex matter? Front Neurosci (2015) 9:329. doi:10.3389/fnins.2015.00329

10. Fattore L, Melis M. Sex differences in impulsive and compulsive behaviors: a focus on drug addiction. Addict Biol (in press).

11. Becker JB, Perry AN, Westenbroek C. Sex differences in the neural mechanisms mediating addiction: a new synthesis and hypothesis. Biol Sex Differ (2012) 3:14. doi:10.1186/2042-6410-3-14

12. Goel N, Workman JL, Lee TT, Innala L, Viau V. Sex differences in the HPA axis. Compr Physiol (2014) 4:1121–55. doi:10.1002/cphy.c130054

13. Fattore L, Spano MS, Altea S, Fadda P, Fratta W. Drug- and cue-induced reinstatement of cannabinoid-seeking behaviour in male and female rats: influence of ovarian hormones. Br J Pharmacol (2010) 160:724–35. doi:10.1111/j.1476-5381.2010.00734.x

14. Lopez HH. Cannabinoid-hormone interactions in the regulation of motivational processes. Horm Behav (2010) 58:100–10. doi:10.1016/j.yhbeh.2009.10.005

15. Viveros MP, Llorente R, Suarez J, Llorente-Berzal A, Lopez-Gallardo M, de Fonseca FR. The endocannabinoid system in critical neurodevelopmental periods: sex differences and neuropsychiatric implications. J Psychopharmacol (2012) 26:164–76. doi:10.1177/0269881111408956

16. Craft RM, Marusich JA, Wiley JL. Sex differences in cannabinoid pharmacology: a reflection of differences in the endocannabinoid system? Life Sci (2013) 92:476–81. doi:10.1016/j.lfs.2012.06.009

17. Castelli MP, Fadda P, Casu A, Spano MS, Casti A, Fratta W, et al. Male and female rats differ in brain cannabinoid CB1 receptor density and function and in behavioural traits predisposing to drug addiction: effect of ovarian hormones. Curr Pharm Des (2014) 20:2100–13. doi:10.2174/13816128113199990430

18. Melis M, De Felice M, Lecca S, Fattore L, Pistis M. Sex-specific tonic 2-arachidonoylglycerol signaling at inhibitory inputs onto dopamine neurons of Lister Hooded rats. Front Integr Neurosci (2005) 7:93. doi:10.3389/fnint.2013.00093

19. Ceylan-Isik AF, McBride SM, Ren J. Sex difference in alcoholism: who is at a greater risk for development of alcoholic complication? Life Sci (2010) 87:133–8. doi:10.1016/j.lfs.2010.06.002

20. Fattore L. Considering gender in cannabinoid research: a step towards personalized treatment of marijuana addicts. Drug Test Anal (2013) 5:57–61. doi:10.1002/dta.1401

21. Garbutt JC, Kranzler HR, O’Malley SS, Gastfriend DR, Pettinati HM, Silverman BL, et al. Efficacy and tolerability of long-acting injectable naltrexone for alcohol dependence: a randomized controlled trial. JAMA (2005) 293:1617–25. doi:10.1001/jama.293.13.1617

22. O’Malley SS, Sinha R, Grilo CM, Capone C, Farren CK, McKee SA, et al. Naltrexone and cognitive behavioral coping skills therapy for the treatment of alcohol drinking and eating disorder features in alcohol-dependent women: a randomized controlled trial. Alcohol Clin Exp Res (2007) 31:625–34. doi:10.1111/j.1530-0277.2007.00347.x

23. Minami H, Kahler CW, Bloom EL, Prince MA, Abrantes AM, Strong DR, et al. Effects of sequential fluoxetine and gender on prequit depressive symptoms, affect, craving, and quit day abstinence in smokers with elevated depressive symptoms: a growth curve modeling approach. Exp Clin Psychopharmacol (2014) 22:392–406. doi:10.1037/a0037156

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

Copyright © 2016 Fattore and Melis. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) or licensor are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.

OPS/images/cover.jpg
’ frontiers
in Psychiatry

Editorial: Exploring Gender and
Sex Differences in Behavioral
Dyscontrol: From Drug Addiction
to Impulse Control Disorders





OPS/images/logo.jpg
e S S0





