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Supplementary Material

Descriptions of alternative opioid substitution therapy formulations
Participants were provided with standardized descriptions of the three OST formulations (oral methadone tablets, buprenorphine depot injection and buprenorphine implant) before responding to the questionnaire items. Descriptions of the buprenorphine depot injection and implant were adapted from Neale et al. (2018), while the description of oral methadone tablets was developed by clinicians. The following descriptions were presented to participants in Italian:Oral Methadone Tablets
Methadone tablets are taken orally. Patients should swallow the tablet with a glass of water or another beverage, carefully following their doctor’s instructions.



Buprenorphine Depot Injection
It is an injection administered by a doctor or nurse, usually into the muscle. The injection slowly releases the medication, which potentially lasts one week or one month (depending on the two formulations currently available on the market).



 



Buprenorphine Implant
It is a small rod inserted under the skin. After applying a local anaesthetic, a small cut is made to the skin, and the implant is placed into the tissue under the skin. Once in place, it slowly releases the medication over several months (generally six). As with the insertion, the removal of the implant also requires the use of a local anesthetic and a small incision to remove the device. The incision site is then sutured and bandaged. Both the insertion and removal of the implant are performed by qualified medical personnel experienced in minor surgical procedures and trained to carry out the implantation and removal process.
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Figure S1. Full distribution of responses to items related to current opioid substitution treatment (OST) on the original Likert scale, reported for the total sample.
[image: Immagine che contiene testo, schermata, menu, documento

Il contenuto generato dall'IA potrebbe non essere corretto.]
Figure S2. Distributions of responses to opioid substitution treatment (OST)-related items on the original Likert scale, reported separately for participants receiving methadone syrup and those receiving sublingual buprenorphine tablets.

Preferences for alternative OST formulations.
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Figure S3. Preferences for alternative opioid substitution therapy (OST) formulations in the total sample and among respondents currently receiving methadone syrup or sublingual buprenorphine tablets. Participants were asked: “If the following options were available in the future, which would you choose?” They were instructed to select a single preferred formulation from four options: methadone tablets, weekly buprenorphine depot injection, monthly buprenorphine depot injection, or buprenorphine implant.
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Figure S4. Reasons for switching to methadone tablets among patients currently receiving methadone syrup (N = 175).
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Figure S5. Reasons for switching to buprenorphine depot among patients currently receiving buprenorphine sublingual tablets (N = 41).

Model Selection Criteria and Classification Statistics for the Latent Class Analysis
Table S1. Information criteria, entropy, likelihood ratio tests, latent classes counts and proportions based on estimated posterior probabilities and average class probabilities for most likely class membership by latent class.
	N. of classes
	1-class
	2-class
	3-class
	4-class
	5-class
	6-class

	N. of free parameters
	15
	31
	47
	63
	79
	95

	Loglikelihood
	-2,547.35
	-2,366.44
	-2,286.46
	-2,255.47
	-2,235.66
	-2214.29

	AIC
	5124.692
	4794.875
	4666.926
	4636.932
	4629.312
	4618.577

	BIC
	5179.214
	4907.554
	4837.761
	4865.924
	4916.461
	4963.882

	SABIC
	5131.650
	4809.255
	4688.727
	4666.155
	4665.957
	4662.643

	Entropy
	
	.784
	.818
	.828
	.828
	.833

	VLMR-LRT p-value
	
	.004
	<.001
	.124
	.581
	.265

	BLRT p-value
	
	<.001
	<.001
	<.001
	.111
	.050

	Classes n, % 
	Average Latent Class Probabilities for Most Likely Latent Class Membership by Latent Class

	Two-class model
	1
	2
	
	
	
	

	1, n = 155.4, 55%
	.943
	.057
	
	
	
	

	2, n = 124.6, 45%
	.067
	.933
	
	
	
	

	Three-class model
	1
	2
	3
	
	
	

	1, n = 79.1, 28%
	.914
	.034
	.052
	
	
	

	2, n = 124.5, 44%
	.046
	.931
	.023
	
	
	

	3, n = 76.5, 27%
	.048
	.036
	.916
	
	
	

	Four-class model
	1
	2
	3
	4
	
	

	1, n = 80.5, 29%
	.931
	.027
	.006
	.035
	
	

	2, n = 109.7, 39%
	.046
	.916
	.000
	.038
	
	

	3, n = 25.3, 9%
	.023
	.000
	.932
	.044
	
	

	4, n = 64.6, 23%
	.045
	.050
	.037
	.868
	
	

	Five-class model
	1
	2
	3
	4
	5
	

	1, n = 55.1, 20%
	.832
	.025
	.054
	.057
	.031
	

	2, n = 18.9, 7%
	.069
	.902
	.008
	.006
	.014
	

	3, n = 103.6, 37%
	.051
	.001
	.916
	.032
	.000
	

	4, n = 74.5, 27%
	.055
	.000
	.023
	.912
	.009
	

	5, n = 27.9, 10%
	.034
	.012
	.000
	.017
	.937
	

	Six-class model
	1
	2
	3
	4
	5
	6

	1, n = 46.9, 17%
	.874
	.035
	.061
	.002
	.029
	.000

	2, n = 97.5, 35%
	.046
	.897
	.003
	.000
	.054
	.001

	3, n = 33.0, 12%
	.000
	.000
	.911
	.026
	.062
	.000

	4, n = 27.4, 10%
	.000
	.000
	.001
	.959
	.027
	.013

	5, n = 54.7, 20%
	.022
	.048
	.022
	.027
	.866
	.015

	6, n = 20.5, 7%
	.000
	.010
	.022
	.011
	.081
	.875


Note. AIC = Akaike Information Criterion; BIC = Bayesian Information Criterion; SABIC = Sample-Size-Adjusted BIC; VLMR-LRT = Voung-Lo–Mendell–Rubin adjusted likelihood test; BLRT = Bootstrap Likelihood Ratio Test.


Direct associations between covariates and clinical outcomes independently of class membership 
A separate auxiliary model using manual BCH approach was estimated to examine whether covariates predicted distal outcomes regardless of latent class membership. Being employed or in training was associated with higher recovery capital. Regular toxicology testing was more frequent among participants with higher education and longer treatment duration. Heroin use was less likely among women, individuals receiving sublingual buprenorphine, and those with longer treatment histories, while it was more common among those living alone. Cocaine use was also more likely among individuals living alone. Interest in methadone tablets was significantly lower among those already on sublingual buprenorphine. Interest in the monthly depot was more likely among participants with at least upper secondary education and those on sublingual buprenorphine tablets, and less likely among those living alone. Lastly, interest in the buprenorphine implant was negatively associated with living alone.

Table S2. Effects of covariates on distal outcomes (non-stratified by latent class).
	Outcome
	Covariate
	b / OR [95% CI]

	Recovery capital
	Female
	-1.22 [-3.41, .96]

	
	Age
	.09 [-.01, .18]

	
	≥ Upper secondary education
	-1.14 [-2.85, .56]

	
	In work or training
	2.89 [.91, 4.86]

	
	Living alone
	-1.77 [-3.58, .04]

	
	On sublingual buprenorphine tablets
	.86 [-1.17, 2.89]

	
	Treatment duration
	.55 [-2.16, 3.26]

	Regular toxicology testing
	Female
	.62 [.36, 1.09]

	
	Age
	.98 [.96, 1.01]

	
	≥ Upper secondary education
	1.65 [1.02, 2.68]

	
	In work or training
	1.62 [.99, 2.67]

	
	Living alone
	.91 [.57, 1.48]

	
	On sublingual buprenorphine tablets
	1.36 [.77, 2.42]

	
	Treatment duration
	2.08 [1.08, 3.99]

	Heroin use in past 3 months
	Female
	.50 [.27, .93]

	
	Age
	.98 [.96, 1.01]

	
	≥ Upper secondary education
	1.27 [.72, 2.24]

	
	In work or training
	1.52 [.78, 2.98]

	
	Living alone
	2.86 [1.64, 5.00]

	
	On sublingual buprenorphine tablets
	.23 [.11, .50]

	
	Treatment duration
	.27 [.13, .57]

	Cocaine use in past 3 months
	Female
	.88 [.53, 1.47]

	
	Age
	.98 [.96, 1.00]

	
	≥ Upper secondary education
	.89 [.57, 1.39]

	
	In work or training
	1.04 [.63, 1.70]

	
	Living alone
	2.39 [1.53, 3.72]

	
	On sublingual buprenorphine tablets
	.64 [.36, 1.14]

	
	Treatment duration
	.54 [.28, 1.04]

	Interest in methadone tablets
	Female
	1.25 [.73, 2.15]

	
	Age
	1.01 [.98, 1.03]

	
	≥ Upper secondary education
	1.02 [.65, 1.62]

	
	In work or training
	1.35 [.80, 2.29]

	
	Living alone
	1.01 [.63, 1.61]

	
	On sublingual buprenorphine tablets
	.07 [.03, .15]

	
	Treatment duration
	1.18 [.60, 2.32]

	Interest in weekly buprenorphine depot
	Female
	1.08 [.61, 1.92]

	
	Age
	.98 [.95, 1.00]

	
	≥ Upper secondary education
	1.48 [.91, 2.41]

	
	In work or training
	.70 [.40, 1.21]

	
	Living alone
	.81 [.48, 1.37]

	
	On sublingual buprenorphine tablets
	1.35 [.73, 2.48]

	
	Treatment duration
	.92 [.40, 2.10]

	Interest in monthly buprenorphine depot
	Female
	1.01 [.58, 1.79]

	
	Age
	.98 [.95, 1.00]

	
	≥ Upper secondary education
	1.69 [1.06, 2.70]

	
	In work or training
	1.04 [.62, 1.78]

	
	Living alone
	.55 [.34, .92]

	
	On sublingual buprenorphine tablets
	3.16 [1.78, 5.60]

	
	Treatment duration
	1.53 [.72, 3.27]

	Interest in buprenorphine implant
	Female
	.77 [.42, 1.43]

	
	Age
	1.00 [.97, 1.02]

	
	≥ Upper secondary education
	1.62 [.98, 2.68]

	
	In work or training
	.78 [.44, 1.36]

	
	Living alone
	.50 [.30, .85]

	
	On sublingual buprenorphine tablets
	1.73 [.97, 3.09]

	
	Treatment duration
	.99 [.45, 2.17]


Note. OR = odds ratio; CI = 95% confidence interval. Values in bold indicate statistically significant differences.
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