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Abstract 

The Rat Park studies are classic experiments in addiction neuroscience, yet they have not been               
successfully replicated directly and several serious methodological criticisms have been raised.           
However, the conceptual reproducibility of the Rat Park studies is supported by both             
contemporaneous and subsequent research. Contemporaneous research on social and environmental          
enrichment frequently found social isolation rendered rats less sensitive to the effects of drugs of               
abuse. The Rat Park studies therefore confirmed the importance of social and environmental             
enrichment and extended this literature to suggest that enrichment reduced opioid consumption.            
Subsequent studies have also demonstrated social and environmental enrichment reduces drug           
consumption. However, there are also several papers reporting no effects of enrichment (or ‘negative’              
results) and caveats from studies that show genes, age, sex and drug of abuse are all important                 
parameters. While the Rat Park studies did not use methods that are reliable by current standards,                
enrichment has been shown to reliably reduce opioid consumption and this effect can generalise to               
other drugs of abuse. 
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Introduction 

The Rat Park studies are now considered       
classic experiments in addiction neuroscience     
(1). In these studies by Alexander and       
colleagues, male and female rats were housed       
individually in bare cages or socially in a        
mixed-sex colony with a variety of physical       
compartments and enrichment opportunities    
(2). A morphine solution was available on a        
variety of access schedules, including 7 h/day,       
57 days of near constant forced access and        
intermittent access (24 h on, 24 h off), and         
consumption was measured individually by     
video-monitoring of the morphine access     
station (3). Overall, these studies showed that       
social isolation induced higher levels of      
morphine consumption in rats (2), that early       
isolation had long-lasting effects (4), and that       
isolated female rats drank more than isolated       
male rats (5). 

The key conclusions from these studies were       
that social and environmental factors are      
important factors in drug abuse. Alexander and       
Hadaway argued that these results supported      
the idea that drug use, specifically opioid use,        
occurred in order to cope with chronic distress        
rather than being driven by the intrinsic       
neuropharmacological effects of opioids (6).     
They reasoned that by providing animals with       
social and environmental enrichment, they     
were reducing their level of chronic distress       
and therefore motivation to consume     
morphine. Alternatively, they suggested that     
the pharmacological effects of morphine might      
impair an animal’s ability to engage in       
reinforcing social activities in the colony      
environment (6). 
The Rat Park papers are now 40 years old, yet          
ongoing media interest and their legacy in the        
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field continue to support a high replication       
value for these experiments (7). As several       
reviews have noted (1, 8), an attempted       
replication of the studies was reported in 1996        
and did not show the same effects (9).        
However, it is not clear that further direct        
replication attempts are desirable as the      
original studies had several methodological     
flaws including lost data, animals dying during       
experiments and confounding variables such     
as intake modality. 
The reproducibility of the Rat Park      
experiments can be conceptualised in multiple      
ways. Some argue that direct replication, using       
methods that are as close as possible to the         
original study, is the ideal way to verify the         
reliability of an effect (10). Others argue that it         
is more important to replicate the manipulation       
of the underlying theoretical variables, in other       
words, to conduct conceptual replication (11).      
Similarly, Nosek and Errington recently     
argued that a replication is any study where the         
outcome would provide evidence that     
increases or decreases confidence in the      
original claims (12). In light of the       
unsuccessful direct replication of the Rat Park       
experiments and the methodological issues     
with the original studies (9), a successful direct        
replication of the experiments has neither      
occurred nor should further attempts be made. 
In the case of the Rat Park studies, the better          
approach is to examine its underlying variables       
of social and environmental enrichment and to       
consider whether subsequent studies have     
increased or decreased confidence in their      
protective effects against drug abuse,     
specifically opioid abuse. These studies have      
begun to delineate and more precisely examine       
the role of the key factors identified in the Rat          
Park studies, including social housing,     
environmental enrichment and reward choice.     
Together, these findings show that while direct       
replication of Rat Park is no longer desirable,        
the concept that social and environmental      
enrichment reduces opioid consumption is     
highly reproducible and extends to other      
drugs. 
 

Direct Replication and Methodological    
Considerations 
Direct replication of the Rat Park studies is no         
longer desirable due to both methodological      
problems with the original studies and      
theoretical advances in the subsequent     
decades. The original studies suffered from      
equipment failures that resulted in the loss of        
several days of data and four female rats died         
during the forced consumption period, when      
only morphine solutions were available (2). A       
fifth female rat died during the abstinence       
phase of the experiment, where a choice       
between morphine and water was available on       
test days but only water was available for 5         
weeks. While the null result in the 1996 direct         
replication attempt was mostly attributed to      
genetic or strain differences (1, 9), another       
possibility is that complete measurements and      
improved animal health reduced the potential      
for false positives. Nonetheless, subsequent     
studies have supported the main conclusions of       
the Rat Park studies (as discussed below). 
The provision of morphine for oral      
consumption also lacks validity as an addiction       
model, since human opioid abusers do not       
typically drink solutions of morphine.     
Morphine’s bitter taste makes it unpalatable to       
rats and suppresses their consumption (13).      
While the first Rat Park study provided an        
unsweetened solution of morphine in tap      
water, multiple animals died (2) and the two        
subsequent papers and 1996 replication     
attempt provided morphine in a sucrose      
solution (4, 5, 9). This further complicates       
interpretation of the rats’ behaviour since it is        
difficult to definitively attribute the results to       
either sucrose preference or preference for the       
pharmacological effects of morphine. 
Even the measurement of the morphine      
solution consumption is confounded. For     
socially isolated rats, morphine was simply      
available via water bottles, similar to      
contemporary 2-bottle free choice paradigms     
(2). However, to correctly attribute the      
morphine consumption of each individual     
colony rat, these rats were marked with       
coloured dye and had to enter a specialised        

2 



Review 

area that triggered video recording. Rats had to        
perform light beam breaks above the well to        
have a drop of fluid dispensed for them or, in          
other words, perform an operant response for       
the reinforcer (2, 3). The measurements for the        
colony rats were therefore fundamentally     
different to the measurements for the socially       
isolated rats. 
The interpretation of the Rat Parks studies is        
also confounded by the multiple and      
potentially interacting variables. Colony rats     
had access to both same and opposite-sex       
conspecifics. They had access to more space,       
which was compartmentalised and contained     
environmental enrichment. As discussed    
above, they obtained morphine in a different       
way to socially isolated rats (2). While most of         
these social and environmental variables are      
what was thought to contribute to the observed        
differences in morphine consumption, the     
potential interactions confound precise    
attribution of these differences to their      
underlying causes. 
Progress in the neuroscience of addiction now       
demands a much higher level of precision       
from scientists than was possible in the 1970s        
and 1980s. Contemporary scientists would     
rightly demand that further studies use a       
method of administration that better translates      
to human substance use disorders, equate      
approaches for drug consumption and isolate      
variables such as social housing and      
enrichment of the physical environment. These      
advances render an attempted direct     
replication of the Rat Park experiments no       
longer justifiable. 
 
Historical Context of the Rat Park Studies 
Direct replication of the Rat Park experiments       
may no longer be justifiable, but within its        
historical context it made important conceptual      
progress from previous studies. If replication      
is predicated on the theoretical concepts being       
manipulated (11) or a study’s ability to affect        
confidence in previous findings (12), then how       
well the conclusions of the Rat Park       
experiments fit in with its contemporaneous      
studies is indicative of its reproducibility. 

The Rat Park papers published between 1978       
and 1981 (2, 4, 5), were consistent with        
several contemporaneous studies that showed     
socially and environmentally enriched housing     
altered responses to drugs of abuse. In 1976,        
Hill and Powell reported that individually      
housed rats drank less cocaine solution than       
group-housed rats (14). While this might, at       
first, appear to contradict the Rat Park study, it         
is important to note that Hill and Powell’s        
group-housed rats were transferred to     
individual housing in order to measure cocaine       
consumption. It is therefore plausible that the       
acute social deprivation experienced by the      
previously group-housed rats drove their     
increased cocaine consumption.  
Hill and Powell’s study directly contrasts with       
the results of the Rat Park studies because they         
showed no change in consumption of a       
morphine solution between socially housed     
and isolated animals (14). Hill and Powell’s       
morphine solution was 0.5 mg/mL morphine      
sulphate, similar to the 0.5 mg/mL morphine       
hydrochloride used in the first Rat Park paper        
(2, 14), but they reported levels of morphine        
consumption around 1 mg/kg or less in all        
animals. While this was comparable to the       
socially housed animals in the Rat Park       
experiments, the isolated animals in the Rat       
Park experiments consumed up to 20 mg/kg.       
As noted by Alexander and colleagues in       
1978, taste perception is a likely contributor to        
these effects (2) and it is plausible that        
differences in taste between the sulphate and       
hydrochloride salts or between taste perception      
in Charles River Canada Wistar rats used in        
Rat Park and the Wistar rats bred by Hill and          
Powell explain these differential findings (9,      
14). 
Colony-based housing was also used in several       
prior addiction studies, examining the     
sensitivity of animals in various conditions to       
stimulants and opioids. At the 1966 meeting of        
the Association for the Study of Animal       
Behaviour studies were presented on how the       
exploratory behaviour of environmentally    
enriched rats was initially more sensitive to       
acute injections of an amphetamine-barbiturate     
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mixture than non-enriched rats, but that this       
contrast was reversed in a later test (15).        
Contemporaneous work also examined the     
effect of acute amphetamine administration on      
aggression in mice housed in groups of up to         
10 (16). Several studies comparing sensitivity      
and consumption in rodents housed in large       
groups to socially isolated animals were also       
performed for central nervous system     
depressants such as morphine. A study      
published in 1970 demonstrated that rats      
housed in a colony with 12 rats per cage were          
more sensitive to acute    
experimenter-administered morphine  
injections, as measured by a Y-maze (17).       
These results in rats replicated findings in       
mice that social housing was associated with       
greater sensitivity to depressants than     
individual housing (18). Additionally, Hill and      
Powell cite a 1973 paper that did not find any          
effect of an enriched environment relative to       
an impoverished environment on alcohol     
consumption in rats (19). 
The Rat Park studies were therefore not the        
first papers to examine the effect of social        
housing on drugs of abuse. Nor were they the         
first papers to show an effect of socially and         
environmentally enriched housing conditions    
on drug consumption, since Hill and Powell       
previously reported effects on cocaine     
consumption (14). While the 1996 replication      
attempt might be more consistent with the       
1976 Hill and Powell studies, as far as null         
results for morphine consumption are     
concerned (9, 14), the Rat Park studies were        
neither a completely novel approach in terms       
of comparing social isolation to enriched      
housing conditions, nor were they unusual in       
terms of finding an effect of differential       
housing on consumption or sensitivity to drugs       
of abuse. If replication is defined conceptually       
or is based on influencing confidence in       
previous findings (11, 12), the Rat Park studies        
themselves replicated previous findings which     
had demonstrated the importance of social and       
environmental conditions, but extended those     
findings by suggesting that enrichment would      
be protective against opioids. 

Conceptual Replication and   
Generalisability 
In the decades since the Rat Park experiments,        
numerous studies have shown that the effects       
of social and environmental enrichment can      
alter behavioural responses to drugs. These      
studies have used very different methods to       
examine the underlying variables of social and       
environmental enrichment, and so can be      
considered as either conceptual replications     
(11) or, where studies reporting no effect of        
social or environmental enrichment (‘negative’     
results) do not decrease confidence in the       
conclusions of the Rat Park studies, as       
generalisability tests (12). Conditioned place     
preference studies show that housing     
conditions, particularly those in place from an       
early age, can alter sensitivity to the rewarding        
effects of drugs of abuse. For opioids, stronger        
conditioned place preference is reported in      
socially or environmentally enriched animals.     
These effects also generalise to stimulants, but       
there are several negative results. However,      
altering the rewarding properties of a drug       
does not necessarily indicate how animals will       
behave when given opportunities to     
self-administer drugs. Intravenous   
self-administration studies provide evidence    
that social and environmental enrichment     
reduce opioid consumption. For stimulant     
drugs, the evidence is stronger for a protective        
effect of environmental enrichment rather than      
social enrichment. Finally, novel choice     
paradigms have recently provided strong     
evidence that animals prefer non-drug     
consummatory and social rewards over drug      
rewards. 
 
Conditioned Place Preference: Opioids 
Studies of conditioned place preference have      
consistently shown that group housing or      
environmental enrichment make animals more     
sensitive to the rewarding effects of opioids       
(20). Rats that are socially isolated from       
weaning require higher doses of heroin in       
order to acquire conditioned place preference      
than quad-housed rats (21). Similarly, rats      
isolated after a more mature age (>17 weeks)        
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did not show differential conditioned place      
preference, while rats isolated from weaning      
appear to be less sensitive to heroin place        
preference (22). Consistent with these     
findings, environmental enrichment of    
group-housed non-littermate mice prevented    
conditioned place preference for heroin (23).  
Animal studies also show that housing      
conditions alter sensitivity to the aversive      
effects of high dose opioids. In these studies,        
experimenters administer a high dose of drug       
in association with the availability of a sweet        
solution, such as saccharin. By repeatedly      
pairing the aversive experience of a high       
opioid dose to saccharin availability, animals      
acquire an aversion to the saccharin. Studies       
from separate groups have shown that socially       
isolated rats are less sensitive to      
morphine-conditioned taste aversion to    
saccharin (24, 25). Together, with the place       
preference studies, these demonstrate a     
reduced sensitivity to the mood-altering effects      
of opioids in socially isolated animals.      
Moreover, they suggest that housing     
conditions are likely to alter voluntary      
self-administration even if they do not      
conclusively indicate the direction of the      
effect. 
 
Conditioned Place Preference: Stimulants 
Conditioned place preference studies are more      
equivocal for stimulant drugs than for opioids.       
An earlier study found socially isolated rats       
were insensitive to cocaine place preference      
while rats housed in groups of four acquired        
cocaine place preference (26). Not all studies       
on social and environmental enrichment have      
found significant effects on place preference      
for stimulants (20), for example, wheel      
running had no effect on cocaine place       
preference (27). However, more recent studies      
tend to report that social and environmental       
enrichment reduced cocaine place preference     
(28, 29) and cocaine-induced expression of      
neural activity markers (30). Mice housed in       
groups of 10 in an enriched multi-storey cage        
showed less cocaine place preference than      
mice housed in groups of 2-3 in standard        

polycarbonate cages (31). Enrichment can also      
reduce reinstatement of cocaine place     
preference even when only introduced after      
animals had already acquired the association      
(32, 33). 
Studies of amphetamine-conditioned place    
preference are even more equivocal, as      
suggested by a 1995 meta-analysis (20). One       
study that had reported effects for cocaine       
found no effect on amphetamine place      
preference (26). However, other studies have      
found social housing can reduce amphetamine      
place preference (34). This effect may be       
related to the relative maturity of the animals        
because pair-housed adolescent, but not adult      
rats, were shown to acquire amphetamine      
place preference (35). While less studied than       
both amphetamine and cocaine,    
methamphetamine place preference appears    
unaffected by environmental enrichment (36).     
These mixed results suggest that the specific       
drug, even within drug-classes, may influence      
whether social and environmental enrichment     
alters place preference. 
Conditioned place preference paradigms    
provide evidence that social and     
environmental conditions can alter the     
rewarding properties of drugs, but this does       
not necessarily indicate whether these effects      
are protective against addiction. For opioids,      
social and environmental enrichment was     
associated with increased drug reward. In      
contrast, studies with stimulant drugs have      
shown both increases and decreases in      
conditioned place preference under conditions     
of social and environmental enrichment. While      
these studies demonstrate that reward value is       
sensitive to social and environmental housing      
conditions, they do not necessarily indicate      
whether these effects are protective against      
addiction. In theory, increased reward value      
should increase motivation. On the other hand,       
satiety may be reached more quickly or       
increased sensitivity to the drug’s intoxicating      
effects may alter the expression of place       
preference. Therefore, the results of these      
studies must be interpreted alongside     
voluntary self-administration paradigms. 
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Intravenous Self-Administration: Opioids 
Intravenous opioid self-administration studies    
have demonstrated that social and     
environmental enrichment have protective    
effects, reducing voluntary opioid    
consumption. A 1989 paper showed housing      
rats in large groups (10 rats/cage) resulted in        
lower heroin self-administration (37). More     
recently, a 2017 paper examined the effects of        
housing conditions on self-administration of     
the synthetic opioid remifentanil (38). Animals      
were randomly allocated to three conditions:      
socially isolated in a small cage with a grid         
floor, standard pair-housing in a bare regular       
cage with bedding or enriched housing in a        
large cage in groups of 5-8 with several        
objects. Rats kept in enriched group housing       
still acquired operant responding for     
intravenous remifentanil, but consumed less     
than their counterparts housed under standard      
or socially isolated conditions (38). The      
protective effects of environmental enrichment     
were further demonstrated in a 2018 study       
where enriched rats had access to a variety of         
objects and a running wheel. Animals in the        
enriched housing condition acquired a similar      
level of heroin self-administration, but showed      
reduced motivation to consume heroin and      
relapse propensity in progressive ratio and      
reinstatement tests (39). These studies     
conceptually replicate the key findings of the       
Rat Park studies and Hill and Powell’s       
experiments, demonstrating that across    
different opioid reinforcers and research     
groups, social and environmental enrichment     
reduce addiction-like behaviours in animals.  
Intravenous Self-administration: Stimulants 
Intravenous stimulant self-administration   
studies mirror conditioned place preference     
studies in providing more equivocal evidence      
for the effects of social and environmental       
enrichment on consumption. For example,     
there does not appear to be strong evidence of         
a protective effect of social housing alone on        
stimulant consumption. In one study, socially      
isolated rats had higher mean cocaine      
consumption than group-housed animals, but     
the difference was not statistically significant      

(37). In another study, socially isolated rats       
had similar cocaine consumption to     
group-housed animals, except at a low dose of        
cocaine, where isolated rats consumed more      
(40). These effects may also rely on specific        
genotypes or strains (41) and may be       
sex-based as one study found female but not        
male rats escalated intake in response to social        
isolation (42). Amphetamine   
self-administration was also unaffected by     
social housing conditions (43). 
Environmental enrichment, on the other hand,      
appears to be of greater benefit. Group-housed       
rats in an enriched environment were found to        
self-administer less cocaine than isolated rats      
in a non-enriched environment (44). A      
combination of social and environmental     
enrichment has been shown to facilitate      
extinction (45) and attenuate cue-induced     
reinstatement behaviour in rats (46). A      
separate study found similar effects on cue and        
stress-induced reinstatement, but held the     
social groupings constant across    
environmentally enriched and standard    
housing conditions (47). These results suggest      
that, while evidence for the protective effects       
of social housing alone are weak, there is        
stronger evidence for the protective effect of       
environmental enrichment, even in absence of      
social housing. 
 
Choice Studies 
Recently, behavioural neuroscientists have    
developed novel paradigms for studying the      
social and environmental factors underlying     
drug self-administration in animals. When     
given an alternative to drugs, animals in       
self-administration paradigms frequently   
choose non-drug alternatives. For example, if      
rats are given a choice between a saccharin        
reward and cocaine, most rats will choose the        
saccharin reward (48). This finding has been       
replicated for multiple drugs of abuse,      
including heroin and nicotine (49-52). 
Researchers are also pioneering methods of      
providing social rewards as alternatives to      
animals. While it has been known for some        
time that social defeat can promote      
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drug-taking (53), neuroscientists have now     
begun to offer animals a choice between drug        
use and social interaction (54). These      
experiments have shown that the availability      
of a social choice induces voluntary abstinence       
in a majority of animals from consumption of        
both methamphetamine and heroin (55-57).     
These new experiments demonstrate that drugs      
of abuse are not preferred by animals when        
there are alternative consummatory or social      
rewards available. They therefore support     
Alexander and Hadaway’s suggestion that     
reduced morphine consumption in socially     
housed animals in the Rat Park experiments       
could be caused by the fact that consumption        
interfered with social functions (6). These      
studies therefore increase confidence in the      
idea that social and environmental enrichment      
can have protective effects against drug      
addiction. 
 
Conclusions 
It has now been more than 40 years since the          
Rat Park studies took place. In that time, these         
simple experiments have been critiqued and      
analysed repeatedly, helping to inspire     
generations of scientists to consider the social       
and environmental factors underlying    
addiction (1). While many of these studies       
have reproduced the protective effects of      
social and environmental enrichment, it is      
important to note the literature contains several       
negative findings and caveats which suggest      
that while social and environmental     
enrichment is generally protective, this is not       
always the case. Genotypes, strains, age and       

sex all play a role in promoting or protecting         
against drug addiction, and may interact with       
social and environmental interventions. This is      
well-illustrated by contemporary choice    
studies, which show that while the availability       
of a non-drug or social reward can induce        
voluntary abstinence, there remain a minority      
of animals that prefer the drug. Moreover, the        
drug of abuse still plays a role, with greater         
consistency of findings for opioids than for       
stimulant drugs.  
The Rat Park studies are far more reproducible        
conceptually than methodologically. For    
researchers who believe that direct replication      
is essential for determining a study’s reliability       
(10), the lack of a successful direct replication        
and flaws in the design and execution of the         
original studies lead to the conclusion that the        
Rat Park studies are not reproducible. 
A more charitable view of the Rat Park studies         
is derived from characterising replication     
based on the theoretical concepts and variables       
involved (11, 12). Taking this view, the Rat        
Park experiments become one of several early       
studies that provided evidence of the      
importance of social and environmental     
enrichment. Subsequent studies suggest that     
social and environmental enrichment reduce     
consumption of drugs of abuse. While the       
failure to directly replicate (9) should be taken        
into account and decreases confidence in the       
reliability of the conclusions of the Rat Park        
studies (12), the weight of the literature       
provides confidence that the protective effects      
of social and environmental enrichment are      
reproducible. 

  

7 



 

References 

1. Gage SH, Sumnall HR. Rat Park: How a rat paradise          
changed the narrative of addiction. Addiction.      
2019;114(5):917-22. 

2. Alexander BK, Coambs RB, Hadaway PF. The effect        
of housing and gender on morphine      
self-administration in rats. Psychopharmacology.    
1978;58(2):175-9. 

3. Coambs RB, Alexander BK, Davis CM, Hadaway       
PF, Tressel WR. A drug dispenser to measure        
individual drinking in rat colonies. Pharmacology      
Biochemistry and Behavior. 1980;13(4):593-5. 

4. Alexander BK, Beyerstein BL, Hadaway PF,      
Coambs RB. Effect of early and later colony housing         
on oral ingestion of morphine in rats. Pharmacology        
Biochemistry and Behavior. 1981;15(4):571-6. 

5. Hadaway PF, Alexander BK, Coambs RB,      
Beyerstein B. The effect of housing and gender on         
preference for morphine-sucrose solutions in rats.      
Psychopharmacology. 1979;66(1):87-91. 

6. Alexander BK, Hadaway PF. Opiate addiction: The       
case for an adaptive orientation. Psychological      
Bulletin. 1982;92(2):367-81. 

7. Heirene RM. A call for replications of addiction        
research: which studies should we replicate and what        
constitutes a ‘successful’ replication? Addiction     
Research & Theory. 2020:1-9. 

8. Heirene R. A call for replications of addiction        
research: Which studies should we replicate & what        
constitutes a “successful” replication? PsyArXiV     
Preprints. 2020. 

9. Petrie BF. Environment is not the most important        
variable in determining oral morphine consumption      
in Wistar rats. Psychological Reports.     
1996;78(2):391-400. 

10. Simons DJ. The value of direct replication.       
Perspectives on Psychological Science.    
2014;9(1):76-80. 

11. Stroebe W, Strack F. The alleged crisis and the         
illusion of exact replication. Perspectives on      
Psychological Science. 2014;9(1):59-71. 

12. Nosek BA, Errington TM. What is replication?       
PLOS Biology. 2020;18(3):e3000691. 

13. Fuentes VO, Hunt WB, Crossland J. The production        
of morphine tolerance and physical dependence by       
the oral route in the rat. Psychopharmacology.       
1978;59(1):65-9. 

14. Hill SY, Powell BJ. Cocaine and morphine       
self-administration: Effects of differential rearing.     
Pharmacology Biochemistry and Behavior.    
1976;5(6):701-4. 

15. Rushton R, Steinberg H. Reactions to drugs       
influenced by early experience. Animal Behaviour.      
1966;14(4):585. 

16. Welch BL, Welch AS, Adams JG, Garriss KB,        
Piland J, Eskay R, et al. Graded effect of social          
stimulation upon d-amphetamine toxicity,    
aggressiveness and heart and adrenal weight. Journal       
of Pharmacology and Experimental Therapeutics.     
1966;151(3):331-8. 

17. Katz DM, Steinberg H. Long-term isolation in rats        
reduces morphine response. Nature.    
1970;228(5270):469-71. 

18. Baumel I, DeFeo JJ, Lal H. Decreased potency of         
CNS depressants after prolonged social isolation in       
mice. Psychopharmacologia. 1969;15(2):153-8. 

19. Kazmaier K, Butcher RE, Senter RJ, Stutz RM.        
Rearing conditions and ethanol consumption by rats.       
Quarterly Journal of Studies on Alcohol.      
1973;34(2):520-4. 

20. Bardo MT, Rowlett JK, Harris MJ. Conditioned       
place preference using opiate and stimulant drugs: A        
meta-analysis. Neuroscience & Biobehavioral    
Reviews. 1995;19(1):39-51. 

21. Schenk S, Hunt T, Colle L, Amit Z. Isolation versus          
grouped housing in rats: differential effects of low        
doses of heroin in the place preference paradigm.        
Life Sciences. 1983;32(10):1129-34. 

22. Schenk S, Ellison F, Hunt T, Amit Z. An         
examination of heroin conditioning in preferred and       
nonpreferred environments and in differentially     
housed mature and immature rats. Pharmacology      
Biochemistry and Behavior. 1985;22(2):215-20. 

23. El Rawas R, Thiriet N, Lardeux V, Jaber M, Solinas          
M. Environmental enrichment decreases the     
rewarding but not the activating effects of heroin.        
Psychopharmacology. 2009;203(3):561-70. 

24. Schenk S, Hunt T, Klukowski G, Amit Z. Isolation         
housing decreases the effectiveness of morphine in       
the conditioned taste aversion paradigm.     
Psychopharmacology. 1987;92(1):48-51. 

25. Smith JK, Neill JC, Costall B. The influence of         
postweaning housing conditions on drug-induced     
conditioned taste aversion. Pharmacology    
Biochemistry and Behavior. 1998;59(2):379-86. 

26. Schenk S, Hunt T, Malovechko R, Robertson A,        
Klukowski G, Amit Z. Differential effects of       
isolation housing on the conditioned place preference       
produced by cocaine and amphetamine.     
Pharmacology Biochemistry and Behavior.    
1986;24(6):1793-6. 

27. Lespine L-F, Tirelli E. No evidence that       
wheel-running exercise impacts cocaine conditioned     
place preference in male C57BL/6J mice.      
Behavioural Brain Research. 2019;365:110-3. 

28. Zakharova E, Miller J, Unterwald E, Wade D,        
Izenwasser S. Social and physical environment alter       
cocaine conditioned place preference and     
dopaminergic markers in adolescent male rats.      
Neuroscience. 2009;163(3):890-7. 

29. Chauvet C, Lardeux V, Jaber M, Solinas M. Brain         
regions associated with the reversal of cocaine       
conditioned place preference by environmental     
enrichment. Neuroscience. 2011;184:88-96. 

30. Solinas M, Thiriet N, Rawas RE, Lardeux V, Jaber         
M. Environmental enrichment during early stages of       
life reduces the behavioral, neurochemical, and      
molecular effects of cocaine.    
Neuropsychopharmacology. 2009;34(5):1102-11. 

31. Freese L, Almeida FB, Heidrich N, Hansen AW,        
Steffens L, Steinmetz A, et al. Environmental       
enrichment reduces cocaine neurotoxicity during     
cocaine-conditioned place preference in male rats.      
Pharmacology Biochemistry and Behavior.    
2018;169:10-5. 

32. Ribeiro Do Couto B, Aguilar MA, Lluch J,        
Rodríguez-Arias M, Miñarro J. Social experiences      

8 



 

affect reinstatement of cocaine-induced place     
preference in mice. Psychopharmacology.    
2009;207(3):485-98. 

33. Solinas M, Chauvet C, Thiriet N, El Rawas R, Jaber          
M. Reversal of cocaine addiction by environmental       
enrichment. Proceedings of the National Academy of       
Sciences. 2008;105(44):17145-50. 

34. Wongwitdecha N, Marsden CA. Isolation rearing      
prevents the reinforcing properties of amphetamine      
in a conditioned place preference paradigm.      
European Journal of Pharmacology.    
1995;279(1):99-103. 

35. Yates JR, Beckmann JS, Meyer AC, Bardo MT.        
Concurrent choice for social interaction and      
amphetamine using conditioned place preference in      
rats: Effects of age and housing condition. Drug and         
Alcohol Dependence. 2013;129(3):240-6. 

36. Thiriet N, Gennequin B, Lardeux V, Chauvet C,        
Decressac M, Janet T, et al. Environmental       
enrichment does not reduce the rewarding and       
neurotoxic effects of methamphetamine. Neurotox     
Res. 2011;19(1):172-82. 

37. Bozarth MA, Murray A, Wise RA. Influence of        
housing conditions on the acquisition of intravenous       
heroin and cocaine self-administration in rats.      
Pharmacology Biochemistry and Behavior.    
1989;33(4):903-7. 

38. Hofford RS, Chow JJ, Beckmann JS, Bardo MT.        
Effects of environmental enrichment on     
self-administration of the short-acting opioid     
remifentanil in male rats. Psychopharmacology.     
2017;234(23):3499-506. 

39. Imperio CG, McFalls AJ, Hadad N, Blanco-Berdugo       
L, Masser DR, Colechio EM, et al. Exposure to         
environmental enrichment attenuates addiction-like    
behavior and alters molecular effects of heroin       
self-administration in rats. Neuropharmacology.    
2018;139:26-40. 

40. Boyle AE, Gill K, Smith BR, Amit Z. Differential         
effects of an early housing manipulation on       
cocaine-induced activity and self-administration in     
laboratory rats. Pharmacology Biochemistry and     
Behavior. 1991;39(2):269-74. 

41. van der Veen R, Piazza PV, Deroche-Gamonet V.        
Gene–environment interactions in vulnerability to     
cocaine intravenous self-administration: a brief social      
experience affects intake in DBA/2J but not in        
C57BL/6J mice. Psychopharmacology.   
2007;193(2):179-86. 

42. Westenbroek C, Perry AN, Becker JB. Pair housing        
differentially affects motivation to self-administer     
cocaine in male and female rats. Behavioural Brain        
Research. 2013;252:68-71. 

43. Schenk S, Robinson B, Amit Z. Housing conditions        
fail to affect the intravenous self-administration of       
amphetamine. Pharmacology Biochemistry and    
Behavior. 1988;31(1):59-62. 

44. Puhl MD, Blum JS, Acosta-Torres S, Grigson PS.        
Environmental enrichment protects against the     
acquisition of cocaine self-administration in adult      
male rats, but does not eliminate avoidance of a         

drug-associated saccharin cue. Behavioural    
Pharmacology. 2012;23(1):43-53. 

45. Gauthier JM, Lin A, Nic Dhonnchadha BÁ,       
Spealman RD, Man H-Y, Kantak KM.      
Environmental enrichment facilitates cocaine-cue    
extinction, deters reacquisition of cocaine     
self-administration and alters AMPAR GluA1     
expression and phosphorylation. Addiction Biology.     
2017;22(1):152-62. 

46. Thiel KJ, Sanabria F, Pentkowski NS, Neisewander       
JL. Anti-craving effects of environmental     
enrichment. International Journal of    
Neuropsychopharmacology. 2009;12(9):1151-6. 

47. Chauvet C, Lardeux V, Goldberg SR, Jaber M,        
Solinas M. Environmental enrichment reduces     
cocaine seeking and reinstatement induced by cues       
and stress but not by cocaine.      
Neuropsychopharmacology. 2009;34(13):2767-78. 

48. Cantin L, Lenoir M, Augier E, Vanhille N, Dubreucq         
S, Serre F, et al. Cocaine is low on the value ladder            
of rats: Possible evidence for resilience to addiction.        
PLoS ONE. 2010;5(7):e11592. 

49. Huynh C, Fam J, Ahmed SH, Clemens KJ. Rats quit          
nicotine for a sweet reward following an extensive        
history of nicotine use. Addiction Biology.      
2015;22(1):142-51. 

50. Lenoir M, Cantin L, Vanhille N, Serre F, Ahmed SH.          
Extended heroin access increases heroin choices over       
a potent nondrug alternative.    
Neuropsychopharmacology. 2013;38(7):1209-20. 

51. Madsen HB, Ahmed SH. Drug versus sweet reward:        
greater attraction to and preference for sweet versus        
drug cues. Addiction Biology. 2015;20(3):433-44. 

52. Ahmed SH, Lenoir M, Guillem K. Neurobiology of        
addiction versus drug use driven by lack of choice.         
Current Opinion in Neurobiology. 2013;23(4):581-7. 

53. Newman EL, Leonard MZ, Arena DT, de Almeida        
RMM, Miczek KA. Social defeat stress and       
escalation of cocaine and alcohol consumption:      
Focus on CRF. Neurobiology of Stress.      
2018;9:151-65. 

54. Venniro M, Shaham Y. An operant social       
self-administration and choice model in rats. Nature       
Protocols. 2020. 

55. Venniro M, Russell TI, Ramsey LA, Richie CT,        
Lesscher HMB, Giovanetti SM, et al.      
Abstinence-dependent dissociable central amygdala    
microcircuits control drug craving. Proceedings of      
the National Academy of Sciences. 2020:202001615. 

56. Venniro M, Russell TI, Zhang M, Shaham Y.        
Operant social reward decreases incubation of heroin       
craving in male and female rats. Biological       
Psychiatry. 2019;86(11):848-56. 

57. Venniro M, Zhang M, Caprioli D, Hoots JK, Golden         
SA, Heins C, et al. Volitional social interaction        
prevents drug addiction in rat models. Nature       
Neuroscience. 2018;21(11):1520-9. 

 

9 


