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Drug Addiction as Normal Illness

“Every abused substance self-administered by 
humans is self-administered by rats and 
monkeys as well”……

Surely, a heroin-addicted rat is not a social 
rebel, is not suffering from socio-economic 
difficulties, cannot be said to belong to a 
dysfunctional family, nor is it a criminal at all. 

That rat behavior is simply a result of heroin 
action upon its brain.”

A. Goldstein

GO

STOP



Natural Course of Drug Addiction: The Cycles of Addiction

Intoxication
Euphoria

Withdrawal
Hypophoria

Reward Anhedonia
Years

Maremmani & Pacini (2003). Heroin Addict Relat Clin Probl 5(3): 5-12
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Clinical point of view

What is the specific 
psychopathology and the stress 
reactivity of Substance Use 
Disorder patients?

Only CRAVING 
and RELAPSE?

GO

STOP



Psychopathology

1-Worthlessness/Being Trapped -0.05

2-Somatic Symptoms -0.35

3-Sensitivity/Psychoticism 0.07

4-Panic Anxiety -0.15

5-Violence/Suicide -0.57

Addictive Behaviour

1-Exchange related behaviour -0.30

2-Time related behaviour -0.45

3-Risk related behaviour -0.18

4-Reward craving cue-
induced/environmental behaviours

0.05

5-Relief and obsessive craving cue-
induced/environmental behaviours

-0.15

Wilks L.=0.72 F=2.70 p<0.001

Della Rocca, et al. (2017). Heroin Addict Relat Clin Probl 19 (6): 13-20





Psychopathological typology 
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32

Subjects developing PTSD 
after L’Aquila earthquake

Subjects No-developing 
PTSD after L’Aquila 
earthquake

Dell'Osso, et al. (2015). Heroin Addict Relat Clin Probl 17 (6): 49-58.



What have we learned from the 
Agonist Opioid Treatment of 
Heroin Use Disorder patients?



Give at least water to the thirsty

We want to do more... Walter Ling Courtesy



Main contradictions in the treatment of opioid dependence

Can the treatment 
be limited in time?

The disease is a 
chronic disease



Main contradictions in the treatment of opioid dependence

Blocking opioid 
receptors by agonist 
opioid medications is 
NOT encouraged

Blocking opioid 
receptors by antagonist 
opioid medications is 
encouraged





Anticraving dosage (4 steps)
In

cr
ea

si
n

g 
d

o
sa

ge

Heroin use 
cessation

Alcohol and 
BDZ use 
cessation

Elimination of 
spontaneous 
heroin 
craving 
(dreaming)

Elimination of 
craving 
seeing 
people using 
heroin

Maremmani et al., 2019. The Psychic Structure of Addiction



Total opioid debt - (4 cumulative levels)
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Opioid debt 
(Severity of 
illness)

Pain debt

(Presence and 
severity of pain)

Psychopathological 
debt

(Presence and 
severity)

Stress debt 
(Presence and 
severity

Maremmani et al., 2019. The Psychic Structure of Addiction



Opioid Blockage

Is needed

• Craving for heroin

• Maladaptive behaviours 

(infectious diseases; 

polyabuse )

• Pregnancy

• Psychopathology

Is not needed
• Withdrawal symptoms

• Better social adjustment
• Household
• Work
• Romantic involvement
• Social leisure activity
• Legal status

Maremmani et al., 2019. The Psychic Structure of Addiction



Is the reduction/cessation of 
substance use  sufficient to stop 
agonist treatment
Is AOT useful in other addiction aspects?





Survival in treatment of buprenorphine or methadone maintained HUD 
patients according to psychopathological typology

p=0.58 p=0.39

Maremmani et al.,2011: Annals of General Psychiatry 10:17

Panic Anxiety Somatic Symptoms Worthlessness/Being trapped

p=0.98



p=0.01p=0.03

Survival in treatment of buprenorphine or methadone maintained HUD 
patients according to psychopathological typology

Sensitivity/Psychoticism Violence/Suicide

Maremmani et al.,2011: Annals of General Psychiatry 10:17





Maremmani et al., 2016. Ann Gen Psychiatry 15:29
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Correlations between opioid medication dosage and  severity of 
reactions to life events in Heroin Addicts during treatment

Opioid 
Medication 

Dosage 

Severity of 
reactions to life 

events 

N=82
r=-0.225
p=0.042

Are opioid medications able to 
reduce reactions to life events in 
HUD patients during treatment?



Avoiding premature interruption of treatment

• Patient must achieve:

• Reduction of substance use (no more than once/4 mount)

• Reduction of psychopathology (less than 40 PT according to the 
standardization sample at treatment entry

• Reduction of sensitivity to stress (almost less than 32 score at TALS)

• Absence of behavioural covariates of craving
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