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Abstract 36 

Individuals with mitochondrial disease often present with psychopathological comorbidity, 37 

and mitochondrial dysfunction has been proposed as the underlying pathobiology in various 38 

psychiatric disorders. Several studies have suggested that medications used to treat 39 

neuropsychiatric disorders could directly influence mitochondrial function. This review 40 

provides a comprehensive overview of the effect of these medications on mitochondrial 41 

function. We collected preclinical information on six major groups of antidepressants and 42 

other neuropsychiatric medications and found that the majority of these medications either 43 

positively influenced mitochondrial function or showed mixed effects. Only amitriptyline, 44 

escitalopram, and haloperidol were identified as having exclusively adverse effects on 45 

mitochondrial function. In the absence of formal clinical trials, and until such trials are 46 

completed, the data from preclinical studies reported and discussed here could inform 47 

medication prescribing practices for individuals with psychopathology and impaired 48 

mitochondrial function in the underlying pathology. 49 

 50 

Keywords: Mitochondria, Electron Transport Chain Complex Proteins, Antidepressive 51 

Agents, Drugs, in vivo studies 52 
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Introduction  54 

Mitochondrial involvement in complex psychopathologies has been well established 55 

(Hroudová et al., 2013; Jou et al., 2009; Karabatsiakis et al., 2014; Kato, 2007; Morava and 56 

Kozicz, 2013; Pei and Wallace, 2018; Preston et al., 2018; Rezin et al., 2009a; Rollins et al., 57 

2009; Shao et al., 2008). Individuals with primary mitochondrial disorder due to a pathogenic 58 

variant in either the nuclear or mitochondrial genome (Rodenburg, 2011), present with a high 59 

prevalence of comorbid psychopathology compared to the general population (Anglin et al., 60 

2012; Colasanti et al., 2020; Fattal et al., 2007; Morava et al., 2010; Rollins et al., 2009). 61 

Similarly, both genetic (primary) or acquired (secondary) mitochondrial dysfunction by, e.g. 62 

stress or toxins, has also been implicated in the pathobiology of several complex 63 

neuropsychiatric disorders including major depressive disorder (MDD) (Ferrari and Villa, 64 

2017; Gardner and Boles, 2011; Hroudová et al., 2013; Karabatsiakis et al., 2014; Koene et 65 

al., 2009; Morava and Kozicz, 2013; Rollins et al., 2009; Wallace, 2018), anxiety disorders 66 

(Einat et al., 2005; Hovatta et al., 2010), bipolar disorder (Iwamoto et al., 2004; Konradi et 67 

al., 2004; Rollins et al., 2009; Strakowski et al., 2000), schizophrenia (Prabakaran et al., 68 

2004; Prince et al., 1999; Rollins et al., 2009; Rollins et al., 2017), and post-traumatic stress 69 

disorder (Preston et al., 2020; Preston et al., 2018). A more causal link between 70 

mitochondrial dysfunction and depression (Gong et al., 2011; Madrigal et al., 2001; Rezin et 71 

al., 2008), anxiety (Filiou and Sandi, 2019; Hollis et al., 2015), and bipolar disorder 72 

(Andreazza et al., 2018; Bodenstein et al., 2019; Kasahara et al., 2006; Kato, 2007; Scola et 73 

al., 2013) has also been established in animal models. Interestingly, as a consequence of 74 

genetic alterations, in the case of Down syndrome, individuals may also present with 75 

secondary mitochondrial dysfunction as part of the pathobiology and often have 76 

psychopathological disturbances as a comorbidity (Vacca et al., 2019). Therefore, 77 
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considering the unique bioenergetic characteristics of an individual with psychiatric disease 78 

should be part of clinical practice. 79 

Consideration of an individual's bioenergetic status is especially important because 80 

antidepressants and other neuropsychiatric medications can directly influence mitochondrial 81 

function, for better or for worse, as highlighted in a recent meta-analysis for mitochondrial 82 

electron transport chain (ETC) CI and CIV (Holper et al., 2019). Other reviews on this 83 

subject (Adzic et al., 2016; Behr et al., 2012; de Oliveira, 2016; De Vries et al., 2020; 84 

Neustadt and Pieczenik, 2008) were either not comprehensive in summarizing the 85 

antidepressants’ effect on all mitochondrial ETC complexes, explored other readout 86 

parameters than complex activities, or investigated only a few antidepressants and their effect 87 

on mitochondrial bioenergetics.  88 

Several different classes of antidepressants and other neuropsychiatric medications are 89 

available for the treatment of psychiatric disorders, including tricyclic antidepressants (TCAs; 90 

e.g., amitriptyline, amoxapine, desipramine, imipramine, and nortriptyline), selective 91 

serotonin reuptake inhibitors (SSRIs; e.g., escitalopram, fluoxetine, fluvoxamine, and 92 

paroxetine), serotonin-norepinephrine reuptake inhibitors (SNRIs; e.g., desvenlafaxine, 93 

duloxetine, levomilnacipran, and venlafaxine), monoamine oxidase inhibitors (MAOIs; e.g., 94 

isocarboxazid, phenelzine, selegiline), norepinephrine-dopamine reuptake inhibitors (NDRIs; 95 

e.g., bupropion), and (a)typical antidepressants or antipsychotics (including agomelatine, 96 

aripiprazole, clozapine, haloperidol, loxapine, olanzapine, quetiapine, risperidone, and 97 

tianeptine). Other medications used to treat neuropsychiatric disorders that do not fit in any of 98 

the groups mentioned above include lithium and ketamine. Bupropion is often categorized as 99 

an atypical antidepressant, but here, we categorized it based on its mechanisms of action, viz. 100 

the blockade of norepinephrine and dopamine reuptake (NDRI) (Ascher et al., 1995).  101 
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The absence of empirical data in humans (e.g. from formal clinical trials) combined 102 

with the prevailing anecdotal opinion that antidepressants and other neuropsychiatric 103 

medications impact mitochondrial function has led to unnecessary withholding of relevant 104 

medications from individuals with underlying primary mitochondrial disease or 105 

psychological disease with mitochondrial dysfunction in the underlying pathobiology 106 

(Hroudová et al., 2013; Jou et al., 2009; Karabatsiakis et al., 2014; Kato, 2007; Morava and 107 

Kozicz, 2013; Pei and Wallace, 2018; Preston et al., 2018; Rezin et al., 2009a; Rollins et al., 108 

2009; Shao et al., 2008). Furthermore, guidance is often sought when prescribing 109 

antidepressants or other neuropsychiatric medications for individuals with psychopathology 110 

and comorbid mitochondrial dysfunction. Our aim is to provide a consolidated resource of 111 

preclinical evidence in order to provide a transparent, and unbiased resource on the effects of 112 

neuropsychiatric medications on mitochondrial ETC complex function and closely related 113 

enzymes. 114 

 115 

Methods 116 

PubMed was used to search for original studies published in the English language 117 

between January 1975 and August 2020, investigating the effect of antidepressants or other 118 

neuropsychiatric medications on mitochondrial function in vivo. The following search string 119 

was used, resulting in 785 hits: (antidepressant OR antidepressants OR "antidepressant 120 

drugs") AND (mitochondria OR "mitochondrial function" OR "mitochondrial dysfunction" 121 

OR "electron transport chain" OR "oxidative phosphorylation") AND ("in vivo" OR rat OR 122 

mouse OR animal). The title and abstract of these 785 hits were screened for eligibility based 123 

on the following inclusion and exclusion criteria. Additionally, the authors reviewed the 124 

references of identified papers for eligible studies missed during the initial literature search. 125 

This search resulted in the inclusion of 46 articles in the review (Fig. 1).  126 
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Inclusion criteria: 1) In vivo rodent studies; 2) Studies investigating antidepressants or 127 

other neuropsychiatric medications on mitochondrial ETC complex activity as a primary 128 

outcome measurement; 3) Studies using non-genetically modified animals; 4) Only naïve 129 

animals were considered since pre-treatment with other drugs or stress can also directly 130 

influence mitochondrial protein expression and function, primarily in a negative manner 131 

(Głombik et al., 2016; Głombik et al., 2018; Gong et al., 2011; Madrigal et al., 2001; Picard 132 

and McEwen, 2018; Rezin et al., 2008); 5) Articles representing a primary research paper; 6) 133 

Full text available (conference abstracts excluded).  134 

Exclusion criteria: Studies solely reporting on protein expression, mitochondrial 135 

membrane potential, mitochondrial morphology, mitophagy, mitochondrial DNA copy 136 

number and integrity, and oxidative stress parameters. Although all these processes are linked 137 

to mitochondrial function, they are either upstream or downstream of mitochondrial ETC 138 

function, and the focus of this review is mitochondrial ETC complex activity. In addition, in 139 

vitro studies and studies on discontinued antidepressants have been excluded.  140 

 141 

Assessing mitochondrial function 142 

In order to assess the effects of antidepressants and other neuropsychiatric 143 

medications on mitochondrial energy metabolism, in this review we specifically focused on 144 

the mitochondrial electron transport chain (ETC) complex activity (function). The ETC is 145 

comprised of four enzymatic complexes situated in the inner mitochondrial membrane. In 146 

short, complex I through complex IV (NADH:ubiquinone oxidoreductase [CI], succinate 147 

dehydrogenase [CII or SDH], ubiquinol:cytochrome c oxidoreductase [CIII], and cytochrome 148 

C oxidase [CIV]) are part of the ETC (also called the respiratory chain) where NADH and 149 

FADH are utilized to transport electrons along the different complexes. The final electron 150 

acceptor is oxygen (O2) at CIV, which is then oxidized to water (H20). This transfer of 151 
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electrons generates energy which is subsequently used to pump protons over the 152 

mitochondrial inner membrane from the mitochondrial matrix to the intermembrane space 153 

establishing an electrochemical gradient. This so-called proton motive force, or membrane 154 

potential, is then harnessed by ATP synthase (complex V; CV) to produce the high energy 155 

content molecule of adenosine triphosphate (ATP) from adenosine diphosphate (ADP) and 156 

inorganic phosphate (Pi). This whole process is called oxidative phosphorylation (OXPHOS) 157 

(Fig. 2A).  158 

The activity of each complex can be measured directly and individually using 159 

spectrophotometric measurement approaches (Rodenburg, 2011). Additionally, enzymes 160 

involved in the Krebs cycle, such as citrate synthase (CS) or malate dehydrogenase (MDH), 161 

can be analyzed. CS catalyzes the first step in the Krebs cycle. CS is often used as a proxy for 162 

the mitochondrial matrix, as a measure of the intactness of isolated mitochondria, or to test 163 

the matrix purity after mitochondrial subfractions. CS is also a widely used proxy in clinical 164 

practice as well as in our field of research for mitochondrial mass. MDH catalyzes the last 165 

step of the Krebs cycle and has also been related to the pathology of MDD (Scaini et al., 166 

2010).  167 

In addition to the activities of the individual complexes, respiration analysis is also 168 

frequently used to investigate mitochondrial function, with oxygen consumption acting as a 169 

readout parameter. State 3 and state 4 respiration in the presence of different substrates are 170 

often reported using these assays. State 3 respiration measures ADP-stimulated oxygen 171 

consumption by intact mitochondria. Conversely, state 4 respiration measures oxygen 172 

consumption in the absence of ADP, which measures the energy required for the maintenance 173 

of the membrane potential.  174 

Lastly, four studies included in this review measured mitochondrial complex IV (CIV) 175 

activity using histochemical stainings (González-Pardo et al., 2008; Lambert et al., 1999; 176 
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Prince et al., 1998; Shumake et al., 2010). It is important to note that this technique gives 177 

insight into CIV activity; however, the results are not interchangeable with 178 

spectrophotometric CIV measurements. 179 

 180 

The impact of antidepressants and other neuropsychiatric medications on 181 

mitochondrial function  182 

In this section we focused on the effects of different antidepressants and other 183 

neuropsychiatric medications on mitochondrial function. We divided them into six segments 184 

according to the different drug classes and summarized those classes and their overall effects 185 

on mitochondrial function. We also discussed the potential clinical relevance of these 186 

findings and some suggestions for future study. 187 

 188 

Tricyclic antidepressants (TCAs)  189 

TCAs were among the first antidepressants developed (Stahl, 1998). Although they 190 

have mostly been replaced over time by alternatives with fewer side effects, TCAs remain a 191 

last resort after other antidepressants have failed. They work by blocking the reuptake of 192 

serotonin and norepinephrine but also interact with several other receptor sites, including 193 

histamine, acetylcholine, and epinephrine receptors (Feighner, 1999; Stahl, 1998). The 194 

interaction with these other receptor sites predominantly causes the adverse side effects of 195 

TCAs (Feighner, 1999). There are currently several licensed TCAs on the market. Impact on 196 

mitochondrial function has only been assessed for four of the TCAs: amitriptyline, 197 

desipramine, imipramine, and nortriptyline. Results are summarized in Table 1. 198 

We identified one study investigating amitriptyline and its effect on the complexes of 199 

the mitochondrial ETC. The authors found that a single intraperitoneal (ip) administration of 200 
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amitriptyline negatively influenced complex IV (CIV) activity in several different brain areas 201 

of male CD1 mice (González-Pardo et al., 2008), an outbred mouse strain.  202 

This negative effect of amitriptyline contrasts with studies investigating desipramine 203 

(Villa et al., 2017; Villa et al., 2016). Specifically, the effect of chronic desipramine 204 

administration in male Sprague Dawley rats was investigated. Desipramine increased the 205 

activity of CS in both studies. Depending on the brain area, CIV activity was either increased 206 

in the frontal cortex and hippocampus (Villa et al., 2017; Villa et al., 2016) or decreased in 207 

the hippocampus (Villa et al., 2017). Complex II (CII) and MDH activities were consistently 208 

found to be decreased after desipramine treatment in both studies in the frontal cortex but not 209 

in the hippocampus (Villa et al., 2017; Villa et al., 2016). These results suggest a potential 210 

brain area-specific effect of desipramine on mitochondrial function.  211 

The tricyclic antidepressant that was investigated in the most studies returned was 212 

imipramine, which mostly shows positive or neutral effects on mitochondrial function after 213 

acute or chronic treatments (Abelaira et al., 2011; Della et al., 2012; Katyare and Rajan, 214 

1988; Katyare and Rajan, 1995; Réus et al., 2012a; Réus et al., 2012b). The majority of 215 

studies in male Wistar rats showed an increased CII activity after acute or chronic 216 

administration in several different brain regions (Abelaira et al., 2011; Della et al., 2012; 217 

Réus et al., 2012a; Réus et al., 2012b). Furthermore, CS increased in two studies following 218 

acute administration; however, this effect was gone following chronic administration 219 

(Abelaira et al., 2011; Della et al., 2012). Two studies using female Wistar rats showed, in 220 

general, an increase in state 3 and state 4 respiration in the brain (Katyare and Rajan, 1995) as 221 

well as the liver (Katyare and Rajan, 1988). 222 

Besides these positive effects of imipramine, it seems mitochondrial complex I (CI) 223 

function in the prefrontal cortex was negatively affected in male Wistar rats following a 224 

single injection (Abelaira et al., 2011; Della et al., 2012). Interestingly, this finding was not 225 
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present after chronic imipramine treatment (Abelaira et al., 2011; Della et al., 2012). Réus et 226 

al. (2012a) reported increased CI activity in the striatum but decreased CI activities in the 227 

hippocampus and striatum after a single imipramine administration. In contrast, chronic 228 

imipramine treatment resulted in increased CI activity in the prefrontal cortex (Réus et al., 229 

2012a).  230 

Lastly, the TCA nortriptyline was investigated in two studies returned, and mainly 231 

exhibited neutral or positive effects on mitochondrial function (Scaini et al., 2011; Scaini et 232 

al., 2010). Nortriptyline increased CI, CII, and CIV activity in several brain areas following 233 

chronic administration in male Wistar rats (Scaini et al., 2010)(Scaini et al., 2011). 234 

 235 

Selective serotonin reuptake inhibitors (SSRIs) 236 

The most widely prescribed treatments for MDD and several other psychopathologies 237 

are SSRIs (Moore and Mattison, 2017; Olfson and Marcus, 2009). As the name implies, they 238 

work by selectively inhibiting serotonin reuptake by neurons. SSRIs have similar efficacy to 239 

TCAs, only with fewer side effects (Anderson, 2000; Undurraga and Baldessarini, 2017). 240 

Because of these fewer side effects, treatment discontinuation is lower relative to TCA 241 

treatments (Anderson, 2000). Currently, several different SSRIs are used to treat 242 

neuropsychiatric disorders. Our literature search identified four SSRIs (escitalopram, 243 

fluoxetine, fluvoxamine, and paroxetine) whose effect on mitochondrial function had been 244 

assessed. Results are summarized in Table 2. 245 

We identified two studies investigating the effect of escitalopram on mitochondrial 246 

functioning (Gonçalves et al., 2012; Shetty et al., 2015). The first study showed that chronic 247 

escitalopram treatment in male Wistar rats resulted in an overall negative effect on 248 

mitochondrial function. More specifically, CI, CII, and complex II+III (CII-CIII) activities 249 

were all found to be decreased in several different brain regions, including the cerebellum, 250 
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hippocampus, and striatum (Gonçalves et al., 2012). Conversely, one study found no effect of 251 

chronic escitalopram treatment on mitochondrial functioning in female Wistar rats, although, 252 

in this study, only whole brain homogenate was used to investigate mitochondrial activities 253 

(Shetty et al., 2015).  254 

The majority of the studies investigating SSRIs used fluoxetine; we identified thirteen 255 

studies investigating mitochondrial function following fluoxetine treatment (Adzic et al., 256 

2013; Adzic et al., 2017; Agostinho et al., 2011a; Agostinho et al., 2011b; da Silva et al., 257 

2015a; da Silva et al., 2015b; Shumake et al., 2010; Simões‐Alves et al., 2018; Sonei et al., 258 

2017; Souza et al., 1994; Tutakhail et al., 2019; Villa et al., 2017; Villa et al., 2016). Based 259 

on these studies, one cannot easily conclude whether fluoxetine has a positive or negative 260 

effect on mitochondrial function. Some studies report overall positive or neutral effects on 261 

mitochondrial function (Adzic et al., 2017; Agostinho et al., 2011a; Sonei et al., 2017; 262 

Tutakhail et al., 2019), while other studies found differing effects depending on, for example, 263 

the brain region or dose of administration (Adzic et al., 2013; Agostinho et al., 2011b; 264 

Shumake et al., 2010; Souza et al., 1994; Villa et al., 2017; Villa et al., 2016).  265 

Despite these differences, several similar outcomes were observed between studies 266 

following fluoxetine treatment. First, it seems that after acute or chronic administration, state 267 

4 respiration is elevated (da Silva et al., 2015a; da Silva et al., 2015b; Simões‐Alves et al., 268 

2018; Souza et al., 1994), which would indicate the mitochondria spent more energy on 269 

sustaining the membrane potential. Second, several studies reported that fluoxetine has either 270 

no effect on CS activity (Agostinho et al., 2011a; Agostinho et al., 2011b; Tutakhail et al., 271 

2019; Villa et al., 2017) or increased CS activity following acute administration (Agostinho 272 

et al., 2011a). This increased activity could either indicate a positive effect on mitochondrial 273 

biogenesis after a single injection, which is no longer present after chronic treatment, or this 274 
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could reflect a compensatory mechanism caused by mitochondrial dysfunction or increased 275 

energy demand following the administration of fluoxetine.  276 

Only a few studies investigated CI and CII while no studies investigated complex III 277 

(CIII) function following fluoxetine administration. The one study investigating CI activity 278 

found that acute administration increased CI activity in male Wistar rats (Agostinho et al., 279 

2011b), while chronic administration lowers its activity (Agostinho et al., 2011b). 280 

Conversely, CII activity after chronic fluoxetine treatment was either found to be unaltered in 281 

male Wistar rats (Agostinho et al., 2011b) or decreased in male Sprague Dawley rats (Villa et 282 

al., 2016).  283 

Most studies returned analyzed mitochondrial CIV activity following fluoxetine 284 

treatment. Acute fluoxetine administration does not seem to influence CIV activity in male 285 

Wistar rats (Agostinho et al., 2011b). Conversely, chronic treatment resulted in positive or 286 

negative effects (Adzic et al., 2013; Adzic et al., 2017; Agostinho et al., 2011b; Shumake et 287 

al., 2010; Villa et al., 2017; Villa et al., 2016). Fluoxetine's effect on CIV depended on the 288 

dose, the investigated brain area, as well as the animal model used. For example, chronic 289 

treatment of male "congenitally helpless" Sprague Dawley rats, a rat model of susceptibility 290 

to affective disorders, resulted in increased CIV activity in the ventral tegmental area 291 

(Shumake et al., 2010). At the same time, the habenula, dentate gyrus, and dorsomedial 292 

prefrontal cortex exhibited decreased CIV activity (Shumake et al., 2010), while Villa et al. 293 

(2016) found increased CIV activity in the frontal cortex after chronic fluoxetine 294 

administration in male Sprague Dawley rats (Villa et al., 2016). One study investigated the 295 

effect of fluoxetine (administered via the drinking water) on mitochondrial function in male 296 

Balbc-j mice and found no effect on mitochondrial CIV activity in the skeletal muscle 297 

(Tutakhail et al., 2019). 298 
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Interestingly, sex-specific effects following chronic fluoxetine treatment have also 299 

been reported in Wistar rats (Adzic et al., 2013; Adzic et al., 2017). Specifically, CIV activity 300 

was not altered in the hippocampus in female Wistar rats (Adzic et al., 2013; Adzic et al., 301 

2017), while it was increased in the hippocampus and decreased in the prefrontal cortex in 302 

male Wistar rats (Adzic et al., 2013; Adzic et al., 2017).  303 

Comparable to fluoxetine's effect on mitochondrial function, chronic fluvoxamine 304 

administration showed mixed results on bioenergetics in male Wistar rats (Ferreira et al., 305 

2014). Fluvoxamine treatment resulted in an increased CS activity in the prefrontal cortex but 306 

decreased CS activity in the cerebellum, hippocampus, and cortex. In a similar pattern, CI 307 

was found to be decreased in the hippocampus and striatum (Ferreira et al., 2014). 308 

Interestingly 10 mg/kg fluvoxamine decreased CI activity, while 30 mg/kg increased CI 309 

activity in the prefrontal cortex, suggesting a dose-dependent effect on mitochondrial 310 

function (Ferreira et al., 2014). In summary, one can conclude that chronic fluvoxamine 311 

treatment results in diverging effects on mitochondrial complex activities in different brain 312 

regions in response to different doses. For more details, consult Table 2. 313 

Paroxetine treatment seems to have positive effects on mitochondrial function in male 314 

Wistar rats (Scaini et al., 2011; Scaini et al., 2010). Chronic paroxetine administration 315 

increased CS activity, indicating an increased number of mitochondria, as well as increased 316 

CI, CII, and CIV activities in several brain areas, including the prefrontal cortex, 317 

hippocampus, and striatum (Scaini et al., 2011; Scaini et al., 2010). 318 

 319 

Serotonin-norepinephrine reuptake inhibitors (SNRI)  320 

SNRIs are mostly used as second-line treatments (Forns et al., 2019), and work as 321 

dual inhibitors of both serotonin and norepinephrine reuptake. Of the currently available 322 

SNRIs, we only identified studies assessing venlafaxine's effect on mitochondrial function 323 
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(Scaini et al., 2011; Scaini et al., 2010). These findings are summarized in Table 3. 324 

Venlafaxine increased CII and CIV activity in the prefrontal cortex, and CII activity in the 325 

hippocampus and striatum of male Wistar rats following chronic administration (Scaini et al., 326 

2011; Scaini et al., 2010). 327 

 328 

Norepinephrine-dopamine reuptake inhibitors (NDRI)  329 

NDRIs do not directly influence the serotonin system; they work by inhibiting the 330 

reuptake of norepinephrine and dopamine. In the class of NDRIs, only bupropion is used to 331 

treat depression (Stahl, 1998), and we only identified one study investigating its effect on 332 

mitochondrial function (Ferreira et al., 2012). The results are summarized in Table 4. The 333 

authors' main observation was that chronic treatment with bupropion increased CII activity in 334 

several brain regions, including the hippocampus, striatum, prefrontal cortex, and cerebellum 335 

in male Wistar rats (Ferreira et al., 2012). The authors did not report any effect on other 336 

complexes of the ETC (Ferreira et al., 2012). 337 

 338 

(A)typical antipsychotics  339 

Antipsychotics are primarily used to treat hallucinations and delusions in patients with 340 

neuropsychiatric disorders, while one of the most common off-label uses of antipsychotics is 341 

for treatment-resistant depression (Meltzer, 2013). There are two main classes of 342 

antipsychotics; typical and atypical antipsychotics, with typical antipsychotics being 343 

dopamine antagonists, and atypical antipsychotics being dopamine and serotonin antagonists 344 

(Stahl, 2013). Several mechanisms might explain the working mechanism for antipsychotics 345 

as antidepressants. These include the blockade of neurotransmitter receptors and monoamine 346 

transporters, effects on sleep, decrease of cortisol levels, and an increase in neurotrophic 347 

growth factors (Sagud et al., 2011). Of the several available typical antipsychotics, only 348 
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haloperidol was included in this review. Several more atypical antipsychotics were included, 349 

including aripiprazole, clozapine, and olanzapine. The results are summarized in Table 5.  350 

Only one report investigating the effect of aripiprazole on mitochondrial function was 351 

identified (Streck et al., 2007). After chronic administration, Streck et al. (2007) reported 352 

increased CII activity in the prefrontal cortex at the highest administered concentration in 353 

male Wistar rats, whereas no effect on CIV was found (Streck et al., 2007). 354 

Of the three studies we identified which investigated clozapine (Prince et al., 1997, 355 

1998; Streck et al., 2007), two observed an increase in CIV activity in several brain areas, 356 

including the frontal cortex and hippocampus of male Sprague Dawley rats chronic (Prince et 357 

al., 1997, 1998). Conversely, Streck et al. (2007) found no effect on CIV activity but reported 358 

a decreased CII activity in the striatum of male Wistar rats following chronic clozapine 359 

(Streck et al., 2007). 360 

The same three studies that investigated clozapine also investigated the effects of 361 

haloperidol on mitochondrial function (Prince et al., 1997, 1998; Streck et al., 2007). 362 

Independent of duration (acute or chronic), CI activity was decreased in several brain areas of 363 

male Sprague Dawley rats following haloperidol administration (Prince et al., 1997, 1998). In 364 

contrast, haloperidol exhibited a time-dependent effect on CIV activity in the frontal cortex, 365 

After a short administration, no effect was measured, while after chronic administration for 366 

14 days, CIV activity was decreased. However, following a more prolonged administration of 367 

28 days, CIV activity increased (Prince et al., 1997). This increase in the frontal cortex after 368 

28 days was confirmed in a follow-up study. Interestingly, the same study found that 28 days 369 

of haloperidol administration resulted in decreased CIV activity in the cerebellum (Prince et 370 

al., 1998). In male Wistar rats, no effect of haloperidol was found on CIV in several brain 371 

areas, but CII activity was decreased in the hippocampus and striatum of chronically treated 372 

male Wistar rats (Streck et al., 2007). 373 
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Three studies returned investigated olanzapine’s effects on mitochondrial function 374 

(Agostinho et al., 2011a; Agostinho et al., 2011b; Streck et al., 2007). A single injection of 375 

olanzapine increased CI, CII, and CS activity in the prefrontal cortex, striatum, and 376 

hippocampus of male Wistar rats, but decreased CIV activity in the hippocampus (Agostinho 377 

et al., 2011a; Agostinho et al., 2011b). Chronic treatment, however, decreased CII activity in 378 

the cerebellum, and CIV activity in the hippocampus, while increasing the CII-CIII activity in 379 

the striatum (Agostinho et al., 2011b; Streck et al., 2007). 380 

 381 

Other drugs  382 

The remaining drugs that do not fit into a specific antidepressant category, but can be 383 

used for the treatment of depression, are shown in Table 6. In total, twenty studies were 384 

identified investigating eight different drugs: agomelatine, harmine, ketamine, lithium, 385 

memantine, methylphenidate, tianeptine, and valproate. The relatively novel atypical 386 

antidepressant agomelatine is a melatonergic MT1 and MT2 receptor agonist and 387 

serotoninergic 5-HT2b and 5-HT2c receptors antagonist (Guaiana et al., 2013). Harmine is a β-388 

carboline that produces antidepressant-like effects in animal experiments (Liu et al., 2017). 389 

Ketamine and memantine are both glutamate N-methyl-D-aspartate (NMDA) receptor 390 

antagonists (Abdallah et al., 2015; DeWilde et al., 2015) with antidepressant effects (Ates-391 

Alagoz and Adejare, 2013). Ketamine is classically used as an anaesthetic (Kurdi et al., 392 

2014), but in recent years subanesthetic doses of ketamine have shown promise as a treatment 393 

for depression; it is mostly known for its rapid effects in patients with treatment-resistant 394 

depression (Serafini et al., 2014). Memantine is typically used in treating Alzheimer disease, 395 

but an increasing number of studies have investigated its antidepressant effects (Zdanys and 396 

Tampi, 2008). Lithium is mainly used as a mood-stabilizing agent that can also be used as an 397 

adjunctive treatment for MDD or in individuals suffering from treatment-resistant depression 398 
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(Edwards et al., 2013). Methylphenidate is usually prescribed to treat attention deficit 399 

hyperactivity disorder (Challman and Lipsky, 2000). While the mode of action of 400 

methylphenidate is similar to that of NDRIs, we have categorized it here as, in clinical 401 

practice, it is rarely categorized as an NDRI, regardless of its mechanism of action. The 402 

atypical antidepressant tianeptine increases serotonin uptake in the brain and is a -opioid 403 

receptor agonist that can be used to treat depressive disorders, including in individuals with 404 

concomitant depression and anxiety symptoms (Gassaway et al., 2014; Kasper and McEwen, 405 

2008; Wagstaff et al., 2001). Valproate is mainly used to treat bipolar disorders (Citrome, 406 

2014; Liu, 2014), but has recently also been found to be an effective adjunctive treatment in 407 

individuals with treatment-resistant depression (Fengpei, 2018; Ghabrash et al., 2016).  408 

We identified two studies that investigated the effect of the atypical antidepressant 409 

agomelatine on mitochondrial function (de Mello et al., 2016; Gupta and Sharma, 2014). The 410 

first did not find any effect of agomelatine on mitochondrial function in either male or female 411 

Wistar rats after chronic administration (Gupta and Sharma, 2014). The second study, on the 412 

other hand, found several mixed effects of agomelatine on mitochondrial function (de Mello 413 

et al., 2016). After chronic administration of lower doses, agomelatine increased, but at 414 

higher doses decreased CI activity in the prefrontal cortex, cerebellum, and striatum of male 415 

Wistar rats (de Mello et al., 2016). For CIV activity, this phenomenon was reversed; at lower 416 

concentrations agomelatine decreased, while at higher concentrations, it increased CIV 417 

activity (de Mello et al., 2016). This discrepancy between studies could be attributed to the 418 

differential experimental setups: Gupta and Sharma (2014) gave the drug via an oral cannula 419 

with lower doses compared to the study by de Mello et al. (2016), which utilized higher-dose 420 

ip injections. 421 

One study returned investigating harmine demonstrated that a single dose increased 422 

CI and CIV activity in the striatum in male Wistar rats (Réus et al., 2012a). Chronic 423 
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administration of harmine gave similar effects on mitochondrial function as a single 424 

administration (Réus et al., 2012a). 425 

Ketamine and its effect on mitochondrial function was investigated in five studies, all 426 

using male Wistar rats (Rezin et al., 2010; Rezin et al., 2009b; Venâncio et al., 2013; 427 

Venâncio et al., 2015; Zugno et al., 2015). The results from these studies are relatively 428 

heterogeneous with two studies reporting no effect on mitochondrial activity after either a 429 

single injection (Rezin et al., 2009b) or chronic administration of ketamine (Rezin et al., 430 

2010). Another study reported both positive, as well as negative effects, depending on the 431 

brain area and the investigated mitochondrial ETC complex after a single ketamine injection 432 

(Zugno et al., 2015). In addition to the brain, mitochondrial activity was also investigated in 433 

the rat liver following chronic ketamine administration (Venâncio et al., 2013). This 434 

prolonged administration resulted in a decreased CI activity, as well as increased state 3 and 435 

state 4 respiration rates in the presence of the substrates glutamate and malate (Venâncio et 436 

al., 2013). In addition, Venâncio et al. (2015) investigated ketamine administration at higher 437 

concentrations (50-150 mg/kg ip injections) compared to the aforementioned studies (Rezin 438 

et al., 2010; Rezin et al., 2009b; Venâncio et al., 2013; Zugno et al., 2015) which primarily 439 

resulted in an increased state 4 respiration and decreased CI activity in the brain following a 440 

single injection (Venâncio et al., 2015). 441 

Seven studies returned investigated the effects of lithium on mitochondrial activity 442 

(Bachmann et al., 2009; Feier et al., 2013; Kim et al., 2016; Lambert et al., 1999; Streck et 443 

al., 2015; Tan et al., 2012; Valvassori et al., 2010). In general, most studies returned 444 

concluded that lithium did not affect mitochondrial function, based on multiple animal 445 

models, administration durations, administration methods, as well as multiple brain areas 446 

investigated (Bachmann et al., 2009; Feier et al., 2013; Kim et al., 2016; Lambert et al., 1999; 447 

Streck et al., 2015; Tan et al., 2012; Valvassori et al., 2010).  448 
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We identified one study investigating the effects of memantine on mitochondrial 449 

function in male Wistar rats (Réus et al., 2012b). The activities of CI, CII, and CII-CIII were 450 

increased in the hippocampus and striatum following a single injection (though only at the 451 

lowest concentration) (Réus et al., 2012b). After chronic administration, the activities of CI 452 

(prefrontal cortex), CII (prefrontal cortex and striatum), CII-CIII (prefrontal cortex, 453 

hippocampus, striatum), and CIV (prefrontal cortex, hippocampus, striatum) were increased, 454 

while CI activity was decreased in the hippocampus and striatum (Réus et al., 2012b). 455 

We identified two studies which investigated the effects of methylphenidate on 456 

mitochondrial function (Fagundes et al., 2010; Fagundes et al., 2007). Following a single 457 

injection, a decreased CI activity was reported in the cerebellum and prefrontal cortex of 458 

male Wistar rats (Fagundes et al., 2010). However, this decreased CI activity was not 459 

detectable following chronic administration with methylphenidate (Fagundes et al., 2010), 460 

and the activities of CII and CIV were instead increased in several brain regions, including 461 

the cerebellum, cortex, striatum, hippocampus, and prefrontal cortex (Fagundes et al., 2007). 462 

The atypical antidepressant tianeptine and its effects on mitochondrial function was 463 

investigated by two studies (Della et al., 2012; Della et al., 2013). These studies also showed 464 

that there were differing effects of either a single or chronic administration of tianeptine on 465 

mitochondrial function in male Wistar rats. Specifically, a single injection of tianeptine 466 

decreased CS activity in the prefrontal cortex, while CS activity increased in the 467 

hippocampus following chronic administration (Della et al., 2012; Della et al., 2013). 468 

Similarly, after a single injection, CIV was not affected, while after prolonged administration, 469 

CIV activity was increased in the hippocampus (Della et al., 2012; Della et al., 2013). One 470 

finding that is consistent between acute and chronic administration of tianeptine is the 471 

increased activity of CII-CIII in the hippocampus (Della et al., 2012; Della et al., 2013). 472 
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Lastly, we identified four studies that met our inclusion criteria analyzing the effects 473 

of valproate on mitochondrial function (Bachmann et al., 2009; Feier et al., 2013; Streck et 474 

al., 2015; Valvassori et al., 2010). Similar to the lithium treatment studies, most 475 

mitochondrial parameters were not affected by administration of valproate (Bachmann et al., 476 

2009; Feier et al., 2013; Streck et al., 2015; Valvassori et al., 2010). However, one study 477 

showed positive effects following valproate administration, namely an increased CII activity 478 

in the cerebral cortex of C57BL/6 mice (Streck et al., 2015). It is important to note that the 479 

specific C57BL/6 strain cannot be determined based on the information provided. This would 480 

have been important information since there are several C57BL/6 mouse strains. The 481 

C57BL/6J and C57BL/6Jcrl strains lack an important mitochondrial enzyme caused by a 482 

deletion in the nicotinamide nucleotide transhydrogenase (Nnt) gene, while two other strains 483 

possess this gene (C57BL/6N and C57BL/6eiJ). A lack of NNT could have direct effects on 484 

mitochondrial function, making it important to specify and be considered when interpreting 485 

findings from different C57BL/6 mouse strains (Bertero and Maack, 2018; Enríquez, 2019; 486 

Ho et al., 2017). 487 

 488 

Discussion 489 

Antidepressants are the first line of treatment in various psychiatric diseases. The 490 

complex and heterogeneous nature of most psychiatric diseases results in differing treatment 491 

response. Specifically, only about 50% of individuals experience remission and a relatively 492 

large percentage of individuals do not respond, or develop resistance, to antidepressant 493 

medications (Al-Harbi, 2012; Kessler et al., 2003). Therefore, identifying modulators of 494 

treatment response and personalized treatment are of utmost relevance. One such modulator 495 

could be mitochondrial dysfunction (also see introduction). Therefore, considering the unique 496 

bioenergetic characteristics of an individual with psychological disease could lead to 497 
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personalized antidepressant treatment suited to their underlying mitochondrial bioenergetic 498 

capacity, in a personalized medicine approach.  499 

We highlighted antidepressants and other neuropsychiatric medications from several 500 

different classes and their effects on mitochondrial function. We found that several of these 501 

medications positively influenced mitochondrial function, including nortriptyline, paroxetine, 502 

venlafaxine, bupropion, aripiprazole, and memantine (Fig. 2B). Several other medications 503 

showed both positive and negative influences on mitochondrial function, including 504 

imipramine, desipramine, fluoxetine, fluvoxamine, methylphenidate, agomelatine, clozapine, 505 

olanzapine, tianeptine, ketamine, and lithium (Fig. 2B). Ultimately the effects of 506 

antidepressants and other neuropsychiatric medications on mitochondrial function appear to 507 

depend on the particular brain area, the treatment duration, and the concentration of the drug 508 

administered. Lastly, we also identified three drugs that had detrimental effects on 509 

mitochondrial function, including amitriptyline, escitalopram, and haloperidol (Fig. 2B). 510 

Interestingly, the effects of the antidepressants and other neuropsychiatric medications 511 

assessed in this review on mitochondrial function does not seem to relate in any way to the 512 

class of the drug. Therefore, in clinical practice, the class of antidepressant would not guide 513 

clinicians on the effect of an antidepressant on mitochondrial function.  514 

 515 

Limitations of the literature 516 

Although the effects of various antidepressants and neuropsychiatric medications on 517 

mitochondrial function in rodents is widely studied, there are still several research gaps in the 518 

field. For example, as far as we were able to ascertain, no studies investigated the effect of 519 

monoamine oxidase inhibitors on mitochondrial function.  520 

We found several studies where not all mitochondrial complexes of the ETC were 521 

assayed. This lack of data could be important as it can mask negative or positive effects of 522 
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certain drugs on mitochondrial function. For example, a potentially positive effect on CIV 523 

does not necessarily mean a positive effect on CI or CII as seen in, e.g.: (Abelaira et al., 524 

2011; Agostinho et al., 2011b; Réus et al., 2012b; Villa et al., 2016). Another limitation is 525 

that we often lack confirmation of the described effects of antidepressants or other 526 

neuropsychiatric medications on mitochondrial function by other laboratories/research 527 

groups. Several studies presented in this review had been performed by a single laboratory 528 

and have not been replicated independently by other laboratories. 529 

In addition to this, none of the identified studies used CS or any other marker for 530 

mitochondrial mass such as mtDNA copy number or any other specific mitochondrial 531 

markers as a normalization method, instead all studies normalized to total cellular protein 532 

content. Besides that, of the 45 included studies, only fifteen investigated CS activity. 533 

Interestingly, approximately half of the CS results showed an increased activity following 534 

administration of the several drugs investigated, highlighting the need to measure CS more 535 

often. This finding is important as we already noted that CS is also a marker for 536 

mitochondrial mass, indicating that these drugs may positively influence mitochondrial 537 

biogenesis. This would consequently increase the total ETC complex activities, without 538 

directly influencing individual ETC enzyme activities. As such, the apparent increases in 539 

mitochondrial ETC complex activity observed in these studies may reflect an increase in 540 

mitochondrial biogenesis and mitochondrial mass rather than a specific effect on the 541 

investigated mitochondrial ETC complexes. Future research is warranted to investigate if this 542 

specific increase in CS activity is a result of increased mitochondrial proliferation or another 543 

mechanism. Therefore, it is important for future studies to not only normalize to total cellular 544 

protein content, but also to include other measurements for normalization purposes, such as 545 

citrate synthase. 546 
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Another significant limitation of the field is that there are almost no human data 547 

available (absence of formal clinical trials) on the impact of antidepressants or other 548 

neuropsychiatric medications on mitochondrial function. This limitation is mostly due to the 549 

lack of clinically validated and specific non-invasive tests to assess mitochondrial function in 550 

humans. This is important as brain bioenergetics following treatment could differ between 551 

rodents and humans. One striking example of this is the contrasting observation of valproate 552 

on mitochondrial function in humans and rodents. In rodents, several studies showed a 553 

neutral or positive effect of valproate on mitochondrial function. However, in clinical 554 

practice, it is widely agreed that valproate should only be used in exceptional circumstances 555 

in patients with mitochondrial disease because of its potentially lethal side effects, in 556 

particular in individuals with POLG disease (De Vries et al., 2020). Such critical species 557 

differences could also be the case with other medications and could hamper the translation 558 

and extrapolation of preclinical results to clinical practice and guidance on prescribing 559 

antidepressants or other neuropsychiatric medications.  560 

Furthermore, sex differences between antidepressants and other neuropsychiatric 561 

medications and mitochondrial function have only been sparsely investigated. More 562 

specifically, only five studies returned by our criteria reported on female animals. 563 

Investigation of sex differences is necessary as clear sex biases have been reported in various 564 

psychopathologies (Karg et al., 2014; Kessler et al., 1994) and the mitochondrial physiology 565 

and mitochondrial function may likewise differ between men and women (Demarest and 566 

McCarthy, 2015; Ventura-Clapier et al., 2017). 567 

Lastly, for the vast majority of existing licensed medications to treat neuropsychiatric 568 

disorders, mitochondrial toxicity is unknown. Therefore, it will be necessary to screen for 569 

mitochondrial toxicity in antidepressants and other neuropsychiatric medications. Given the 570 

different symptoms of depressive disorder, we would also advise the design of future clinical 571 
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studies to explore which drugs (or combination or drugs) would be advisable for a particular 572 

symptom in major depression. This would lead to more personalized treatment which would 573 

more closely respond to the need(s) of the patient. 574 

Considering these research gaps, as well as the high importance of these data for the 575 

clinical practice, future studies including humans, sex differences, and between laboratory 576 

validations of findings are warranted before firm conclusions can be drawn. 577 

 578 

Conclusion 579 

All medications that have been studied in vivo are summarized in Fig. 3. 580 

Antidepressants and other neuropsychiatric medications that are considered safe for 581 

individuals with underlying mitochondrial dysfunction are listed under the "Increase" header, 582 

drugs that require some caution are listed under the "Mixed" header, while drugs exhibiting 583 

deleterious effects on mitochondrial ETC complex activities, and which therefore should be 584 

used with caution in clinical practice, are listed under the "Decrease" header. In this context, 585 

increase and decrease refer to the effect of the drug on mitochondrial function, whereas 586 

mixed shows both increased and decreased mitochondrial function. 587 

Despite the paucity of empirical data in humans and the absence of formal clinical 588 

trials, this review provides a transparent and unbiased opinion on antidepressants and other 589 

neuropsychiatric medications that potentially worsen mitochondrial function. Our review 590 

could guide clinical care and support a position of more conservative use of those 591 

medications treating individuals with mitochondrial disease, but also to prevent unnecessary 592 

withholding of relevant treatments from individuals with underlying primary mitochondrial 593 

disease or psychological disease with mitochondrial dysfunction in the underlying 594 

pathobiology. In the absence of formal clinical trials, and until such trials are completed, real-595 

world data on the experience of prescribing medications to individuals with primary 596 
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mitochondrial disease should be collated and published, to further inform prescribing practice 597 

in this group of patients with complex symptomatology. 598 

Our ability to stratify individuals with psychopathology based on their trait or 599 

acquired body/brain bioenergetics would significantly improve efforts to personalize 600 

treatment considering the unique bioenergetic characteristics of individuals with psychiatric 601 

disease. Unfortunately, currently, this is not yet possible. A potential approach could be to 602 

use more easily accessible peripheral tissues, such as blood or fibroblasts, to assess ETC 603 

complex activities, which could be used as a proxy for the bioenergetic status of the brain 604 

(Picard et al., 2018). One significant caveat is that it is highly debated how much peripheral 605 

complex activities indeed mirror brain bioenergetics, and further research is necessary to find 606 

adequate peripheral biomarkers for brain bioenergetic status. Until this becomes a reality, we 607 

recommend a more careful use of medications that negatively influence mitochondrial 608 

function for individuals with suspected primary mitochondrial disease (genetic) or secondary 609 

mitochondrial dysfunction (e.g. environmental stress, toxins etc.).  610 

Notably, after a thorough review of the data, we conclude that several antidepressants 611 

or other neuropsychiatric medications could be used safely in individuals with 612 

psychopathology and comorbid mitochondrial disease or mitochondrial dysfunction while 613 

some require more caution. Only three drugs assessed (amitriptyline, escitalopram, and 614 

haloperidol) were found to have negative effects on mitochondrial function.  615 

We recommend that combined clinical guidance of psychiatrists and clinical 616 

metabolic experts be considered when prescribing medications to individuals with psychiatric 617 

disease with mitochondrial dysfunction in the underlying pathobiology to ensure that 618 

treatment is tailored to the individual needs of the patient. 619 

 620 



26 
 

Declaration of interest statement  621 

Declarations of interest: none.  622 

 623 

Funding 624 

T.K. and E.M. are supported by the generosity of the Marriott family. A.C.A. is supported by 625 

the Mitochondrial Innovation Initiative, MITO2i. S.R. receives grant funding from the 626 

National Institute of Health Research Great Ormond Street Hospital Biomedical Research 627 

Centre. 628 

 629 

References 630 

Abdallah, C.G., Averill, L.A., Krystal, J.H., 2015. Ketamine as a promising prototype for a new 631 
generation of rapid-acting antidepressants. Annals of the New York Academy of Sciences 1344, 66-632 
78. 633 
Abelaira, H.M., Reus, G.Z., Ribeiro, K.F., Zappellini, G., Ferreira, G.K., Gomes, L.M., Carvalho-Silva, M., 634 
Luciano, T.F., Marques, S.O., Streck, E.L., Souza, C.T., Quevedo, J., 2011. Effects of acute and chronic 635 
treatment elicited by lamotrigine on behavior, energy metabolism, neurotrophins and signaling 636 
cascades in rats. Neurochem Int 59, 1163-1174. 637 
Adzic, M., Brkic, Z., Bulajic, S., Mitic, M., Radojcic, M.B., 2016. Antidepressant Action on 638 
Mitochondrial Dysfunction in Psychiatric Disorders. Drug development research 77, 400-406. 639 
Adzic, M., Lukic, I., Mitic, M., Djordjevic, J., Elaković, I., Djordjevic, A., Krstic-Demonacos, M., Matić, 640 
G., Radojcic, M., 2013. Brain region- and sex-specific modulation of mitochondrial glucocorticoid 641 
receptor phosphorylation in fluoxetine treated stressed rats: effects on energy metabolism. 642 
Psychoneuroendocrinology 38, 2914-2924. 643 
Adzic, M., Mitic, M., Radojcic, M., 2017. Mitochondrial estrogen receptors as a vulnerability factor of 644 
chronic stress and mediator of fluoxetine treatment in female and male rat hippocampus. Brain 645 
research 1671, 77-84. 646 
Agostinho, F.R., Réus, G.Z., Stringari, R.B., Ribeiro, K.F., Ferraro, A.K., Benedet, J., Rochi, N., Scaini, G., 647 
Streck, E.L., Quevedo, J., 2011a. Treatment with olanzapine, fluoxetine and olanzapine/fluoxetine 648 
alters citrate synthase activity in rat brain. Neuroscience letters 487, 278-281. 649 
Agostinho, F.R., Réus, G.Z., Stringari, R.B., Ribeiro, K.F., Ferreira, G.K., Jeremias, I.C., Scaini, G., Rezin, 650 
G.T., Streck, E.L., Quevedo, J., 2011b. Olanzapine plus fluoxetine treatment alters mitochondrial 651 
respiratory chain activity in the rat brain. Acta neuropsychiatrica 23, 282-291. 652 
Al-Harbi, K.S., 2012. Treatment-resistant depression: therapeutic trends, challenges, and future 653 
directions. Patient Prefer Adherence 6, 369-388. 654 
Anderson, I.M., 2000. Selective serotonin reuptake inhibitors versus tricyclic antidepressants: a 655 
meta-analysis of efficacy and tolerability. J Affect Disord 58, 19-36. 656 
Andreazza, A.C., Duong, A., Young, L.T., 2018. Bipolar disorder as a mitochondrial disease. Biological 657 
psychiatry 83, 720-721. 658 



27 
 

Anglin, R.E., Garside, S.L., Tarnopolsky, M.A., Mazurek, M.F., Rosebush, P.I., 2012. The psychiatric 659 
manifestations of mitochondrial disorders: a case and review of the literature. The Journal of clinical 660 
psychiatry 73, 506-512. 661 
Ascher, J.A., Cole, J.O., Colin, J.N., Feighner, J.P., Ferris, R.M., Fibiger, H.C., Golden, R.N., Martin, P., 662 
Potter, W.Z., Richelson, E., et al., 1995. Bupropion: a review of its mechanism of antidepressant 663 
activity. J Clin Psychiatry 56, 395-401. 664 
Ates-Alagoz, Z., Adejare, A., 2013. NMDA Receptor Antagonists for Treatment of Depression. 665 
Pharmaceuticals (Basel) 6, 480-499. 666 
Bachmann, R.F., Wang, Y., Yuan, P., Zhou, R., Li, X., Alesci, S., Du, J., Manji, H.K., 2009. Common 667 
effects of lithium and valproate on mitochondrial functions: protection against methamphetamine-668 
induced mitochondrial damage. International Journal of Neuropsychopharmacology 12, 805-822. 669 
Behr, G.A., Moreira, J.C., Frey, B.N., 2012. Preclinical and clinical evidence of antioxidant effects of 670 
antidepressant agents: implications for the pathophysiology of major depressive disorder. Oxidative 671 
medicine and cellular longevity 2012. 672 
Bertero, E., Maack, C., 2018. Calcium signaling and reactive oxygen species in mitochondria. 673 
Circulation research 122, 1460-1478. 674 
Bodenstein, D., Kim, H., Brown, N., Navaid, B., Young, L., Andreazza, A., 2019. Mitochondrial DNA 675 
content and oxidation in bipolar disorder and its role across brain regions. npj Schizophrenia 5, 1-8. 676 
Challman, T.D., Lipsky, J.J., 2000. Methylphenidate: its pharmacology and uses, Mayo Clinic 677 
Proceedings. Elsevier, pp. 711-721. 678 
Citrome, L., 2014. Treatment of bipolar depression: making sensible decisions. CNS Spectr 19 Suppl 679 
1, 4-11; quiz 11-13, 12. 680 
Colasanti, A., Bugiardini, E., Amawi, S., Poole, O.V., Skorupinska, I., Skorupinska, M., Germain, L., 681 
Kozyra, D., Holmes, S., James, N., 2020. Primary mitochondrial diseases increase susceptibility to 682 
bipolar affective disorder. Journal of Neurology, Neurosurgery & Psychiatry. 683 
da Silva, A.I., Braz, G.R., Silva-Filho, R., Pedroza, A.A., Ferreira, D.S., Manhães de Castro, R., Lagranha, 684 
C., 2015a. Effect of fluoxetine treatment on mitochondrial bioenergetics in central and peripheral rat 685 
tissues. Applied physiology, nutrition, and metabolism = Physiologie appliquee, nutrition et 686 
metabolisme 40, 565-574. 687 
da Silva, A.I., Braz, G.R.F., Pedroza, A.A., Nascimento, L., Freitas, C.M., Ferreira, D.J.S., de Castro, 688 
M.R., Lagranha, C.J., 2015b. Fluoxetine induces lean phenotype in rat by increasing the brown/white 689 
adipose tissue ratio and UCP1 expression. Journal of Bioenergetics and Biomembranes 47, 309-318. 690 
de Mello, A., da Souza, L., Cereja, A., de Schraiber, R., Florentino, D., Martins, M., Petronilho, F., 691 
Quevedo, J., Rezin, G., 2016. Effect of subchronic administration of agomelatine on brain energy 692 
metabolism and oxidative stress parameters in rats. Psychiatry and Clinical Neurosciences 70, 159-693 
166. 694 
de Oliveira, M.R., 2016. Fluoxetine and the mitochondria: a review of the toxicological aspects. 695 
Toxicology letters 258, 185-191. 696 
De Vries, M.C., Brown, D.A., Allen, M.E., Bindoff, L., Gorman, G.S., Karaa, A., Keshavan, N., Lamperti, 697 
C., McFarland, R., Ng, Y.S., 2020. Safety of drug use in patients with a primary mitochondrial disease: 698 
An international Delphi-based consensus. Journal of Inherited Metabolic Disease. 699 
Della, F.P., Abelaira, H.M., Réus, G.Z., Ribeiro, K.F., Antunes, A.R., Scaini, G., Jeremias, I.C., dos 700 
Santos, L.M., Jeremias, G.C., Streck, E.L., Quevedo, J., 2012. Tianeptine treatment induces 701 
antidepressive-like effects and alters BDNF and energy metabolism in the brain of rats. Behavioural 702 
Brain Research 233, 526-535. 703 
Della, F.P., Abelaira, H.M., Réus, G.Z., Santos, M.A., Tomaz, D.B.B., Antunes, A.R., Scaini, G., Morais, 704 
M.O., Streck, E.L., Quevedo, J., 2013. Treatment with tianeptine induces antidepressive-like effects 705 
and alters the neurotrophin levels, mitochondrial respiratory chain and cycle Krebs enzymes in the 706 
brain of maternally deprived adult rats. Metabolic brain disease 28, 93-105. 707 
Demarest, T.G., McCarthy, M.M., 2015. Sex differences in mitochondrial (dys) function: Implications 708 
for neuroprotection. Journal of bioenergetics and biomembranes 47, 173-188. 709 



28 
 

DeWilde, K.E., Levitch, C.F., Murrough, J.W., Mathew, S.J., Iosifescu, D.V., 2015. The promise of 710 
ketamine for treatment-resistant depression: current evidence and future directions. Ann N Y Acad 711 
Sci 1345, 47-58. 712 
Edwards, S.J., Hamilton, V., Nherera, L., Trevor, N., 2013. Lithium or an atypical antipsychotic drug in 713 
the management of treatment-resistant depression: a systematic review and economic evaluation. 714 
Health Technol Assess 17, 1-190. 715 
Einat, H., Yuan, P., Manji, H.K., 2005. Increased anxiety-like behaviors and mitochondrial dysfunction 716 
in mice with targeted mutation of the Bcl-2 gene: further support for the involvement of 717 
mitochondrial function in anxiety disorders. Behavioural brain research 165, 172-180. 718 
Enríquez, J.A., 2019. Mind your mouse strain. Nature Metabolism 1, 5-7. 719 
Fagundes, A.O., Aguiar, M.R., Aguiar, C.S., Scaini, G., Sachet, M.U., Bernhardt, N.M., Rezin, G.T., 720 
Valvassori, S.S., Quevedo, J., Streck, E.L., 2010. Effect of acute and chronic administration of 721 
methylphenidate on mitochondrial respiratory chain in the brain of young rats. Neurochemical 722 
research 35, 1675-1680. 723 
Fagundes, A.O., Rezin, G.T., Zanette, F., Grandi, E., Assis, L.C., Dal-Pizzol, F., Quevedo, J., Streck, E.L., 724 
2007. Chronic administration of methylphenidate activates mitochondrial respiratory chain in brain 725 
of young rats. International journal of developmental neuroscience 25, 47-51. 726 
Fattal, O., Link, J., Quinn, K., Cohen, B.H., Franco, K., 2007. Psychiatric comorbidity in 36 adults with 727 
mitochondrial cytopathies. CNS spectrums 12, 429-438. 728 
Feier, G., Valvassori, S.S., Varela, R.B., Resende, W.R., Bavaresco, D.V., Morais, M.O., Scaini, G., 729 
Andersen, M.L., Streck, E.L., Quevedo, J., 2013. Lithium and valproate modulate energy metabolism 730 
in an animal model of mania induced by methamphetamine. Pharmacology Biochemistry and 731 
Behavior 103, 589-596. 732 
Feighner, J.P., 1999. Overview of antidepressants currently used to treat anxiety disorders. J Clin 733 
Psychiatry 60 Suppl 22, 18-22. 734 
Fengpei, C., 2018. The Role of the Magnesium Valproate in Therapy for Patients with Treatment-735 
Resistant Depression (TRD): Meat-Analysis Results of Chinese Data. International Journal of 736 
Pharmacy and Chemistry 4. 737 
Ferrari, F., Villa, R.F., 2017. The Neurobiology of Depression: an Integrated Overview from Biological 738 
Theories to Clinical Evidence. Mol Neurobiol 54, 4847-4865. 739 
Ferreira, G.K., Cardoso, M.R., Jeremias, I.C., Goncalves, C.L., Freitas, K.V., Antonini, R., Scaini, G., 740 
Rezin, G.T., Quevedo, J., Streck, E.L., 2014. Fluvoxamine alters the activity of energy metabolism 741 
enzymes in the brain. Braz J Psychiatry 36, 220-226. 742 
Ferreira, G.K., Rezin, G.T., Cardoso, M.R., Gonçalves, C.L., Borges, L.S., Vieira, J.S., Gomes, L.M., 743 
Zugno, A.I., Quevedo, J., Streck, E.L., 2012. Brain energy metabolism is increased by chronic 744 
administration of bupropion. Acta neuropsychiatrica 24, 115-121. 745 
Filiou, M.D., Sandi, C., 2019. Anxiety and Brain Mitochondria: A Bidirectional Crosstalk. Trends 746 
Neurosci 42, 573-588. 747 
Forns, J., Pottegård, A., Reinders, T., Poblador-Plou, B., Morros, R., Brandt, L., Cainzos-Achirica, M., 748 
Hellfritzsch, M., Schink, T., Prados-Torres, A., 2019. Antidepressant use in Denmark, Germany, Spain, 749 
and Sweden between 2009 and 2014: incidence and comorbidities of antidepressant initiators. 750 
Journal of affective disorders 249, 242-252. 751 
Gardner, A., Boles, R.G., 2011. Beyond the serotonin hypothesis: mitochondria, inflammation and 752 
neurodegeneration in major depression and affective spectrum disorders. Prog 753 
Neuropsychopharmacol Biol Psychiatry 35, 730-743. 754 
Gassaway, M., Rives, M., Kruegel, A., Javitch, J., Sames, D., 2014. The atypical antidepressant and 755 
neurorestorative agent tianeptine is a μ-opioid receptor agonist. Translational psychiatry 4, e411-756 
e411. 757 
Ghabrash, M.F., Comai, S., Tabaka, J., Saint-Laurent, M., Booij, L., Gobbi, G., 2016. Valproate 758 
augmentation in a subgroup of patients with treatment-resistant unipolar depression. World J Biol 759 
Psychiatry 17, 165-170. 760 



29 
 

Głombik, K., Stachowicz, A., Olszanecki, R., Ślusarczyk, J., Trojan, E., Lasoń, W., Kubera, M., 761 
Budziszewska, B., Spedding, M., Basta-Kaim, A., 2016. The effect of chronic tianeptine administration 762 
on the brain mitochondria: direct links with an animal model of depression. Molecular neurobiology 763 
53, 7351-7362. 764 
Głombik, K., Stachowicz, A., Trojan, E., Ślusarczyk, J., Suski, M., Chamera, K., Kotarska, K., Olszanecki, 765 
R., Basta-Kaim, A., 2018. Mitochondrial proteomics investigation of frontal cortex in an animal model 766 
of depression: Focus on chronic antidepressant drugs treatment. Pharmacological Reports 70, 322-767 
330. 768 
Gonçalves, C.L., Rezin, G.T., Ferreira, G.K., Jeremias, I.C., Cardoso, M.R., Carvalho-Silva, M., Zugno, 769 
A.I., Quevedo, J., Streck, E.L., 2012. Differential effects of escitalopram administration on metabolic 770 
parameters of cortical and subcortical brain regions of Wistar rats. Acta neuropsychiatrica 24, 147-771 
154. 772 
Gong, Y., Chai, Y., Ding, J.-H., Sun, X.-L., Hu, G., 2011. Chronic mild stress damages mitochondrial 773 
ultrastructure and function in mouse brain. Neuroscience letters 488, 76-80. 774 
González-Pardo, H., Conejo, N.M., Arias, J.L., Monleón, S., Vinader-Caerols, C., Parra, A., 2008. 775 
Changes in brain oxidative metabolism induced by inhibitory avoidance learning and acute 776 
administration of amitriptyline. Pharmacology Biochemistry and Behavior 89, 456-462. 777 
Guaiana, G., Gupta, S., Chiodo, D., Davies, S.J., Haederle, K., Koesters, M., 2013. Agomelatine versus 778 
other antidepressive agents for major depression. Cochrane Database of Systematic Reviews. 779 
Gupta, S., Sharma, B., 2014. Pharmacological benefits of agomelatine and vanillin in experimental 780 
model of Huntington's disease. Pharmacol Biochem Behav 122, 122-135. 781 
Ho, H.-Y., Lin, Y.-T., Lin, G., Wu, P.-R., Cheng, M.-L., 2017. Nicotinamide nucleotide transhydrogenase 782 
(NNT) deficiency dysregulates mitochondrial retrograde signaling and impedes proliferation. Redox 783 
biology 12, 916-928. 784 
Hollis, F., van der Kooij, M.A., Zanoletti, O., Lozano, L., Cantó, C., Sandi, C., 2015. Mitochondrial 785 
function in the brain links anxiety with social subordination. Proceedings of the National Academy of 786 
Sciences 112, 15486-15491. 787 
Holper, L., Ben-Shachar, D., Mann, J., 2019. Psychotropic and neurological medication effects on 788 
mitochondrial complex I and IV in rodent models. European Neuropsychopharmacology 29, 986-789 
1002. 790 
Hovatta, I., Juhila, J., Donner, J., 2010. Oxidative stress in anxiety and comorbid disorders. 791 
Neuroscience research 68, 261-275. 792 
Hroudová, J., Fišar, Z., Kitzlerová, E., Zvěřová, M., Raboch, J., 2013. Mitochondrial respiration in 793 
blood platelets of depressive patients. Mitochondrion 13, 795-800. 794 
Iwamoto, K., Bundo, M., Kato, T., 2004. Altered expression of mitochondria-related genes in 795 
postmortem brains of patients with bipolar disorder or schizophrenia, as revealed by large-scale 796 
DNA microarray analysis. Human molecular genetics 14, 241-253. 797 
Jou, S.H., Chiu, N.Y., Liu, C.S., 2009. Mitochondrial dysfunction and psychiatric disorders. Chang Gung 798 
Med J 32, 370-379. 799 
Karabatsiakis, A., Böck, C., Salinas-Manrique, J., Kolassa, S., Calzia, E., Dietrich, D.E., Kolassa, I.-T., 800 
2014. Mitochondrial respiration in peripheral blood mononuclear cells correlates with depressive 801 
subsymptoms and severity of major depression. Translational Psychiatry 4, e397. 802 
Karg, R.S., Bose, J., Batts, K.R., Forman-Hoffman, V.L., Liao, D., Hirsch, E., Pemberton, M.R., Colpe, 803 
L.J., Hedden, S.L., 2014. Past year mental disorders among adults in the United States: results from 804 
the 2008–2012 Mental Health Surveillance Study, CBHSQ Data Review. Substance Abuse and Mental 805 
Health Services Administration (US). 806 
Kasahara, T., Kubota, M., Miyauchi, T., Noda, Y., Mouri, A., Nabeshima, T., Kato, T., 2006. Mice with 807 
neuron-specific accumulation of mitochondrial DNA mutations show mood disorder-like 808 
phenotypes. Molecular psychiatry 11, 577-593. 809 
Kasper, S., McEwen, B.S., 2008. Neurobiological and clinical effects of the antidepressant tianeptine. 810 
CNS drugs 22, 15-26. 811 



30 
 

Kato, T., 2007. Molecular genetics of bipolar disorder and depression. Psychiatry and clinical 812 
neurosciences 61, 3-19. 813 
Katyare, S.S., Rajan, R.R., 1988. Enhanced oxidative phosphorylation in rat liver mitochondria 814 
following prolonged in vivo treatment with imipramine. British journal of pharmacology 95, 914. 815 
Katyare, S.S., Rajan, R.R., 1995. Effect of long-term in vivo treatment with imipramine on the 816 
oxidative energy metabolism in rat brain mitochondria. Comparative biochemistry and physiology. 817 
Part C, Pharmacology, toxicology & endocrinology 112, 353-357. 818 
Kessler, R.C., Berglund, P., Demler, O., Jin, R., Koretz, D., Merikangas, K.R., Rush, A.J., Walters, E.E., 819 
Wang, P.S., National Comorbidity Survey, R., 2003. The epidemiology of major depressive disorder: 820 
results from the National Comorbidity Survey Replication (NCS-R). JAMA 289, 3095-3105. 821 
Kessler, R.C., McGonagle, K.A., Zhao, S., Nelson, C.B., Hughes, M., Eshleman, S., Wittchen, H.-U., 822 
Kendler, K.S., 1994. Lifetime and 12-month prevalence of DSM-III-R psychiatric disorders in the 823 
United States: results from the National Comorbidity Survey. Archives of general psychiatry 51, 8-19. 824 
Kim, H.K., Isaacs-Trepanier, C., Elmi, N., Rapoport, S.I., Andreazza, A.C., 2016. Mitochondrial 825 
dysfunction and lipid peroxidation in rat frontal cortex by chronic NMDA administration can be 826 
partially prevented by lithium treatment. Journal of psychiatric research 76, 59-65. 827 
Koene, S., Kozicz, T., Rodenburg, R., Verhaak, C., De Vries, M., Wortmann, S., van de Heuvel, L., 828 
Smeitink, J., Morava, E., 2009. Major depression in adolescent children consecutively diagnosed with 829 
mitochondrial disorder. Journal of affective disorders 114, 327-332. 830 
Konradi, C., Eaton, M., MacDonald, M.L., Walsh, J., Benes, F.M., Heckers, S., 2004. Molecular 831 
evidence for mitochondrial dysfunction in bipolar disorder. Archives of general psychiatry 61, 300-832 
308. 833 
Kurdi, M.S., Theerth, K.A., Deva, R.S., 2014. Ketamine: Current applications in anesthesia, pain, and 834 
critical care. Anesth Essays Res 8, 283-290. 835 
Lambert, P.D., McGirr, K.M., Ely, T.D., Kilts, C.D., Kuhar, M.J., 1999. Chronic lithium treatment 836 
decreases neuronal activity in the nucleus accumbens and cingulate cortex of the rat. 837 
Neuropsychopharmacology 21, 229-237. 838 
Liu, C.C., 2014. Adjuvant valproate therapy for patients with suspected mixed-depressive features. 839 
Ther Adv Psychopharmacol 4, 143-148. 840 
Liu, F., Wu, J., Gong, Y., Wang, P., Zhu, L., Tong, L., Chen, X., Ling, Y., Huang, C., 2017. Harmine 841 
produces antidepressant-like effects via restoration of astrocytic functions. Prog 842 
Neuropsychopharmacol Biol Psychiatry 79, 258-267. 843 
Madrigal, J.L.M., Olivenza, R., Moro, M.A., Lizasoain, I., Lorenzo, P., Rodrigo, J., Leza, J.C., 2001. 844 
Glutathione depletion, lipid peroxidation and mitochondrial dysfunction are induced by chronic 845 
stress in rat brain. Neuropsychopharmacology 24, 420-429. 846 
Meltzer, H.Y., 2013. Update on typical and atypical antipsychotic drugs. Annu Rev Med 64, 393-406. 847 
Moore, T.J., Mattison, D.R., 2017. Adult Utilization of Psychiatric Drugs and Differences by Sex, Age, 848 
and Race. JAMA Intern Med 177, 274-275. 849 
Morava, E., Gardeitchik, T., Kozicz, T., de Boer, L., Koene, S., de Vries, M.C., McFarland, R., Roobol, T., 850 
Rodenburg, R.J., Verhaak, C.M., 2010. Depressive behaviour in children diagnosed with a 851 
mitochondrial disorder. Mitochondrion 10, 528-533. 852 
Morava, É., Kozicz, T., 2013. Mitochondria and the economy of stress (mal) adaptation. Neuroscience 853 
& Biobehavioral Reviews 37, 668-680. 854 
Neustadt, J., Pieczenik, S.R., 2008. Medication-induced mitochondrial damage and disease. 855 
Molecular nutrition & food research 52, 780-788. 856 
Olfson, M., Marcus, S.C., 2009. National patterns in antidepressant medication treatment. Arch Gen 857 
Psychiatry 66, 848-856. 858 
Pei, L., Wallace, D.C., 2018. Mitochondrial etiology of neuropsychiatric disorders. Biological 859 
psychiatry 83, 722-730. 860 
Picard, M., McEwen, B.S., 2018. Psychological Stress and Mitochondria: A Systematic Review. 861 
Psychosom Med 80, 141-153. 862 



31 
 

Picard, M., Prather, A.A., Puterman, E., Cuillerier, A., Coccia, M., Aschbacher, K., Burelle, Y., Epel, E.S., 863 
2018. A mitochondrial health index sensitive to mood and caregiving stress. Biological psychiatry 84, 864 
9-17. 865 
Prabakaran, S., Swatton, J.E., Ryan, M.M., Huffaker, S.J., Huang, J.T., Griffin, J.L., Wayland, M., 866 
Freeman, T., Dudbridge, F., Lilley, K.S., Karp, N.A., Hester, S., Tkachev, D., Mimmack, M.L., Yolken, 867 
R.H., Webster, M.J., Torrey, E.F., Bahn, S., 2004. Mitochondrial dysfunction in schizophrenia: 868 
evidence for compromised brain metabolism and oxidative stress. Molecular psychiatry 9, 684-697. 869 
Preston, G., Emmerzaal, T., Kirdar, F., Schrader, L., Henckens, M., Morava, E., Kozicz, T., 2020. 870 
Cerebellar mitochondrial dysfunction and concomitant multi-system fatty acid oxidation defects are 871 
sufficient to discriminate PTSD-like and resilient male mice. Brain, Behavior, & Immunity-Health 6, 872 
100104. 873 
Preston, G., Kirdar, F., Kozicz, T., 2018. The role of suboptimal mitochondrial function in vulnerability 874 
to post-traumatic stress disorder. Journal of inherited metabolic disease 41, 585-596. 875 
Prince, J.A., Blennow, K., Gottfries, C.G., Karlsson, I., Oreland, L., 1999. Mitochondrial function is 876 
differentially altered in the basal ganglia of chronic schizophrenics. Neuropsychopharmacology 21, 877 
372-379. 878 
Prince, J.A., Yassin, M.S., Oreland, L., 1997. Neuroleptic-induced mitochondrial enzyme alterations in 879 
the rat brain. J Pharmacol Exp Ther 280, 261-267. 880 
Prince, J.A., Yassin, M.S., Oreland, L., 1998. A histochemical demonstration of altered cytochrome 881 
oxidase activity in the rat brain by neuroleptics. Eur Neuropsychopharmacol 8, 1-6. 882 
Réus, G.Z., Stringari, R.B., Gonçalves, C.L., Scaini, G., Carvalho-Silva, M., Jeremias, G.C., Jeremias, I.C., 883 
Ferreira, G.K., Streck, E.L., Hallak, J.E., Zuardi, A.W., Crippa, J.A., Quevedo, J., 2012a. Administration 884 
of Harmine and Imipramine Alters Creatine Kinase and Mitochondrial Respiratory Chain Activities in 885 
the Rat Brain. Depression Research and Treatment 2012, 987397. 886 
Réus, G.Z., Stringari, R.B., Rezin, G.T., Fraga, D.B., Daufenbach, J.F., Scaini, G., Benedet, J., Rochi, N., 887 
Streck, E.L., Quevedo, J., 2012b. Administration of memantine and imipramine alters mitochondrial 888 
respiratory chain and creatine kinase activities in rat brain. Journal of Neural Transmission 119, 481-889 
491. 890 
Rezin, G.T., Amboni, G., Zugno, A.I., Quevedo, J., Streck, E.L., 2009a. Mitochondrial dysfunction and 891 
psychiatric disorders. Neurochemical research 34, 1021. 892 
Rezin, G.T., Cardoso, M.R., Gonçalves, C.L., Scaini, G., Fraga, D.B., Riegel, R.E., Comim, C.M., 893 
Quevedo, J., Streck, E.L., 2008. Inhibition of mitochondrial respiratory chain in brain of rats subjected 894 
to an experimental model of depression. Neurochemistry international 53, 395-400. 895 
Rezin, G.T., Gonçalves, C.L., Daufenbach, J.F., Carvalho-Silva, M., Borges, L.S., Vieira, J.S., Hermani, 896 
F.V., Comim, C.M., Quevedo, J., Streck, E.L., 2010. Effect of chronic administration of ketamine on 897 
the mitochondrial respiratory chain activity caused by chronic mild stress. Acta neuropsychiatrica 22, 898 
292-299. 899 
Rezin, G.T., Gonçalves, C.L., Daufenbach, J.F., Fraga, D.B., Santos, P.M., Ferreira, G.K., Hermani, F.V., 900 
Comim, C.M., Quevedo, J., Streck, E.L., 2009b. Acute administration of ketamine reverses the 901 
inhibition of mitochondrial respiratory chain induced by chronic mild stress. Brain research bulletin 902 
79, 418-421. 903 
Rodenburg, R.J., 2011. Biochemical diagnosis of mitochondrial disorders. Journal of inherited 904 
metabolic disease 34, 283-292. 905 
Rollins, B., Martin, M.V., Sequeira, P.A., Moon, E.A., Morgan, L.Z., Watson, S.J., Schatzberg, A., Akil, 906 
H., Myers, R.M., Jones, E.G., Wallace, D.C., Bunney, W.E., Vawter, M.P., 2009. Mitochondrial variants 907 
in schizophrenia, bipolar disorder, and major depressive disorder. PLoS One 4, e4913. 908 
Rollins, B.L., Morgan, L., Hjelm, B.E., Sequeira, A., Schatzberg, A.F., Barchas, J.D., Lee, F.S., Myers, 909 
R.M., Watson, S.J., Akil, H., 2017. Mitochondrial complex I deficiency in schizophrenia and bipolar 910 
disorder and medication influence. Molecular neuropsychiatry 3, 157-169. 911 
Sagud, M., Mihaljevic-Peles, A., Begic, D., Vuksan-Cusa, B., Kramaric, M., Zivkovic, M., Jakovljevic, M., 912 
2011. Antipsychotics as antidepressants: what is the mechanism? Psychiatr Danub 23, 302-307. 913 



32 
 

Scaini, G., Maggi, D.D., De-Nês, B.T., Gonçalves, C.L., Ferreira, G.K., Teodorak, B.P., Bez, G.D., 914 
Ferreira, G.C., Schuck, P.F., Quevedo, J., 2011. Activity of mitochondrial respiratory chain is increased 915 
by chronic administration of antidepressants. Acta Neuropsychiatrica 23, 112-118. 916 
Scaini, G., Santos, P.M., Benedet, J., Rochi, N., Gomes, L.M., Borges, L.S., Rezin, G.T., Pezente, D.P., 917 
Quevedo, J., Streck, E.L., 2010. Evaluation of Krebs cycle enzymes in the brain of rats after chronic 918 
administration of antidepressants. Brain research bulletin 82, 224-227. 919 
Scola, G., Kim, H.K., Young, L.T., Andreazza, A.C., 2013. A fresh look at complex I in microarray data: 920 
clues to understanding disease-specific mitochondrial alterations in bipolar disorder. Biological 921 
Psychiatry 73, e4-e5. 922 
Serafini, G., Howland, R.H., Rovedi, F., Girardi, P., Amore, M., 2014. The role of ketamine in 923 
treatment-resistant depression: a systematic review. Curr Neuropharmacol 12, 444-461. 924 
Shao, L., Martin, M.V., Watson, S.J., Schatzberg, A., Akil, H., Myers, R.M., Jones, E.G., Bunney, W.E., 925 
Vawter, M.P., 2008. Mitochondrial involvement in psychiatric disorders. Annals of medicine 40, 281-926 
295. 927 
Shetty, S., Hariharan, A., Shirole, T., Jagtap, A.G., 2015. Neuroprotective potential of escitalopram 928 
against behavioral, mitochondrial and oxidative dysfunction induced by 3-nitropropionic acid. Annals 929 
of neurosciences 22, 11. 930 
Shumake, J., Colorado, R.A., Barrett, D.W., Gonzalez-Lima, F., 2010. Metabolic mapping of the effects 931 
of the antidepressant fluoxetine on the brains of congenitally helpless rats. Brain Research 1343, 932 
218-225. 933 
Simões-Alves, A.C., Silva-Filho, R.C., Braz, G.R., Silva, S.C., da Silva, A.I., Lagranha, C.J., Fernandes, 934 
M.P., 2018. Neonatal treatment with fluoxetine improves mitochondrial respiration and reduces 935 
oxidative stress in liver of adult rats. Journal of cellular biochemistry 119, 6555-6565. 936 
Sonei, N., Amiri, S., Jafarian, I., Anoush, M., Rahimi-Balaei, M., Bergen, H., Haj-Mirzaian, A., Hosseini, 937 
M.-J., 2017. Mitochondrial dysfunction bridges negative affective disorders and cardiomyopathy in 938 
socially isolated rats: Pros and cons of fluoxetine. The World Journal of Biological Psychiatry 18, 1-15. 939 
Souza, M.E., Polizello, A.C., Uyemura, S.A., Castro-Silva, O., Curti, C., 1994. Effect of fluoxetine on rat 940 
liver mitochondria. Biochemical pharmacology 48, 535-541. 941 
Stahl, S.M., 1998. Basic psychopharmacology of antidepressants: Part 1. Antidepressants have seven 942 
distinct mechanisms of action. The journal of clinical psychiatry. 943 
Stahl, S.M., 2013. Stahl's essential psychopharmacology : neuroscientific basis and practical 944 
application, 4th ed. Cambridge University Press, Cambridge. 945 
Strakowski, S., DelBello, M., Adler, C., Cecil, K., Sax, K., 2000. The neuropathology of bipolar disease. 946 
Bipolar Disord 2, 148-165. 947 
Streck, E.L., Rezin, G.T., Barbosa, L.M., Assis, L.C., Grandi, E., Quevedo, J., 2007. Effect of 948 
antipsychotics on succinate dehydrogenase and cytochrome oxidase activities in rat brain. Naunyn-949 
Schmiedeberg's archives of pharmacology 376, 127-133. 950 
Streck, E.L., Scaini, G., Jeremias, G.C., Rezin, G.T., Gonçalves, C.L., Ferreira, G.K., Réus, G.Z., Resende, 951 
W.R., Valvassori, S.S., Kapczinski, F., 2015. Effects of mood stabilizers on brain energy metabolism in 952 
mice submitted to an animal model of mania induced by paradoxical sleep deprivation. 953 
Neurochemical research 40, 1144-1152. 954 
Tan, H., Young, L.T., Shao, L., Che, Y., Honer, W.G., Wang, J.F., 2012. Mood stabilizer lithium inhibits 955 
amphetamine-increased 4-hydroxynonenal-protein adducts in rat frontal cortex. Int J 956 
Neuropsychopharmacol 15, 1275-1285. 957 
Tutakhail, A., Nazari, Q.A., Khabil, S., Gardier, A., Coudore, F., 2019. Muscular and mitochondrial 958 
effects of long-term fluoxetine treatment in mice, combined with physical endurance exercise on 959 
treadmill. Life Sci 232, 116508. 960 
Undurraga, J., Baldessarini, R.J., 2017. Direct comparison of tricyclic and serotonin-reuptake inhibitor 961 
antidepressants in randomized head-to-head trials in acute major depression: Systematic review and 962 
meta-analysis. J Psychopharmacol 31, 1184-1189. 963 



33 
 

Vacca, R.A., Bawari, S., Valenti, D., Tewari, D., Nabavi, S.F., Shirooie, S., Sah, A.N., Volpicella, M., 964 
Braidy, N., Nabavi, S.M., 2019. Down syndrome: Neurobiological alterations and therapeutic targets. 965 
Neuroscience & Biobehavioral Reviews 98, 234-255. 966 
Valvassori, S.S., Rezin, G.T., Ferreira, C.L., Moretti, M., Gonçalves, C.L., Cardoso, M.R., Streck, E.L.L., 967 
Kapczinski, F., Quevedo, J., 2010. Effects of mood stabilizers on mitochondrial respiratory chain 968 
activity in brain of rats treated with d-amphetamine. Journal of psychiatric research 44, 903-909. 969 
Venâncio, C., Antunes, L., Félix, L., Rodrigues, P., Summavielle, T., Peixoto, F., 2013. Chronic 970 
ketamine administration impairs mitochondrial complex I in the rat liver. Life sciences 93, 464-470. 971 
Venâncio, C., Félix, L., Almeida, V., Coutinho, J., Antunes, L., Peixoto, F., Summavielle, T., 2015. Acute 972 
ketamine impairs mitochondrial function and promotes superoxide dismutase activity in the rat 973 
brain. Anesthesia and analgesia 120, 320-328. 974 
Ventura-Clapier, R., Moulin, M., Piquereau, J., Lemaire, C., Mericskay, M., Veksler, V., Garnier, A., 975 
2017. Mitochondria: a central target for sex differences in pathologies. Clinical science 131, 803-822. 976 
Villa, R., Ferrari, F., Bagini, L., Gorini, A., Brunello, N., Tascedda, F., 2017. Mitochondrial energy 977 
metabolism of rat hippocampus after treatment with the antidepressants desipramine and 978 
fluoxetine. Neuropharmacology 121, 30-38. 979 
Villa, R.F., Ferrari, F., Gorini, A., Brunello, N., Tascedda, F., 2016. Effect of desipramine and fluoxetine 980 
on energy metabolism of cerebral mitochondria. Neuroscience 330, 326-334. 981 
Wagstaff, A.J., Ormrod, D., Spencer, C.M., 2001. Tianeptine. CNS drugs 15, 231-259. 982 
Wallace, D.C., 2018. Mitochondrial genetic medicine. Nature genetics 50, 1642-1649. 983 
Zdanys, K., Tampi, R.R., 2008. A systematic review of off-label uses of memantine for psychiatric 984 
disorders. Prog Neuropsychopharmacol Biol Psychiatry 32, 1362-1374. 985 
Zugno, A.I., Pacheco, F.D., Budni, J., de Oliveira, M.B., Canever, L., Heylmann, A.S., Wessler, P.G., da 986 
Rosa Silveira, F., Mastella, G.A., Goncalves, C.L., Freitas, K.V., de Castro, A.A., Streck, E.L., Quevedo, 987 
J., 2015. Maternal deprivation disrupts mitochondrial energy homeostasis in the brain of rats 988 
subjected to ketamine-induced schizophrenia. Metab Brain Dis 30, 1043-1053. 989 

  990 



34 
 

Figure legends 991 

 992 

Figure 1. Flowchart of the literature search and study selection process. n = number of 993 

publications 994 

 995 

Figure 2. Schematic overview of the electron transport chain (ETC) and oxidative 996 

phosphorylation (OXPHOS) system and the global effect of different drugs on each measured 997 

complex. A) As a first step, complex I (CI) and complex II (CII) oxidize NADH and FADH2. 998 

The electrons generated during that process are transported through coenzyme Q (CoQ), 999 

complex III (CIII), cytochrome C (Cyt. C), and complex IV (CIV) to finally molecular 1000 

oxygen. During this process, protons are pumped over the inner mitochondrial membrane to 1001 

the intermembrane space by CI, CIII, and CIV, generating an electrochemical gradient. This 1002 

gradient is subsequently used by complex V (CV) to generate ATP from ADP. B) Overview 1003 

of the global effect of all investigated drugs and their effect on each complex of the ETC, 1004 

state 3 and state 4 respiration, CS activity, MDH activity, as investigated by the various 1005 

studies. A green ‘+’ sign indicates an overall increased function of that specific complex 1006 

following administration of that drug, a red ‘-’ sign indicates a decreased function following 1007 

administration of that drug, a yellow ‘/’ indicates that both increased and decreased functions 1008 

have been observed following administration of that drug, a dark grey ‘~’ indicates that this 1009 

complex was analyzed but there was no effect observed, whereas a light grey ‘o’ indicates 1010 

that that specific complex is not analyzed for that drug. References: 1 = (Scaini et al., 2010); 1011 

2 = (Scaini et al., 2011); 3 = (Ferreira et al., 2012); 4 = (Réus et al., 2012a); 5 = (Streck et al., 1012 

2007); 6 = (Bachmann et al., 2009); 7 = (Valvassori et al., 2010); 8 = (Feier et al., 2013); 9 = 1013 

(Streck et al., 2015); 10 = (Katyare and Rajan, 1995); 11 = (Abelaira et al., 2011); 12 = (Réus 1014 

et al., 2012b); 13 = (Della et al., 2012); 14 = (Katyare and Rajan, 1988); 15 = (Della et al., 1015 
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2013); 16 = (Fagundes et al., 2007); 17 = (Fagundes et al., 2010); 18 = (Gupta and Sharma, 1016 

2014); 19 = (de Mello et al., 2016); 20 = (Agostinho et al., 2011b); 21 = (Agostinho et al., 1017 

2011a); 22 = (Prince et al., 1997); 23 = (Prince et al., 1998); 24 = (Lambert et al., 1999); 25 = 1018 

(Tan et al., 2012); 26 = (Kim et al., 2016); 27 = (Ferreira et al., 2014); 28 = (Rezin et al., 1019 

2009); 29 = (Rezin et al., 2010); 30 = (Venâncio et al., 2013); 31 = (Venâncio et al., 2015); 1020 

32 = (Zugno et al., 2015); 33 = (Souza et al., 1994); 34 = (Shumake et al., 2010); 35 = (Adzic 1021 

et al., 2013); 36 = (da Silva et al., 2015a); 37 = (da Silva et al., 2015b); 38 = (Sonei et al., 1022 

2017); 39 = (Villa et al., 2016); 40 = (Adzic et al., 2017); 41 = (Villa et al., 2017); 42 = 1023 

(Tutakhail et al., 2019); 43 = (Simões‐Alves et al., 2018); 44 = (González-Pardo et al., 2008); 1024 

45 = (Gonçalves et al., 2012); 46 = (Shetty et al., 2015). 1025 

 1026 

Figure 3. Summary of all antidepressants, antipsychotics, and other medications used as 1027 

adjuvants for treating depression, studied concerning mitochondrial function. The different 1028 

drugs are categorized based on their impact on mitochondrial function, which is either 1029 

positive, mixed, or negative.  1030 

 1031 

  1032 
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Table legends 1033 

Table 1. Summary of studies investigating the effect of different tricyclic antidepressants 1034 

(TCAs) in association with mitochondrial functioning. Acute treatment is defined as a one-1035 

time administration, whereas chronic treatment durations are defined in the table. IP 1036 

injections were daily in chronic administration studies unless stated otherwise.  1037 

 1038 

Table 2. Summary of studies investigating the effect of different selective serotonin reuptake 1039 

inhibitors (SSRIs) in association with mitochondrial functioning. Acute treatment is defined 1040 

as a one-time administration, whereas chronic treatment durations are defined in the table. IP 1041 

and subcutaneous injections were daily in chronic administration studies unless stated 1042 

otherwise.  1043 

 1044 

Table 3. Summary of studies investigating the effect of different serotonin-norepinephrine 1045 

reuptake inhibitors (SNRIs) in association with mitochondrial functioning. Acute treatment is 1046 

defined as a one-time administration, whereas chronic treatment durations are defined in the 1047 

table. IP injections were daily in chronic administration studies unless stated otherwise.  1048 

 1049 

Table 4. Summary of studies investigating the effect of different norepinephrine-dopamine 1050 

reuptake inhibitors (NDRI) in association with mitochondrial functioning. Acute treatment is 1051 

defined as a one-time administration, whereas chronic treatment durations are defined in the 1052 

table. IP injections were daily in chronic administration studies unless stated otherwise.  1053 

 1054 

Table 5. Summary of studies investigating the effect of different (a)typical antipsychotics in 1055 

association with mitochondrial functioning. Acute treatment is defined as a one-time 1056 
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administration, whereas chronic treatment durations are defined in the table. IP injections 1057 

were daily in chronic administration studies unless stated otherwise.  1058 

 1059 

Table 6. Summary of studies investigating the effect of different other drugs in association 1060 

with mitochondrial functioning. Acute treatment is defined as a one-time administration, 1061 

whereas chronic treatment durations are defined in the table. IP and subcutaneous injections 1062 

were daily in chronic administration studies unless stated otherwise.  1063 

 1064 



Table 1 (TCA summary) 1 - 3

Reference Species studied Dose (administration) Brain 
regions/Tissue

Treatment 
duration (days)

Findings

Gonzalez-
Pardo et al. 
(2008)

Male CD1 mice
42 days old

20 mg/kg 
(ip injection)

CIV staining, 
multiple brain 
areas

Acute CIV decreased (thalamus, anteromedial nucleus, medial septum, 
nucleus accumbens, nucleus basalis of Meynert, bed nucleus of the 
stria terminalis, diagonal band of Broca, hippocampus; CA3 subfield, 
hippocampus; dentate gyrus)

Villa et al. 
(2016)

Male Sprague Dawley 
rats
7 weeks old

15 mg/kg 
(ip injection)

Frontal cortex 
(different 
mitochondrial 
fractions)

Chronic (21d) CS increased (HM) 
CII decreased (LM)
CIV increased (FM, HM)
MDH decreased (LM)

Villa et al. 
(2017)

Male CD Sprague Dawley 
rats
7 weeks old

15 mg/kg 
(ip injection)

Hippocampus 
Frontal cortex 
(different 
mitochondrial 
fractions)

Chronic (21d) CS increased (HM in cortex)
CII decreased (LM in cortex)
CIV increased (FM in cortex and hippocampus; HM in cortex)
CIV decreased (HM in hippocampus)
MDH decreased (LM in cortex)

Katyare and 
Rajan (1988)

Female Wistar rats
270g

10 mg/kg 
(ip injection, twice 
daily)

Liver Chronic (7d) State 3 respiration increased with glutamate, beta-hydroxybutyrate, 
pyruvate+malate as substrates
State 4 respiration similar increase to state 3 respiration

Chronic (14d) Similar pattern as after 7 days treatment
Katyare and 
Rajan (1995)

Female Wistar rats
275g

10 mg/kg 
(ip injection, twice 
daily)

Whole brain Chronic (7d) State 3 respiration increased with glutamate, beta-hydroxybutyrate, 
pyruvate+malate, and succinate as substrates - With ascorbate + 
TMPD state 3 decreased
State 4 respiration similar pattern to state 3 respiration

Chronic (14d) Similar pattern as after 7 days treatment, only state 4 + succinate not 
significant

Amitriptyline

Desipramine

Imipramine
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Abelaira et al. 
(2011)

Male Wistar rats 
60 days old

30 mg/kg
(ip injection)

Amygdala
Hippocampus
Prefrontal cortex

Acute CS increased (amygdala)
CI decreased (prefrontal cortex)
CII increased (amygdala)
CII-CIII no effect measured 
CIV increased (hippocampus)

Chronic (14d) CS no effect measured
CI no effect measured
CII increased (prefrontal cortex and hippocampus)
CII-III increased (prefrontal cortex, amygdala, and hippocampus)
CIV no effect measured

Della et al. 
(2012)

Male Wistar rats
60 days old

30 mg/kg 
(ip injection)

Amygdala
Hippocampus
Nucleus 
accumbens
Prefrontal cortex

Acute CS increased (amygdala)
CI decreased (prefrontal cortex)
CII increased (amygdala)
CII-III no effect measured
CIV no effect measured
MDH no effect measured

Chronic (14d) CS no effect measured
CI no effect measured
CII increased (prefrontal cortex, hippocampus)
CII-CIII increased (prefrontal cortex, hippocampus, amygdala)
CIV no effect measured
MDH no effect measured

Reus et al. 
(2012a)

Male Wistar rats
60 days old

10, 20, and 30 mg/kg 
(ip injection)

Prefrontal cortex
Striatum

Acute CI no effect measured
CII decreased (striatum 20 and 30 mg/kg)
CII-CIII no effect measured
CIV increased (striatum 30 mg/kg)

Chronic (14d) CI no effect measured
CII increased (prefrontal cortex, 20 mg/kg)
CII-CIII no effect measured
CIV no effect measured
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Reus et al. 
(2012b)

Male Wistar rats
60 days old

10, 20, and 30 mg/kg 
(ip injection)

Acute CI increased (striatum, 10 mg/kg)
CII increased (hippocampus, 30 mg/kg; striatum 10 mg/kg)
CII-CIII no effect measured
CIV no effect measured

Chronic (14d) CI increased (prefrontal cortex, 10 mg/kg)
CI decreased (hippocampus, 20 and 30 mg/kg; striatum, 30mg/kg)
CII increased (hippocampus, 30 mg/kg)
CII-CIII no effect measured
CIV increased (hippocampus and striatum, 30 mg/kg)

Scaini et al. 
(2010)

Male Wistar rats
250-300g

15 mg/kg 
(ip injection)

Cerebellum
Cortex
Hippocampus
Prefrontal cortex
Striatum

Chronic (15d) CS no effect measured
CI increased (prefrontal cortex, hippocampus, striatum, cortex)

Scaini et al. 
(2011)

Male Wistar rats
250-300g

15 mg/kg 
(ip injection)

Cerebellum
Cortex
Hippocampus
Prefrontal cortex 
Striatum

Chronic (15d) CI no effect measured
CII increased (hippocampus, striatum)
CII-III no effect measured
CIV increased (prefrontal cortex, striatum, cortex)

CI = mitochondrial complex I; CII = mitochondrial complex II; CIII = mitochondrial complex III; CIV = mitochondrial complex IV; CS = citrate synthase; FM = non-
synaptic mitochondria (post-synaptic); HM = intrasynaptic heavy mitochondria (presynaptic); ip = intraperitoneal; LM = intrasynaptic light mitochondria 
(presynaptic); MDH = malate dehydrogenase.

Nortriptyline

Hippocampus
Prefrontal cortex
Striatum



Table 2 (SSRI summary) 1 - 4

Reference Species studied Dose (administration) Brain 
regions/Tissue

Treatment 
duration

Findings

Goncalves et 
al. (2012)

Male Wistar rats
250-300g

10 mg/kg
(ip injection)

Cerebellum
Hippocampus
Posterior cortex
Prefrontal cortex
Striatum

Chronic (14d) CS no effect measured
CI decreased (cerebellum, hippocampus, striatum)
CII decreased (striatum)
CII-CIII decreased (cerebellum, hippocampus, striatum, posterior 
cortex)
CIV no effect measured
MDH no effect measured

Shetty et al. 
(2015)

Female Wistar rats
200-230g

20 mg/kg
(oral administration)

Whole brain Chronic (12d) CI no effect measured
CII no effect measured
CIV no effect measured

Souza et al. 
(1994)

Liver Acute State 3 respiration no effect measured
State 4 respiration increased
RCR no effect measured
(with both alpha ketoglutarate and succinate)

No effect on Vmax
Chronic (12d) No effect on state 3 respiration

Increased state 4 respiration
No effect on RCR
(with both alpha ketoglutarate and succinate)

Decreased Vmax
Shumake et al. 
(2010)

Male "congenitally 
helpless" rats (Sprague 
Dawley origin)
450-550g

5 mg/kg
(ip injection)

CIV staining, 
multiple brain 
areas

Chronic (14d) CIV increased (ventral tegmental area)
CIV reduced (habenula, dentate gyrus, dorsomedial prefrontal cortex)

Agostinho et 
al. (2011a)

Male Wistar rats
60 days old

12.5 and 25 mg/kg
(ip injection)

Acute CS increased (striatum, 25 mg/kg)

Chronic (28d) CS no effect measured (after 2 and 24 hours)

Escitalopram

Fluoxetine

Hippocampus
Prefrontal cortex
Striatum

Male Wistar Rats 
250g

Acute: 20 mg/kg
Chronic: 10 mg/kg
(ip injection)
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Agostinho et 
al. (2011b)

Hippocampus
Prefrontal cortex
Striatum

Acute CI increased (hippocampus, 25 mg/kg)
CII no effect measured
CII-CIII no effect measured
CIV no effect measured

Chronic (28d) CI decreased (prefrontal cortex, 12 mg/kg (24h))
CII no effect measured
CII-CIII decreased (striatum, 25 mg/kg (24h))
CIV decreased (hippocampus, 12 and 25 mg/kg (24h))

No effects 2 hours after sacrificing
Adzic et al. 
(2013)

5 mg/kg 
(ip injection)

Hippocampus
Prefrontal cortex

Chronic (21d) Female
CIV increased (prefrontal cortex)
Male
CIV decreased (prefrontal cortex)
CIV increased (hippocampus)

da Silva et al. 
(2015a)

Male Wistar rats
24 hours old

10 mg/kg 
(subcutaneous 
injection)

Brown adipose 
tissue
(Measured at PND 
60)

Chronic (21d) Basal respiration rate (state 4) increased
Uncoupled respiration rate increased
Mitochondrial O2 consumption no effect measured

da Silva et al. 
(2015b)

Male Wistar rats
24 hours old

10 mg/kg 
(subcutaneous 
injection)

Hypothalamus 
EDL muscle 
(Measured at PND 
60)

Chronic (21d) CS increased (hypothalamus and EDL muscle)
Basal respiration rates (state 4) increased (hypothalamus and EDL)
ADP-stimulated respiration (state 3) increased (EDL)
Uncoupled respiration rate increased (hypothalamus and EDL)

Villa et al. 
(2016)

Male Sprague Dawley 
rats
7 weeks old

10 mg/kg 
(ip injection)

Frontal area of 
cortex
(different 
mitochondrial 
fractions)

Chronic (21d) CII decreased (LM)
CIV increased (FM, HM)
MDH decreased (LM)

Adzic et al. 
(2017)

Hippocampus Chronic (21d) Female 
CIV no effect measured
Male
CIV increased

Male and female Wistar 
rats
3 months old

5 mg/kg 
(ip injection)

Male Wistar rats
60 days old

12 and 25 mg/kg
(ip injection)

Male and female Wistar 
rats
3 months old
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Sonei et al. 
(2017)

Male Wistar rats
28 days old

7.5 mg/kg 
(via drinking water)

Brain 
Heart

Chronic (21d) CII activity no effect measured
MDH activity no effect measured
Membrane potential no effect measured
ATP levels no effect measured

Villa et al. 
(2017)

Male Sprague Dawley 
rats
7 weeks old

10 mg/kg 
(ip injection)

Hippocampus Chronic (21d) CS no effect measured
CII decreased (LM in cortex and hippocampus)
CIV increased (FM cortex and hippocampus; HM in cortex)
CIV decreased (HM in hippocampus)
MDH decreased (LM in cortex)
MDH increased (HM in hippocampus)

Simões-Alves 
et al. (2018)

Wistar rats
24-hours old

10 mg/kg 
(subcutaneous 
injection)

Liver
(Measured at PND 
60)

Chronic (21d) Basal respiration rate increased
State 3 respiration increased
State 4 respiration increased
Uncoupled respiration rate increased

Tutakhail et al. 
(2019)

Male Balbc-j mice
21-25g

18 mg/kg
(in drinking water)

Gastrocnemius 
Muscle

Chronic (6 weeks) CS no effect measured
CIV no effect measured

Ferreira et al. 
(2014)

Male Wistar rats
250-300g

10, 30, and 60 mg/kg 
(ip injection)

Cerebellum
Hippocampus
Posterior cortex
Prefrontal cortex
Striatum

Chronic (14d) CS increased (prefrontal cortex, 30 mg/kg)
CS decreased (cerebellum, 60 mg/kg; hippocampus, 60 mg/kg; 
cortex, 10 and 30 mg/kg)
CI decreased (prefrontal cortex, 10 mg/kg; hippocampus, 10 mg/kg; 
striatum, 10 mg/kg)
CI increased (prefrontal cortex, 30 mg/kg)
CII increased (prefrontal cortex, 30 mg/kg; cerebellum, 30 mg/kg; 
cortex, 10 mg/kg)
CII-CIII decreased (prefrontal cortex, 10 mg/kg; cerebellum, 30 and 
60 mg/kg)
CIV decreased (prefrontal cortex, 10 and 30 mg/kg; hippocampus, 30 
and 60 mg/kg; cortex, 60 mg/kg)
MDH decreased (prefrontal cortex, 10 mg/kg; striatum, 10, 30, 60 
mg/kg)

Fluvoxamine
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Scaini et al. 
(2010)

Male Wistar rats
250-300g

10 mg/kg 
(ip injection)

Cerebellum
Cortex
Hippocampus
Prefrontal cortex
Striatum

Chronic (15d) CS increased (prefrontal cortex, hippocampus, striatum, cortex)
CII increased (prefrontal cortex, hippocampus, striatum, cortex)

Scaini et al. 
(2011)

Male Wistar rats
250-300g

10 mg/kg 
(ip injection)

Cerebellum
Cortex
Hippocampus
Prefrontal cortex
Striatum

Chronic (15d) CI increased (prefrontal cortex, hippocampus, striatum, cortex)
CII increased (hippocampus, striatum, cortex)
CII-CIII no effect measured
CIV increased (prefrontal cortex)

CI = mitochondrial complex I; CII = mitochondrial complex II; CIII = mitochondrial complex III; CIV = mitochondrial complex IV; CS = citrate synthase; FM = non-
synaptic mitochondria (post-synaptic); HM = intrasynaptic heavy mitochondria (presynaptic); ip = intraperitoneal; LM = intrasynaptic light mitochondria 
(presynaptic); MDH = malate dehydrogenase.

Paroxetine



Table 3 (SNRI summary) 1 - 1

Reference Species studied Dose (administration) Brain 
regions/Tissue

Treatment 
duration

Findings

Scaini et al. 
(2010)

Male Wistar rats
250-300g

10 mg/kg 
(ip injection)

Cerebellum
Cortex
Hippocampus
Prefrontal cortex
Striatum

Chronic (15d) CS no effect measured
CII increased (prefrontal cortex)

Scaini et al. 
(2011)

Male Wistar rats
250-300g

10 mg/kg
(ip injection)

Cerebellum
Cortex
Hippocampus
Prefrontal cortex
Striatum

Chronic (15d) CI no effect measured
CII increased (hippocampus, striatum, cortex)
CII-CIII no effect measured
CIV increased (prefrontal cortex)

Venlafaxine

CI = mitochondrial complex I; CII = mitochondrial complex II; CIII = mitochondrial complex III; CIV = mitochondrial complex IV; CS = citrate synthase; ip = 
intraperitoneal.
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Reference Species studied Dose (administration) Brain 
regions/Tissue

Treatment 
duration

Findings

Ferreira et al. 
(2012)

Male Wistar rats
250-300g

10 mg/kg
(ip injection)

Cerebellum
Hippocampus
Hypothalamus
Posterior cortex
Prefrontal cortex
Striatum

Chronic (14d) CS no effect measured
CI no effect measured
CII increased (hippocampus and striatum)
CII-CIII no effect measured
CIV no effect measured
MDH no effect measured

Bupropion

CI = mitochondrial complex I; CII = mitochondrial complex II; CIII = mitochondrial complex III; CIV = mitochondrial complex IV; CS = citrate synthase; ip = 
intraperitoneal; MDH = malate dehydrogenase.
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Reference Species studied Dose (administration) Brain 
regions/Tissue

Treatment 
duration

Findings

Streck et al. 
(2007)

Male Wistar rats
250-300g

2, 10, and 20 mg/kg
(ip injection)

Cerebellum
Cortex
Hippocampus
Prefrontal
Striatum

Chronic (28d) CII increased (prefrontal cortex, 20mg/kg)
CIV no effect measured

Prince et al. 
(1997)

Male Sprague-Dawley 
rats
8 weeks old
250-300g

20 mg/kg
(ip injection)

Cerebellum
Frontal cortex
Hippocampus
Striatum

Chronic (28d) CI no effect measured
CIV increased (frontal cortex and hippocampus)

Prince et al. 
(1998)

Male Sprague-Dawley 
rats
8 weeks old
350-400g

20 mg/kg
(ip injection)

CIV staining, 
multiple brain 
areas

Chronic (28d) CIV increased (frontal cortex, lateral orbital cortex, CA2, CA3, CPu, 
core of nucleus accumbens, septum, pontine nucleus)

Streck et al. 
(2007)

Male Wistar rats
250-300g

25 mg/kg 
(ip injection)

Cerebellum
Cortex
Hippocampus
Prefrontal
Striatum

Chronic (28d) CII decreased (striatum)
CIV no effect measured

Prince et al. 
(1997)

Acute (2d) CI decreased (striatum, frontal cortex, hippocampus, and cerebellum)
CIV no effect measured

Chronic (14d) CI decreased (striatum, frontal cortex, hippocampus, and cerebellum)
CIV decreased (frontal cortex)

Chronic (28d) CI decreased (striatum and frontal cortex)
CIV increased (frontal cortex) 

Aripiprazole

Clozapine

Haloperidol
Cerebellum
Frontal cortex
Hippocampus
Striatum

1 mg/kg
(ip injection)

Male Sprague-Dawley 
rats
8 weeks old
250-300g
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Prince et al. 
(1998)

Male Sprague-Dawley 
rats
8 weeks old
350-400g

1 mg/kg
(ip injection)

CIV staining, 
multiple brain 
areas

Chronic (28d) CIV increased (frontal cortex)
CIV decreased (cerebellum)

Streck et al. 
(2007)

Male Wistar rats
250-300g

1.5 mg/kg 
(ip injection)

Cerebellum
Cortex
Hippocampus
Prefrontal cortex
Striatum

Chronic (28d) CII decreased (hippocampus, striatum)
CIV no effect measured

Streck et al. 
(2007)

Male Wistar rats
250-300g

2.5, 5, and 10 mg/kg 
(ip injection)

Cerebellum
Cortex
Hippocampus
Prefrontal
Striatum

Chronic (28d) CII decreased (cerebellum, all concentrations)
CIV no effect measured

Agostinho et 
al. (2011a)

Male Wistar rats
60 days old

3 and 6 mg/kg 
(ip injection)

Acute CS increased (prefrontal cortex, 6 mg/kg; hippocampus, 3 mg/kg; 
striatum, 3 and 6 mg/kg)

Chronic (28d) CS no effect measured (2 or 24 hours)
Agostinho et 
al. (2011b)

Male Wistar rats
60 days old

3 and 6 mg/kg 
(ip injection)

Acute CI increased (prefrontal cortex, 6 mg/kg; striatum, 6 mg/kg)
CII increased (prefrontal cortex, 6 mg/kg; hippocampus, 6 mg/kg)
CII-CIII no effect measured
CIV no effect measured

Chronic (28d) CI no effect measured
CII no effect measured
CII-CIII increased (striatum, 3 mg/kg (2h))
CIV decreased (hippocampus, 3 and 6 mg/kg (24h))

CI = mitochondrial complex I; CII = mitochondrial complex II; CIII = mitochondrial complex III; CIV = mitochondrial complex IV; CS = citrate synthase; ip = 
intraperitoneal; MDH = malate dehydrogenase.

Hippocampus
Prefrontal cortex
Striatum

Hippocampus
Prefrontal cortex
Striatum

Olanzapine
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Reference Species studied Dose (administration) Brain 
regions/Tissue

Treatment 
duration

Findings

Gupta and 
Sharma (2014)

Male and female Wistar 
rats
3–5 months old
200–250g

2 and 4 mg/kg
(oral canula)

Striatum Chronic (19d) CI no effect measured
CII no effect measured
CIV no effect measured

de Mello et al. 
(2016)

Male Wistar rats
250-300g

10, 30, and 50 mg/kg 
(ip injection)

Cerebellum 
Hippocampus
Posterior cortex
Prefrontal cortex
Striatum

Chronic (14d) CI increased (10mg/kg; prefrontal cortex, cerebellum, striatum)
CI decreased (30 and 50 mg/kg; prefrontal cortex, cerebellum, 
hippocampus, striatum, posterior cortex)
CII increased (50mg/kg; posterior cortex)
CIV decreased (10 and 30 mg/kg; striatum, posterior cortex)
CIV increased (50mg/kg; hippocampus)

Reus et al. 
(2012a)

Male Wistar rats
60 days old

5, 10, and 15 mg/kg 
(ip injection)

Prefrontal cortex
Striatum

Acute CI increased (prefrontal cortex, 15 mg/kg; striatum, 10mg/kg)
CII no effect measured
CII-CIII no effect measured
CIV increased (striatum, 10mg/kg)

Chronic (14d) CI increased (prefrontal cortex, 5 mg/kg)
CII no effect measured 
CII-CIII no effect measured
CIV increased (striatum, 5 mg/kg)

Rezin et al. 
(2009b)

Male Wistar rats
300g

15 mg/kg 
(ip injection)

Cerebellum 
Cerebral cortex

Acute CI no effect measured
CIII no effect measured
CIV no effect measured

Rezin et al. 
(2010)

Male Wistar rats
300g

15 mg/kg 
(not specified)

Cerebellum
Cerebral cortex

Chronic (7d) CI no effect measured
CIII no effect measured
CIV no effect measured

Agomelatine

Harmine

Ketamine
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Venancio et al. 
(2013)

Male Wistar rats
90-110 days old

5 and 10 mg/kg 
(subcutaneous 
injection, twice daily)

Rat liver Chronic (14d) CI decreased both concentrations
CII no effect
CIII no effect
CIV no effect
CV no effect

State 3 - glutamate + malate decreased (both concentrations)
State 3 - succinate no effect
State 4 - glutamate + malate decreased (both concentrations)
State 4 - succinate no difference
RCR - glutamate + malate no effect
RCR - succinate no effect

Venancio et al. 
(2015)

Male Wistar rats
90-110 days old

50, 100, and 150 
mg/kg 
(ip injection)

Brain Acute CI decreased (all concentrations)

State 3 respiration no effect measured
State 4 respiration increased (all concentrations)
State3/State 4 no effect measured
Membrane potential no effect measured

Zugno et al. 
(2015)

Male Wistar rats
60 days old

5, 15, and 25 mg/kg 
(ip injection)

Hippocampus
Prefrontal cortex
Striatum

Acute CI no effect measured
CII increased (prefrontal cortex, all concentrations)
CII-CIII decreased (prefrontal cortex, 5 mg/kg)
CII-CIII increased (hippocampus and striatum 25 mg/kg)
CIV decreased (hippocampus, all concentrations)
MDH no effect measured

Lambert et al. 
(1999)

Male Sprague-Dawley 
rats 
250-300g

Orally; lithium 
containing food

Chronic (5d)
Lithium 
concentration: 
0.35 to 0.43

CIV no effect measured

Chronic (21d)
Lithium 
concentration: 
0.37 to 0.47

CIV decreased (cingulate cortex and striatum)

CIV staining, 
multiple brain 
areas

Lithium
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Bachmann et 
al. (2009)

Adult male Wistar Kyoto 
rats
200-250g

Orally lithium 
containing food

Frontal cortex Chronic (21d) CIV no effect measured

Valvassori et 
al. (2010)

Chronic (7d) CI no effect measured
CII no effect measured
CIII no effect measured
CIV no effect measured

Chronic (14d) CI no effect measured
CII no effect measured
CIII no effect measured
CIV no effect measured

Tan et al. 
(2012)

Male Sprague–Dawley 
rats 
230–270g

Via food
0.55-+0.08 mM blood 
concentration

Frontal cortex Chronic (21d) CI no effect measured
CIII no effect measured

Feier et al. 
(2013)

Male Wistar rats
250-300g

47.5 mg/kg 
(ip injection, twice 
daily)

Amygdala
Hippocampus
Prefrontal cortex
Striatum

Chronic (7 d) CS no effect measured
CI no effect measured
CII no effect measured
CII-CIII no effect measured
CIV no effect measured
MDH no effect measured

Streck et al. 
(2015)

Male C57BL/6 mice
30-35g

47.5 mg/kg 
(ip injection, twice 
daily)

Cerebellum
Cerebral cortex
Hippocampus
Prefrontal cortex
Striatum

Chronic (7d) CS activity no effect measured
CI no effect measured
CII no effect measured
CII-CIII no effect measured
CIV no effect measured
MDH no effect measured

Kim et al. 
(2016)

Male Fisher CDF (F-344) 
rats
2 months old
200-250g

Via food, eventually 
0.7mM plasma and 
brain levels

Frontal cortex Chronic (42d) CI no effect measured
CIII no effect measured
CV no effect measured

Hippocampus
Prefrontal cortex
Striatum

47.5 mg/kg 
(ip injection, twice 
daily)

Male Wistar rats
3-4 months old
220-310g
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Reus et al. 
(2012b)

Male Wistar rats
60 days old

5, 10, and 20 mg/kg 
(ip injection)

Hippocampus
Prefrontal cortex
Striatum

Acute CI increased (hippocampus, 5 mg/kg; striatum, 5 mg/kg)
CII increased (hippocampus 5 mg/kg)
CII-CIII increased (striatum, 5 mg/kg)
CIV no effect measured

Chronic (14d) CI increased (prefrontal cortex, 20 mg/kg), 
CI decreased (hippocampus, 5, 10, 20 mg/kg; striatum, 10, 20 
mg/kg)
CII increased (prefrontal cortex, 10 mg/kg; striatum, 10 mg/kg)
CII-CIII increased (prefrontal cortex 20 mg/kg; hippocampus, 20 
mg/kg; striatum, 10 mg/kg)
CIV increased (prefrontal cortex 10 mg/kg; hippocampus, 5 mg/kg; 
striatum, 5 and 20 mg/kg)

Fagundes et al. 
(2007)

Male Wistar rats
25 days old

1, 2, 5, 10, 20 mg/kg
(ip injection)

Cerebellum
Cortex
Hippocampus
Prefrontal cortex
Striatum

Chronic (28d) CII increased (cerebellum, all concentrations; prefrontal cortex, 1 and 
5 mg/kg)
CIV increased (cerebellum, 10 and 20 mg/kg; cortex, 20 mg/kg; 
hippocampus, 2, 5, 10, and 20 mg/kg; striatum, 5, 10, and 20 mg/kg)

Fagundes et al. 
(2010)

Acute CI decreased (cerebellum and prefrontal cortex, all concentrations
CII no effect measured
CIII no effect measured
CIV no effect measured

Chronic (28d) CI no effect measured
CIII no effect measured

Methylphenidate

Male Wistar rats
25 days old

1, 2, 10 mg/kg
(ip injection)

Cerebellum
Cortex
Hippocampus
Prefrontal cortex
Striatum

Memantine
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Della et al. 
(2012)

Male Wistar rats
60 days old

5, 10, and 15 mg/kg 
(ip injection)

Amygdala
Hippocampus
Nucleus 
accumbens
Prefrontal cortex

Acute CS decreased (prefrontal cortex, 10 and 15 mg/kg)
CI increased (hippocampus, 5 mg/kg)
CII increased (amygdala, 10 and 15 mg/kg; nucleus accumbens, 15 
mg/kg)
CII-CIII increased (hippocampus, 5 mg/kg)
CIV no effect measured
MDH no effect measured

Chronic (14d) CS increased (hippocampus, 5, 10, and 15 mg/kg)
CI no effect measured
CII increased (hippocampus, 10 and 15 mg/kg)
CII-CIII increased (prefrontal cortex all concentrations; hippocampus, 
all concentrations; amygdala, all concentrations)
CIV increased (hippocampus, 10 and 15 mg/kg)
MDH increased (amygdala, 10 mg/kg)

Della et al. 
(2013)

Male Wistar rats
3 months old

15 mg/kg 
(ip injection)

Amygdala
Hippocampus
Nucleus 
accumbens
Prefrontal cortex

Chronic (14d) CS increased (hippocampus)
CI decreased (prefrontal cortex)
CII increased (hippocampus)
CII-CIII increased (hippocampus)
CIV increased (hippocampus)
MDH no effect measured

Bachmann et 
al. (2009)

Adult male Wistar Kyoto 
rats
200-250g

Orally, valproate 
containing food

Brian Chronic (21d) CIV no effect measured

Valvassori et 
al. (2010)

Chronic (7d) CI no effect measured
CII no effect measured
CIII no effect measured
CIV no effect measured

Chronic 14d CI no effect measured
CII no effect measured 
CIII no effect measured
CIV no effect measured

Male Wistar rats
3-4 months old
220-310g

47.5 mg/kg 
(ip injection, twice 
daily)

Hippocampus
Prefrontal cortex
Striatum

Valproate

Tianeptine
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Feier et al. 
(2013)

Male Wistar rats
250-300g

200 mg/kg 
(ip injection, twice 
daily)

Amygdala
Hippocampus
Prefrontal cortex
Striatum

Chronic (7d) CS activity no effect measured
CI no effect measured
CII no effect measured
CII-CIII no effect measured
CIV no effect measured
MDH no effect measured

Streck et al. 
(2015)

Male C57BL/6 mice
30-35g

200 mg/kg 
(ip injection, twice 
daily)

Cerebellum
Cerebral cortex
Hippocampus
Prefrontal cortex
Striatum

Chronic (7d) CS activity no effect measured
CI no effect measured
CII increased (cerebral cortex)
CII-CIII no effect measured
CIV no effect measured
MDH no effect measured

CI = mitochondrial complex I; CII = mitochondrial complex II; CIII = mitochondrial complex III; CIV = mitochondrial complex IV; CS = citrate synthase; ip = 
intraperitoneal; MDH = malate dehydrogenase.








