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Abstract

Background: Originally believed to be an atypical antidepressant acting at serotonin 

transporters, tianeptine is now known to also be an atypical agonist at mu-opioid receptors. Its 

nonmedical use may be increasing amidst the broader context of novel drug and supplement use.

Objectives: To analyze social-media text from current, former, and prospective tianeptine users 

for better understanding of their conceptualizations of tianeptine, motives for and patterns of use, 

and reported benefits and harms.

Methods: Reddit posts were obtained and thematically coded; additional quantitative analyses 

were conducted.

Results: 1—A total of 210 posts mentioning tianeptine were made between 2012–2020. Eighteen 

thematic categories were identified, 10 of which were consistent with expected themes. Two 

independent raters coded all text, generating 1,382 unique codes, of which 1,090 were concordant 

(78.9% interrater agreement). Tianeptine use was frequently associated with use of other drugs, 

particularly kratom, phenibut, and racetams. People conceptualized and variously used tianeptine 

as an opioid, antidepressant, and “nootropic” (cognitive enhancer). Between 2014–2020, mentions 

of positive effects decreased, while mentions of adverse effects and withdrawal increased. 

Motivations for use included: substitution or withdrawal mitigation for other drugs (especially 

opioids) and for kratom itself; self-treatment for psychiatric symptoms; and improvement of 

quality of life, mood, or performance. Descriptions of tolerance, withdrawal, and addiction were 

evident. Intravenous use was rare and strongly discouraged, with detrimental effects described.

Conclusion: Tianeptine is recognized as an opioid (though not only an opioid) in online 

communities. Posts describe benefits, acute risks, and patterns of co-use that warrant greater 

clinical attention.
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Background

Tianeptine, a xenobiotic with a structure resembling those of tricyclic antidepressants, 

is currently prescribed in some Asian, European, and Latin American countries for the 

treatment of symptoms of depression and anxiety, though is not approved for those 

indications in the United States, United Kingdom, or Canada. A literature review in 

the 1980s concluded that tianeptine was effective for treating depression, especially 

depression with comorbid anxiety or associated with alcohol withdrawal [1]. Tianeptine’s 

antidepressant and anxiolytic properties were variously attributed to monoamine reuptake 

inhibition, enhancement of serotonin reuptake, normalization of glutamatergic transmission, 

reversal of stress-associated neural changes, and neurogenesis, although more recent 

investigations have pointed to another possible mechanism: tianeptine is a full agonist 

at mu-opioid receptors (with some affinity for kappa-opioid receptors) [2, 3]. In animal 

models, mu-opioid receptor activation is necessary for many of tianeptine’s behavioral 

effects, including antidepressant-like effects (assessed by forced-swim test), analgesia, 

hyperactivity, and reward (assessed by conditioned place preference) [4]. Mu activation 

may not account for the entirety of tianeptine’s clinical efficacy. For instance, its anxiolytic 

properties may be mediated by reduction of glutamate release [5]. Still, the discovery 

of mu-activating properties is an important addition to its pharmacological profile. When 

prescribed, tianeptine is typically given at dosages of 12.5 to 50 mg/day; in clinical trials 

utilizing that therapeutic dose range, tianeptine gave little signal of abuse potential and was 

generally well tolerated and efficacious for treatment-resistant depression [1, 6, 7].

Nonmedical tianeptine use and misuse

Tianeptine has not been approved for any indication by the US Food and Drug 

Administration (FDA); reasons for this are unclear. Johnson & Johnson Pharmaceutical 

Research & Development completed a phase 1 clinical trial in 2009 [NCT0210398] but 

did not publish the results, nor pursue development. Gupta and colleagues, in 2017 [8], 

posited that tianeptine never underwent FDA approval process “simply because the cost 

of conducting a clinical trial for approval would exceed the expected profits.” In 2020, 

enrollment began in a small clinical trial of tianeptine for treatment-resistant depression 

funded by the National Institutes of Health [NCT04249596].

Still, tianeptine remains unregulated in the US and many other countries, with web-based 

retailers proffering tianeptine products to consumers as a research chemical, nootropic 

(cognitive enhancer) [9], or dietary supplement [8]. Online, tianeptine is typically sold 

as either a sodium or sulfate salt. Vendors often claim that the sulfate salt is slower 

acting, longer lasting, and produces less intense effects. Typically, online products contain 

tianeptine in a proprietary blend with other substances, making dose determinations 

impractical (see supplementary materials, Figure S1). Case reports illustrate instances 

of problematic forms of consumption, such as intravenous injection and dose escalation 

exceeding 100x therapeutic recommendation [10]. Many of the reports of adverse events 

with tianeptine are characterized by initial adherence to clinical dosing recommendations 

followed by dose escalation for desired effects (e.g. antidepressant, anxiolytic, euphoric), 

eventually leading to tolerance and emergence of opioid-like withdrawal symptoms between 
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doses [11, 12]. Other adverse events from case reports and reports to poison-control agencies 

include dysphoria, anxiety, damage to peripheral venous tissue from injection, and hepatic 

toxicity [10, 13, 14].

These reports led us to suspect that tianeptine is emerging as a nonmedically used (or “self­

prescribed”) drug. We had also detected similar signals in recent analysis of social-media 

data pertaining to use of kratom during the Covid-19 pandemic (K.S. and J. R; findings 

currently unpublished.) that mentioned tianeptine use and during prior direct clinical 

interactions with substance use treatment clients who reported tianeptine use (K.S) in 

combination with other substances. We suspected that tianeptine may be co-used with many 

different substances. This includes prescribed and diverted prescription drugs (e.g., opioids, 

psychiatric medication, psychostimulants) as well as novel substances with the potential 

to have been purchased legally in many countries between the mid-2000s and 2020, even 

if some prohibitions have since been enacted (e.g., synthetic cannabinoids or cathinones, 

supplements, nootropics, such as phenibut) [15–19]. Additional factors considered before 

undertaking this project included the rise of “psychonaut” drug explorers who, among other 

substances, report use of cognitive-enhancing drugs or nootropics [18, 20–22]. We also 

considered the broader opioid epidemic, which may have inclined some to use diverted 

prescription opioids, nootropics, or dietary supplements in attempts to mitigate opioid 

misuse problems [23–27].

Aims

Given tianeptine’s unique pharmacology, therapeutic and abuse potential, and preliminary 

reports indicating nonmedical misuse and co-use with other substances, one aim of this 

study was to learn more about nonmedical use and co-use of tianeptine. This included 

understanding how it is conceptualized and discussed among people who have used it and 

among people interested in trying it. We also sought to document motivations for use, 

patterns of co-use with other drugs, and effects associated with use. Although this study was 

exploratory, we anticipated that people would conceptualize tianeptine in one of three ways: 

(1) as an opioid (used for any or all of the purposes that can drive opioid use); (2) as an 

antidepressant; (3) as a cognitive-enhancing nootropic.

Methods

Data collection

Posts made to the popular social media platform Reddit were collected and thematically 

analyzed. We chose Reddit partly because other platforms that permit long-form text posts 

(e.g., Facebook and Instagram) impose considerable barriers to data collection. Notably, 

Facebook restricted access to their Application Programming Interfaces in 2018 alongside 

enactment of other privacy restrictions, requiring researchers to obtain consent from 

individual users prior to collecting their post text. Reddit data are accessible, contextualized, 

and often provide nuanced insights into drug-use experiences and related issues. Post 

data can be extracted using search terms within specific subreddit communities or for all 

subreddits.
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We anticipated that mentions of tianeptine would appear on Reddit by approximately 

2008, when many subreddits proliferated on the platform, and when physician prescribing 

practices for opioids began to be influenced by increased government monitoring systems 

and diversion concerns [28–30]. However, to ensure we did not omit earlier mentions, we 

imposed no date restrictions in our preliminary Reddit searches. We did not purposefully 

seek to use brand or street names in the search strategy for several reasons, one of which was 

the proprietary nature of Reddit’s source code. However, the relevance search function likely 

displays content based on strength of correlations between related words and some other 

post-relevance function that accounts for recency, proportion of upvotes, number of upvotes, 

number of comments, and other metadata. At first pass, we generated a data set of over 

15,000 posts with approximately 240,000 comments dating back to 2011. This was done 

by collecting post data from the top 30 individual subreddits that Reddit’s search function 

returned after searching for “tianeptine” and “tia”. From these posts and comments, we then: 

(1) created a document text corpus, (2) parsed the corpus into word tokens, (3) removed 

punctuation and stop words, (4) conducted searchers for misspellings of tianeptine as well as 

slang that included some derivative of tianeptine, including prescription brand names.

Using search queries from this list of tianeptine-related terms, we pulled data from Reddit 

regardless of subreddit. This resulted in our final sample of 210 posts from 31 unique 

subreddits. It is possible, but unlikely, that some posts referring to “tianeptine”, but only 
using more obscure slang may not have been collected. However, by building search queries 

from both top tianeptine-related subreddits and by conducting a general Reddit-wide search, 

we believe we obtained nearly all the relevant material. Using R, we collected posts as 

individual datasets, then merged and exported using R packages {dplyr} and {writexl}, 

respectively. Because no personal identifiers were associated with the posts, this project was 

exempted from IRB review by the NIH IRB.

Social media text analysis

A list of themes that we expected to find in the Reddit posts was generated a priori—that is, 

prior to data collection—based on the background knowledge discussed in the Introduction. 

A total of 210 posts, dating back to no earlier than 2012, met search criteria. Two raters 

(K.S. and J.R.) read the compiled posts to identify appearances of the a priori themes and to 

document any additional themes. On group discussion after this first pass through the data, 

a codebook of 18 unique thematic categories was created and used for coding, 10 of which 

were consistent with expected themes. The same raters then independently coded posts 

using MAXQDA 2020 (VERBI Software, Berlin). Because Reddit posts can be lengthy, and 

because even one sentence could contain material relevant to more than one theme, raters 

applied unique codes to all text in order to calculate proportion of rater agreement for all 

items. Accordingly, no text that corresponded to a theme was left unlabeled, as multiple 

themes could be applied to the same segment of text.

Quantitative analysis

After coding was completed, codes were reviewed and used to generate three tianeptine­

specific dichotomous measures: (1) mention of positive effects, (2) mention of adverse 

effects (except withdrawal symptoms), and (3) mention of withdrawal symptoms. These 
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were used as dependent variables in logistic regression analyses. First, we identified the 

reported daily dose in a subset of records (n=75). For these instances, the relationship 

between dose and outcomes was evaluated, with dose coded as mg/day and log-transformed 

to improve distributional qualities and interpretation. Second, we evaluated changes over 

time, treating time as a linear predictor. Data prior to 2014 were excluded because only 

one post was identified for 2012 and one for 2013 (≥20 posts/year were identified in 

2014 onward). Finally, we evaluated associations among positive, adverse, and withdrawal 

variables and concomitant use of the three most frequently mentioned other substances: 

phenibut, kratom, and racetams. Quantitative analyses were conducted using R.

Results

Table 1 shows all coded themes, the interrater agreements versus disagreements, agreement 

percent, and the total number of posts coded (i.e., number of posts coded by at least one 

rater as constituting a given theme).1 (See Table S1, in supplementary materials, for kappa 

coefficients.) A total of 1,382 unique codes were made, of which 1,090 were concordant and 

292 were discordant, resulting in a 78.87% rate of interrater agreement. Corrected kappa for 

interrater agreement was 0.78, indicating moderate to substantial agreement. Given that total 

agreement was sufficient, and no discordance was lower than 50.0%, we did not conference 

and subsequently re-code text in order to achieve a higher agreement rate. Part of this is for 

the sake of transparency, but also because it underscores the complexity of how people wrote 

their posts and described highly detailed experiences.

Polydrug use

Across posts, a prominent theme was “polydrug use that included tianeptine” (n=210). 

This included polydrug use in which tianeptine was being used on the same occasions 

as other substances or as part of the same longer-term pattern of use (within weeks or 

months) with myriad licit and illicit substances. This also included research chemicals 

and supplements with varying degrees of legality. The breadth of substances discussed 

in posts was substantial and not all were psychoactive (see Table 2). Although there 

were mentions of substances we expected to find, there were also many we had not 

anticipated (e.g., memantine, Vortioxetine) or that were heretofore unknown to us (e.g., 

HRX-1074, GLYX-1). Substances frequently discussed as being co-used with tianeptine 

were typically referred to as “nootropics” (or “noots,” or “cognitive enhancers”). The 

most frequently mentioned nootropic drug was phenibut (n=35; 4-amino-3-phenul-butyric 

acid), a GABAB agonist with anxiolytic and putative cognitive-enhancing effects sold 

online as a dietary supplement, and clinically prescribed only in Russia [31–35]. The 

second most frequently mentioned nootropic drug (n=25) were racetams (e.g., piracetam, 

phenylpiracetam, levetiracetam), a drug class with a shared pyrrolidone nucleus that are also 

purported by vendors to have cognitive enhancing effects [36, 37].

The second most frequently mentioned substance (n=33) was kratom, which was almost 

always categorized as an opioid, not a nootropic. Also frequently mentioned were caffeine 

1For transparency, all social media data collected and coded for this study are available upon request.
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(n=19), L-theanine (n=15), cannabis (n=14), and alcohol (n=11). There were relatively 

few (n=19) mentions of heroin, fentanyl, U-47700, and prescription opioids such as 

buprenorphine and methadone. Psychostimulants other than caffeine and nicotine were 

mentioned 40 times.

The three most frequently mentioned other drugs (kratom, phenibut, and racetams) were 

often mentioned together. There were twenty instances (9.5% of all polydrug mentions) of 

co-use of tianeptine, kratom, and phenibut; there were 15 instances (7.1%) of tianeptine and 

phenibut without kratom; there were 13 instances (6.2%) of tianeptine and kratom without 

phenibut. These substances were often mentioned in posts that also described tolerance or 

withdrawal symptoms—sometimes as sources of those unwanted effects, and sometimes as 

remedies for withdrawal from (or tolerance to) other drugs, including opioids, tianeptine, 

and various “nootropics.” Column 1 of Table S2 displays some direct quotes to illustrate the 

complexity of patterns of co-use, particularly among kratom, phenibut, and tianeptine.

Many people, describing the effects of co-use (Table S2, columns 1 and 2), credited these 

drug combinations with either decreases in psychiatric symptoms or with improvements 

in mood, energy, and productivity irrespective of any stated pathology—a distinction with 

a difference. In both contexts, many people referred to their preferred combination of 

substances as their “stack.” Descriptions of “stacks” often gave the impression of being 

pragmatic, well-reasoned, and functionally adaptive, either alleviating a specific problem or 

increasing quality of life.

How tianeptine was conceptualized; effect profiles of different dosages

As noted above, tianeptine’s effects were described in ways that variously fell into the 

following categories: opioid (n=115), antidepressant (n=96), mood enhancer (n=48), or 

cognitive enhancer (n=45). Table 3 shows specific mentions corresponding to each of 

our three main categories of effects (positive effects, adverse effects besides withdrawal 

symptoms, and withdrawal symptoms). There was an unexpectedly high frequency of 

mentions of withdrawal (n=82), tolerance (n=41), and aspects of addiction (n=54), such as 

having a desire to quit using tianeptine (n=31) or having tried to quit (n=22). Tolerance was 

discussed in the context of its being rapid to develop, related to acute effects, and resulting in 

a need to dose frequently. Withdrawal was typically described as moderate to severe (Table 

S2, column 3).

Specific mentions of dosage occurred in 132 posts. Doses within a 24-hour period ranged 

from 12.5 mg to 7,500 mg. Figure 1 shows how those dose ranges were associated with 

each of our three main categories of effects. Higher doses were associated with greater 

odds of withdrawal symptoms, OR=4.42 [2.08,9.40], p<.001, and with greater odds of other 

adverse effects, OR=1.35 [1.01,1.79], p=.04, as well as lower odds of positive effects, 

OR=0.52 [0.38,0.72], p<.001. Analyses found that posts with any dosage information 

reported higher rates of all types of effects (positive, withdrawal, and adverse) than posts 

without dosage information, perhaps reflecting a richer overall narrative in the posts with 

dosing information.
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Figure 2 further shows how mentions of effect categories changed by year. From 2014–

2020, the percentage of posts describing positive effects steadily declined from 60% to just 

under 25.8%, linear OR=0.82[0.70,0.95], p=.008, while the percentage of posts describing 

withdrawal increased from 0% to a high of 27.3% before decreasing slightly in 2020 to just 

under 16.1%, linear OR=1.52 [1.18,1.97], p=.001. Frequencies of posts mentioning adverse 

effects fluctuated with no discernible temporal pattern, linear trend OR=0.98[0.80,1.19], 

p=.83.

Because tianeptine was so often co-used with kratom, phenibut, and racetams, we 

examined mentions of positive, adverse, and withdrawal effects in the context of co-use 

(Figure 3). People who used kratom were more likely to report positive effects from 

tianeptine, OR=2.72[1.27,5.82], p=.01, but also more likely to report withdrawal symptoms, 

OR=5.48[2.16,13.94], p<.001. Racetam use was also associated with a greater odds of 

positive effects from tianeptine, OR=3.74[1.53,9.13], p=.004, but not with withdrawal 

symptoms, OR=0.68[0.15,3.09], p=.62. Phenibut use was associated with neither. None 

of the three co-used drugs showed a statistically significant relationship with odds of non­

withdrawal adverse effects of tianeptine.

It should be noted that while most posts were from people currently using tianeptine, a 

few people posted that they had stopped, whereas others were from people expressing 

curiosity. Specific advice was often sought (n=161) or given (n=68). Although every post we 

analyzed could be considered a form of information sharing, we applied the “information 

sharing” code only to posts in which the person was clearly intending to provide quality 

information of value to peers in their post (as opposed to a tangent, description of one’s 

emotional state, biographical sketch, etc.). One of the most salient of these pertained to 

tianeptine injection. Although not commonly discussed as a route of administration—oral 

being the most commonly noted or inferred—people who had injected tianeptine provided 

stern admonitions not to do it (see Table S2, column 3).

Discussion

Opioid, antidepressant, or cognitive enhancer?

In this exploratory study, we sought a better understanding of nonmedical tianeptine use 

by analyzing social-media posts made on Reddit between 2012 and 2020. Our findings 

suggest that among people using and misusing tianeptine, it is primarily conceptualized as 

an opioid, an antidepressant, or a nootropic. The categorization is complicated not just by 

the mixed properties of tianeptine itself, but by the likelihood that antidepressants improve 

cognition in depressed people [38] and the possibility that some mu opioids might function 

as antidepressants [39–41].

The consensus among people posting to Reddit was that tianeptine is an opioid. This was 

sometimes mentioned in terms of receptor pharmacology, sometimes in terms of subjective 

effects (e.g., euphoria, feelings of warmth or contentedness, “nodding off,” analgesia), and 

sometimes in terms of cross-tolerance (e.g., mentions of tianeptine’s ability to attenuate 

opioid withdrawal symptoms, and mentions of tianeptine withdrawal symptoms that could 

be attenuated by buprenorphine, methadone, or kratom). Still, alongside this consensus was 
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confusion, debate, and conjecture as to what tianeptine is or is not, and at what doses. 

Many people simply did not know how to characterize tianeptine. People’s motivations for 

tianeptine use, however, often involved its antidepressant properties (some people used it 

after multiple failed attempts at treatment with traditional antidepressants) and, more often 

than not, additional beliefs in its potential to enhance cognition or to improve quality of life 

generally. Through these posts, people actively attempted to share experiential knowledge 

and academic information (e.g., links to published papers) to help each other navigate 

potential benefits of tianeptine in light of its potential of opioid-like risks.

Chasing the OK-ness

Although some people described using tianeptine for one reason (e.g., cognitive or 

performance enhancement, antidepressant effects, acute euphoria), this was not the majority. 

Many people expressed some combination of wanting to feel good, think clearly, and 

function to meet their everyday obligations and achieve basic goals. Indeed, many seemed 

to use tianeptine less to achieve a euphoric high and more to feel “less bad” or “more 

normal.” Many mentioned using (or seeking to use) tianeptine to decrease general anxiety, 

irrespective of whether they met the diagnostic threshold for an anxiety disorder, or to 

achieve a state of what they perceived to be “equilibrium” or “feeling like one’s true self.” 

In short, posts did not consistently nor predominantly reflect attempts to “chase a high” so 

much as they reflected attempts to feel “OK” or to achieve a sense of being capable, healthy, 

and productive.

Use or misuse?

As noted above, some people described being primarily or solely interested in experiencing 

euphoric highs. For them, the development of tolerance sometimes led to large increases 

in dose, which, in turn, were associated with acute adverse effects and withdrawal 

symptoms. Especially striking were the deleterious effects of intravenous use. Still, if not 

all unprescribed use is relegated to the realm of misuse—if the possibility of successful 

instrumental use is acknowledged—then many people posting at least perceived their use 

that way. This is reflected in how people talked about their “stack” as if it were a 

daily regimen to be taken as directed and without deviation once they had established it, 

sometimes after months or years of experimentation.

Nonetheless, some mentioned problems, such as tolerance, withdrawal, or symptoms of 

addiction, that they had not anticipated at the outset of use. It is possible, but difficult to 

discern directly in these data, that this trajectory was more likely in people who began using 

tianeptine earlier, with less access to online advice from peers. Similar to other Internet fora, 

Reddit seems to have emerged as a hub for informal, but conscientious, information sharing 

[21, 42, 43].

Polydrug use

The frequent mentions of a “stack”—usually consisting of tianeptine plus at least one other 

substance—is one indication of the extent of polydrug use among those whose posts we 

analyzed. Mentions of tianeptine as a remedy for withdrawal from or substitute for other 

substances (e.g., phenibut, kratom) highlights one of several dark sides to tianeptine use in 
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our sample: it was but one substance in a long line of substances that eventually failed to 

have the desired benefit-harm ratio. Ongoing use of such substances, including tianeptine 

itself, was seen as a manifestation of dependence or addiction.

Although we anticipated mentions of phenibut, we had not expected them to be so 

frequent, given the differences in pharmacology between tianeptine and phenibut (even as 

both are proffered online as cognitive-enhancing dietary supplements or nootropics). As 

in prior studies [44–48], phenibut was described in both positive terms (e.g., “cognitive 

enhancement”, “mood improvement”, “decreased anxiety”) and negative terms (e.g., 

“addictive”). While we were surprised by how infrequently heroin and pharmaceutical 

opioids were mentioned, we were equally surprised by the frequency with which kratom 

was mentioned. Tianeptine had been noted only occasionally in other investigations related 

to kratom being undertaken by some authors, or in direct interactions with people reporting 

kratom and other substance use, which partially influenced us to undertake the present work. 

Kratom, a botanical that is legal in most US states and acts as a biased partial agonist at 

mu opioid receptors, is not commonly referred to as a “cognitive enhancer” or “nootropic” 

[49, 50]. In these and separate investigations, kratom was conceptualized by people as a 

“nootropic” only once. To the best of our knowledge, only one published paper refers to 

kratom as a “nootropic” [51]. The co-use of kratom and tianeptine, in hindsight, is perhaps 

unsurprising in that both appear to be used to self-treat anxiety, depression, fatigue, pain, 

and opioid withdrawal [25, 27, 52, 53]. Although the literature on kratom is growing, there 

are few documented cases of its co-use with tianeptine and/or phenibut [48, 54–56]. Our 

findings suggest that these patterns of co-use may be more common.

Other patterns of drugs co-used with tianeptine that merit further attention are the 

psychostimulant modafinil, commonly used to treat sleep disorders, and the NMDA 

antagonist memantine, which is a primarily used to treat symptoms of Alzheimer’s disease, 

both of which have been used or misused nonmedically [57–59]. These and other drugs 

co-used with tianeptine might all serve as starting points for additional work and greater 

awareness among medical professionals.

Limitations

This exploratory study has several important limitations. First, these social-media data come 

from only one platform, Reddit. Findings may therefore not be generalizable to people who 

use tianeptine but engage only with other social-media platforms or drug-use forums (e.g., 

Erowid, Bluelight), or none at all. People self-selecting to post tianeptine experiences may 

disproportionally include those who experienced particularly positive or negative effects. 

Another limitation is that in most cases posts did not distinguish between the sulfate and 

sodium salts of tianeptine, so we cannot address possible differences in the effects of 

those formulations. Similarly, there was likely variability among tianeptine products, both 

between vendors and across time. This includes the possibility that products advertised as 

tianeptine were adulterated or contained more than one substance. Due to the ambiguous 

and varied labeling of these products, dose information may be inaccurate, even when 

reported carefully by users. It is also possible that not every tianeptine-specific post was 

captured given that there may have been slang terms for tianeptine not utilized in our search 
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strategy. Dosage information was given in only a subset of posts, some of which could 

not be analyzed quantitatively due to insufficient temporal specificity or other ambiguities. 

Lastly, lack of demographic information, including country of origin, limits findings further, 

though, on the basis of content and style, many posts appeared to be from the US.

Conclusion

Findings here provide evidence of tianeptine use and misuse and conceptualization of the 

drug as an opioid and opioid substitute. Findings serve primarily as a starting point for 

future investigation into nonmedical tianeptine use, particularly among people co-using it 

with other substances, such as kratom, phenibut, and racetams. Systematic study among a 

wider and more diverse sample of people (not merely those self-reporting information on 

Reddit) is needed to help determine the prevalence, patterns, and demographic correlates 

of use. Until more research has been conducted, healthcare professionals should be aware 

of several factors, including the regularity with which tianeptine is co-used with other 

substances. This also includes the wide range of effects that tianeptine can produce. 

These should be taken into account when patients present with symptoms or toxicity 

associated with use of unspecified drugs or supplements, or when people present with 

opioid withdrawal symptoms unaccompanied by evidence of typical opioid use. A primary 

takeaway from this and similar work is that people who use, or come to misuse, unregulated 

psychoactive drugs are not always doing so with the primary intention of achieving a 

euphoric high. Many people in this sample reported using tianeptine and other substances in 

what they believed to be a pragmatic and rational manner. Moving forward, researchers and 

clinicians should be mindful of the motivations and intentions promoting tianeptine use and 

take such factors into account when seeking to understand it, treat it, or address underlying 

issues which may have motivated use to begin with.
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Figure 1. 
Results from logistic regression showing coded subjective effects by daily dosing. This 

figure shows how tianeptine dose ranges, reported for a 24-h period, were associated 

with dichotomous variables for Identified (vs. Not Identified) “positive”, “adverse”, and 

“withdrawal” subjective effects attributed to tianeptine. Distributions of the dosing variable 

by coded variables of Identified positive effects (top panel), adverse effects (middle panel), 

and withdrawal effects (bottom panel). Vertical dashed lines are median dosing values. Dose 

is presented on a log scale. *p < .05; **p < .01; ***p < .001.
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Figure 2. 
Results from logistic regression showing proportion of posts with coded subjective effects 

by year. This figure shows how specific mentions of tianeptine subjective effects of 

“positive” (circles), “adverse” (squares), and “withdrawal” (triangles) changed between 

2014 and 2020. *p < .05; **p < .01; ***p < .001.

Smith et al. Page 15

Am J Drug Alcohol Abuse. Author manuscript; available in PMC 2022 July 04.

A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript



Figure 3. 
Results from logistic regression showing percentage of coded subjective effects by the 

polydrug use variable. This figure shows the percentage of text coded for “positive” (left 

panel), “adverse” (middle panel), or “withdrawal” (right panel) effects from tianeptine as 

a function of use (black bars) or non-use (white parts) of the three drugs most commonly 

co-used with tianeptine: kratom, phenibut, and racetams. *p < .05; **p < .01; ***p < .001.
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