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“I didn’t want to just know names of things. I

remember really wanting to know how it all worked.”

Elizabeth Blackburn 
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Receptor 

family
Subtypes Type Functions

5-HT1 5-HT1A G protein-coupled receptor

5-HT1B

5-HT1D

5-HT1E

5-HT1F

5-HT2 5-HT2A G protein-coupled receptor Excitatory heteroreceptor

5-HT2B

5-HT2C

5-HT3 Ligand-gated ion channel Excitatory heteroreceptor

5-HT4 G protein-coupled receptor Excitatory heteroreceptor

5-HT5 5-HT5A G protein-coupled receptor Inhibitory

5-HT5B

5-HT6 G protein-coupled receptor Excitatory

5-HT7 G protein-coupled receptor Excitatory

Inhibitory auto- and 

heteroreceptor

Coupled to Gαi/o

Coupled to Gαs
Coupled to Gαq/11

Ion channel
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TSC1

TSC2

Rheb

mTORC2

PDK1

Rho

eIEF4B eIF4E

PI3K
PTEN

mTORC1

Akt

rpS6

S6K 4E-BP

PIP2

PIP3

Thr308

Ser473

Thr389

Ser236

Ser65

Thr60

Thr37

Thr46

NMDA receptor

TrkB receptor
IGF-1 receptor

G-protein coupled receptor

Translational control

Glutamate

BDNF, neurotrophin

Insulin
Neurotransmitters

GSK3β

Ser9

Ser422
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TARGET
PROTEIN 

LOADED

BLOCKING 

SOLUTION

INCUBATION 

SOLUTION

1º AB. 

DILUTION

2º AB. 

DILUTION

Gαi1 12 µg 3% smp TBS 3% smp TBST 1:100 1:2500

Gαi3 12 µg 3% smp TBS 3% smp TBST 1:750 1:4000

Gαo 12 µg 3% smp TBS 3% smp TBST 1:500 1:4000

Gαz 12 µg 3% smp TBS 3% smp TBST 1:600 1:4000

Gαq/11 12 µg 3% smp TBS 3% smp TBST 1:400 1:4000

Gα12/13 12 µg 3% smp TBS 3% smp TBST 1:500 1:4000

β-actin (mouse) 12 µg 3% smp TBS 3% smp TBST 1:40000 1:6000

β-actin (rabbit) 12 µg 3% smp TBS 3% smp TBST 1:20000 1:6000

TARGET
PROTEIN 

LOADED

BLOCKING 

SOLUTION

INCUBATION 

SOLUTION

1º AB. 

DILUTION

2º AB. 

DILUTION

5-HT2AR 20 µg 5% smp TBS 5% smp TBST 1:500 1:2500

Akt 20 µg 5% smp TBS 5% smp TBST 1:1000 1:2500

Phospho(Ser
473

)-Akt 20 µg 5% BSA TBS 5% BSA TBST 1:1000 1:4000

S6 20 µg 5% smp TBS 5% smp TBST 1:500 1:2500

Phospho(Ser235/236)-

S6

20 µg 5% smp TBS 5% smp TBST 1:500 1:2500

β‑actin (mouse) 20 µg - - 1:200000 1:10000

TARGET
PROTEIN 

LOADED

BLOCKING 

SOLUTION

INCUBATION 

SOLUTION

1º AB. 

DILUTION

2º AB. 

DILUTION

Akt 30 µg 5% smp TBS 5% smp TBST 1:500 1:4000

Phospho(Ser473)-Akt 35 µg 5% BSA TBS 5% BSA TBST 1:500 1:4000

S6 30 µg 5% smp TBS 5% smp TBST 1:250 1:4000

Phospho(Ser235/236)-S6 40 µg 5% smp TBS 5% smp TBST 1:250 1:4000

GSK3α/β 20 µg 5% smp TBS 5% smp TBST 1:500 1:4000

Phospho(Ser21/9)-GSK3α/β 40 µg 5% smp TBS 5% smp TBST 1:250 1:4000

β-actin (mouse) - - - 1:200000 1:5000-1:10000

β-actin (rabbit) - - - 1:20000 1:5000

Akt 20 µg 5% smp TBS 5% smp TBST 1:500 1:5000

Phospho(Ser473)-Akt 20 µg 5% smp TBS 5% smp TBST 1:500 1:5000

S6 20 µg 5% smp TBS 5% smp TBST 1:500 1:4000

Phospho(Ser235/236)-S6 25 µg 5% BSA TBS 5% BSA TBST 1:500 1:4000

GSK3α/β 20 µg 5% smp TBS 5% smp TBST 1:500 1:5000

Phospho(Ser21/9)-GSK3α/β 25 µg 5% BSA TBS 5% BSA TBST 1:500 1:5000

β-actin (mouse) - - - 1:100000-1:200000 1:2500-1:5000

β-actin (rabbit) - - - 1:20000 1:5000

5-HT2AR 30 µg 5% smp + 0.5% BSA TBS 5% smp + 0.5% BSA TBST 1:10000 1:15000

Akt 30 µg 5% smp + 0.5% BSA TBS 5% smp + 0.5% BSA TBST 1:500 1:10000

Phospho(Ser473)-Akt 35 µg 5% BSA TBS 5% BSA TBS 1:500 1:10000

β-actin (mouse) 35 µg 5% BSA TBS 5% BSA TBS 1:100000 1:10000

β-actin (rabbit) 30 µg 5% smp + 0.5% BSA TBS 5% smp + 0.5% BSA TBST 1:20000 1:10000
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Supplementary Table 1. Details of the antibodies used and their dilutions. 

 

 

5-HT2AR = Serotonin 2A receptor; Ig-G = Immunoglobulin G; Biotech. = 

Biotechnology; Sc. = Scientific; Immunoc. = Immunochemicals 

 

  

Antibody type Target Company Reference Dilution 

Primary 5-HT2AR Santa Cruz Biotech. Sc-166775 1:20,000 

Primary Akt Cell Signaling 9272 1:1,000 

Primary Phospho(Ser
473

)-Akt Cell Signaling 4060 1:1,000 

Primary rpS6 Cell Signaling 2317 1:500 

Primary Phospho(Ser
235/236

)-rpS6 Cell Signaling 4858 1:500 

Primary (rabbit) β-actin Abcam Ab8227 1:20,000 

Primary (mouse) β-actin Sigma Aldrich A1978 1:200,000 

Secondary Alexa Fluor 680 anti-Rabbit Ig-G Thermo Fisher Sc. A21076 1:2,500 

Secondary Alexa Fluor 680 anti-Mouse Ig-G Thermo Fisher Sc. A21057 1:4,000 

Secondary DyLight 800 Anti-Rabbit Ig-G Rockland Immunoc. 610-745-127 1:5,000 

Secondary DyLight 800 Anti-Mouse Ig-G Rockland Immunoc. 610-745-002 1:10,000 
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Supplementary Table 2. 

Pharmacological parameters of [3H]ketanserin binding displacement curves by 

(±)-DOI in brain cortex membrane preparations of THC treated (10 mg/kg, i.p., 

30 days) and control (vehicle) mice. 

 Vehicle THC 

log Ki-high -8.52 ± 0.17 -9.41 ± 0.14** 

Fraction high (%) 41.83 ± 3.77 39.27 ± 2.94 

log Ki-low -6.23 ± 0.13 -6.25 ± 0.12 

Top (fmol/mg prot) 254.60 ± 30.68 244.00 ± 22.58 

Bottom (fmol/mg prot) 49.07 ± 8.97 56.62 ± 9.51 

 

**p<0.01; unpaired Student’s t-test. 

Data were best fit to a biphasic compared to monophasic displacement curve by 

F-test (F (2,48)=41.14, p<0.0001 for vehicle curves; F (2,42)=73.10, p<0.0001 

for THC curves). 

All values represent means ± SEM of four experiments carried out in duplicates. 
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Supplementary Table 3. 

Summary of three-way repeated measures ANOVA analysis performed to test 

the effects of dB, THC, (±)-DOI and rapamycin as well as the potential 

interactions in %PPI. 

 
Source of variation DFn DFd F p 

Figure 
2A 

THC 1 51 0.7 0.4057 

DOI 1 51 38.56 <0.001 

dB 2 102 118.86 <0.001 

THC x DOI 1 51 6.48 0.0140 

THC x dB 2 102 0.89 0.4141 

DOI x dB 2 102 2.00 0.1410 

THC x DOI x dB 2 102 1.68 0.1909 

Figure 
5C 

Rapamycin 1 35 1.25 0.2719 

THC 1 35 3.57 0.0673 

dB 2 70 48.03 <0.001 

Rapamycin x THC 1 35 4.50 0.0410 

Rapamycin x dB 2 70 0.09 0.9150 

THC x dB 2 70 0.44 0.6444 

Rapamycin x THC x dB 2 70 2.32 0.1056 

 

Significant p values are shown in bold. 
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Supplementary Figure 1. 

%PPI and startle amplitude of mice treated with two different doses of (±)-DOI 

(0.25 and 0.5 mg/kg, i.p.). 

 

(A) Acute (±)-DOI exerted similar effects in all the prepulse intensities. 

Significant effect was only found with (±)-DOI 0.5 mg/kg (two-way ANOVA: DOI 

effect; F(2,48)=25.70, p<0.0001; n=5 each group). (B) Startle amplitude was not 

significantly modulated. Bonferroni’s post-hoc comparisons: *p<0.05, **p<0.01 

and ***p<0.001 vs. saline. 
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Supplementary Figure 2. 

%PPI and startle amplitude of mice treated with rapamycin (5 mg/kg, 4 

days/week, 30 days) or vehicle. 

 

(A) Acute (±)-DOI exerted similar effects on PPI, independently of the 

pretreatment with vehicle or rapamycin. (two-way ANOVA: DOI effect; 82 dB 

F(1,51)=6.18; 87 dB F(1,51)=6.30, p<0.05; n=7-16). (B) Startle amplitude was 

not modulated.  
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Supplementary Figure 3. 

Immunoreactivity of phospho-Akt (Ser473), total Akt, phospho-rpS6 

(Ser235/236) and rpS6 in brain cortical tissue homogenates of the different 

groups and their ratios for rapamycin-treated and control animals. 

(A) Phospho-Akt immunoreactivity was increased in cortical tissue of 

THC-treated mice, whereas this increase was totally abolished with rapamycin 

concomitant treatment (two-way ANOVA: rapamycin x THC; F(1,26)=11.67, 

p<0.01; n=7-8). (B) No changes on total Akt were observed (n=8 each group). 

(C) Phospho-rpS6 was also increased after chronic THC and blocked with 

rapamycin (two-way ANOVA: rapamycin x THC; F(1,22)=6.70, p<0.05; n=6-7). 

(D) Rapamycin treatment decreased total rpS6 in THC-treated mice (two-way 

ANOVA: rapamycin x THC; F(1,24)=4.61, p<0.05; n=7 each group). (E) Ratios 

of phospho-Akt/Akt and (F) phospho-rpS6/rpS6 in cortical tissue of rapamycin-
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treated mice showed no changes compared with control animals. Bonferroni’s 

post-hoc comparisons: *p<0.05 and **p<0.01 vs. vehicle; ###p<0.001 vs. THC. 

Supplementary Figure 4. 

(±)-DOI induced [35S]GTPγS binding stimulation coupled to immunoprecipitation 

with specific antibodies against different Gα-protein subtypes in cortical 

membranes of mice chronically treated with rapamycin (5 mg/kg, 4 days/week, 

30 days) or vehicle. 

 

No differences were found in the stimulation of any Gα-protein subtype between 

both groups. 
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Case Gender 
Age 

(years) 
PMI                      

(hours) 
Storage time 

(months) 
Cause of death 

Psychiatric 
diagnosis 

APs in 
blood 

SCH1 M 21 24 175 Suicide/Jumping Schizophrenia - 

C1 M 21 30 135 Accident/Traffic Control  

SCH2 M 30 51 144 Suicide/Jumping Schizophrenia - 

C2 M 29 18 32 Accident/Falling Control  

SCH3 M 29 6 79 Suicide/Asphyxia Schizophrenia - 

C3 M 29 36 137 Accident/Traffic Control  

SCH4 M 31 14 78 Suicide/Jumping Schizophrenia - 

C4 M 32 28 78 Accident/Traffic Control  

SCH5 M 48 20 74 Suicide/Train Schizophrenia - 

C5 M 47 18 94 Natural/CRF Control  

SCH6 M 33 14 64 Suicide/Hanging Schizophrenia - 

C6 M 33 4 52 Accident/Traffic Control  

SCH7 M 45 3 60 Suicide/Gun Schizophrenia - 

C7 M 44 21 46 Accident/Traffic Control  

SCH8 M 27 24 60 Suicide/Overdose Schizophrenia - 

C8 M 28 30 132 Homicide/Knife Control  

SCH9 F 37 58 44 Suicide/Jumping Schizophrenia - 

C9 F 36 38 168 Natural/MI Control  

SCH10 M 46 22 35 Suicide/Jumping Schizophrenia - 

C10 M 46 24 23 Accident/Traffic Control  

SCH11 F 37 26 9 Suicide/Jumping Schizophrenia - 

C11 F 38 22 6 Accident/Traffic Control  

SCH12 M 48 11 9 Suicide/Jumping Schizophrenia - 

C12 M 49 8 3 Natural/CRF Control  

SCH13 M 35 5 10 Suicide/Hanging Schizophrenia - 

C13 M 38 33 165 Accident/Traffic Control  

SCH14 F 59 9 15 Natural/CRF Schizophrenia - 

C14 F 58 20 136 Natural/CRF Control  

SCH15 M 45 18 19 Suicide/Jumping Schizophrenia - 

C15 M 47 15 4 Accident/Traffic Control  

SCH16 M 34 15 21 Natural/CRF Schizophrenia - 

C16 M 36 48 15 Natural/CRF Control  

SCH17 M 52 7 26 Suicide/Jumping Schizophrenia - 

C17 M 51 13 6 Accident/Traffic Control  

SCH AP-F 14M/3F 38.6±2 19.2±3 54.2±11    

C 14M/3F 40.3±3 23.8±3 48.7±13    
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Case Gender 
Age 

(years) 
PMI                      

(hours) 
Storage time 

(months) 
Cause of death 

Psychiatric 
diagnosis 

APs in 
blood 

SCH18 M 44 7 84 Natural/CRF Schizophrenia CTP 

C18 M 44 23 4 Accident/Traffic Control  

SCH19 M 30 18 81 Suicide/Jumping Schizophrenia OLZ 

C19 M 30 11 82 Accident/Electrocution Control  

SCH20 M 32 8 77 Suicide/Hanging Schizophrenia QTP 

C20 M 32 20 135 Accident/Crushing Control  

SCH21 M 23 16 72 Suicide/Jumping Schizophrenia SLP 

C21 M 23 17 45 Accident/Electrocution Control  

SCH22 M 35 3 72 Suicide/Jumping Schizophrenia QTP 

C22 M 36 23 45 Accident/Crushing Control  

SCH23 M 35 11 72 Natural/CRF Schizophrenia CLZ 

C23 M 36 18 4 Accident/Traffic Control  

SCH24 F 60 23 24 Natural/Peritonitis Schizophrenia ASLP/CLZ 

C24 F 60 48 94 Natural/CH Control  

SCH25 M 56 12 14 Natural/CRF Schizophrenia OLZ/CLT 

C25 M 54 16 20 Accident/Traffic Control  

SCH26 F 30 17 19 Suicide/Jumping Schizophrenia HLP 

C26 F 30 18 10 Accident/Traffic Control  

SCH27 M 57 19 24 Suicide/Train Schizophrenia QTP 

C27 F 57 14 17 Natural/CRF Control  

SCH28 M 26 39 24 Suicide/Jumping Schizophrenia OLZ 

C28 M 25 18 21 Accident/Fire Control  

SCH AP-T 9M/2F 38.9±3 16.1±2 46.3±9    

C 8M/3F 36.6±3 20.4±2 41.4±1    
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Antibody 
type 

Clonality Target Host Company Ref. # Dilution 

Primary Polyclonal Akt Rabbit Cell Signaling 9272 1:500 

Primary 
Monoclonal 
(clone D9E) 

Phospho(Ser
473

)-Akt Rabbit Cell Signaling 4060 1:500 

Primary 
Monoclonal 
(clone 54D2) 

S6 Mouse Cell Signaling 2317 1:250 

Primary 
Monoclonal 

(clone D57.2.2E) 
Phospho(Ser

235/236
)-S6 Rabbit Cell Signaling 4858 1:250 

Primary 
Monoclonal 

(clone 4G-1E) 
GSK3α/β Mouse Merck Millipore 05-412 1:500 

Primary Polyclonal Phospho(Ser
21/9

)-GSK3α/β Rabbit Cell Signaling 9331 1:250 

Primary Polyclonal β-actin Rabbit Abcam ab8227 1:20,000 

Primary 
Monoclonal 

(clone AC-15) 
β-actin Mouse Sigma Aldrich A1978 1:200,000 

Secondary Polyclonal 
Alexa Fluor 680  

anti-Rabbit IgG (H+L) 
Goat Thermo Fisher Sc. A21076 1:4,000 

Secondary Polyclonal 
Alexa Fluor 680  

anti-Mouse IgG (H+L) 
Goat Thermo Fisher Sc. A21057 1:4,000 

Secondary Polyclonal 
IRDye 800  

anti-Rabbit IgG (H+L) 
Donkey Rockland Immunoc. 611-732-127 

1:5,000 - 
1:20,000 

Secondary Polyclonal 
IRDye 800  

anti-Mouse IgG (H+L) 
Donkey Rockland Immunoc. 610-731-124 

1:5,000 - 
1:10,000 
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Antibody 
type 

Clonality Target Host Company Ref. # Dilution 

Primary Polyclonal Akt Rabbit Cell Signaling 9272 1:500 

Primary 
Monoclonal 
(clone D9E) 

Phospho(Ser
473

)-Akt Rabbit Cell Signaling 4060 1:500 

Primary 
Monoclonal 
(clone 54D2) 

S6 Mouse Cell Signaling 2317 1:500 

Primary 
Monoclonal 

(clone D57.2.2E) 
Phospho(Ser

235/236
)-S6 Rabbit Cell Signaling 4858 1:500 

Primary 
Monoclonal 

(clone 4G-1E) 
GSK3α/β Mouse Merck Millipore 05-412 1:500 

Primary Polyclonal Phospho(Ser
21/9

)-GSK3α/β Rabbit Cell Signaling 9331 1:500 

Primary Polyclonal β-actin Rabbit Abcam ab8227 1:20,000 

Primary 
Monoclonal 

(clone AC-15) 
β-actin Mouse Sigma Aldrich A1978 1:100,000 

Secondary Polyclonal 
Alexa Fluor 680  

anti-Rabbit IgG (H+L) 
Goat Thermo Fisher Sc. A21076 

1:4,000 - 
1:5,000 

Secondary Polyclonal 
Alexa Fluor 680  

anti-Mouse IgG (H+L) 
Goat Thermo Fisher Sc. A21057 

1:4,000 - 
1:5,000 

Secondary Polyclonal 
Dylight 800  

anti-Rabbit IgG (H+L) 
Donkey Rockland Immunoc. 611-745-127 

1:5,000 - 
1:20,000 

Secondary Polyclonal 
Dylight 800  

anti-Mouse IgG (H+L) 
Donkey Rockland Immunoc. 610-745-002 

1:5,000 - 
1:10,000 
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Cannabis Use Disorder Schizophrenia Dual Diagnosis

Cases Controls Cases Controls Cases Controls

Number of subjects 16 16 14 14 8 8

Females (%) 19 19 36 36 0 13

Age (years) 29.6±0.4 30.1±0.4 47.1±0.7 47.3±0.7 37.4±1.4 37.9±1.5
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Patients with Cannabis Use Disorder (CUD) Controls (C)

Pair 

number
Gender

Age

(years)

Diagnosis of 

interest
AP prescribed Other treatments prescribed Gender

Age

(years)

1 Male 19 CUD - Meti lphenidate Male 18

2 Male 24 CUD - Atomoxetine Male 23

3 Male 23 CUD - Agomelatine Male 23

4 Male 40 CUD Pimozide - Male 38

5 Male 34 CUD - Esci ta lopram Male 35

6 Male 22 CUD - Paroxetine Male 22

7 Male 24 CUD - Agomelatine Male 27

8 Male 36 CUD - Agomelatine Male 36

9 Female 24 CUD - - Female 24

10 Female 28 CUD - Oxcarbazepin, esci ta lopram Female 29

11 Male 37 CUD - Duloxetin Male 39

12 Male 41 CUD - Pregabal ine Male 42

13 Male 32 CUD - Disul fi ram Male 35

14 Male 30 CUD - Atomoxetine Male 30

15 Male 33 CUD - Atomoxetine Male 35

16 Female 27 CUD - Agomelatine, pregabal in Female 25

Mean 29,6 30,1

SEM 0,4 0,4

Supplementary Table 1

AP=antipsychotics
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Patients with Dual Diagnosis (DUAL) Controls (C)

Pair 

number
Gender

Age

(years)

Diagnosis of 

interest
AP prescribed Other treatments prescribed Gender

Age

(years)

1 Male 56 SZ, CUD Aripiprazol - Male 57

2 Male 22 SZ, CUD Quetiapine - Male 22

3 Male 31 SZ, CUD Olanzapine, aripiprazol Li thium Male 36

4 Female 32 SZ, CUD Risperidone - Male 32

5 Male 50 SZ, CUD Olanzapine, quetiapine Disul fi ram, va lproic Male 50

6 Male 30 SZ, CUD Aripiprazol , olanzapine - Male 28

7 Male 35 SZ, CUD Clozapine, aripiprazol - Male 34

8 Male 43 SZ, CUD Aripiprazol - Male 44

Mean 37,4 37,9

SEM 1,4 1,5

Supplementary Table 3

Patients with Schizophrenia (SZ) Controls (C)

Pair 

number
Gender

Age

(years)

Diagnosis of 

interest
AP prescribed Other treatments prescribed Gender

Age

(years)

1 Female 55 SZ Olanzapine - Female 55

2 Female 44 SZ Aripiprazol Bupropion Female 49

3 Male 36 SZ Aripiprazol - Male 36

4 Female 29 SZ Clozapine - Female 29

5 Male 41 SZ Clozapine, aripiprazol Lamotrigine Male 42

6 Male 43 SZ Risperidone - Male 41

7 Female 42 SZ Olanzapine, aripiprazol Lamotrigine, esci ta lopram Female 42

8 Male 49 SZ Pal iperidone Vortioxetine Male 50

9 Male 63 SZ Aripiprazol - Male 61

10 Female 49 SZ Risperidone - Female 49

11 Male 45 SZ Olanzapine, aripiprazol - Male 45

12 Male 52 SZ Clozapine Li thium, va lproic, esci ta lopram Male 50

13 Male 64 SZ Olanzapine Fluoxetine Male 64

14 Male 48 SZ  Zuclopenthixol , quetiapine, asenapine - Male 49

Mean 47,1 47,3

SEM 0,7 0,7

Supplementary Table 2

Patients with Schizophrenia (SZ) Controls (C)

Pair 

number
Gender

Age

(years)

Diagnosis of 

interest
AP prescribed Other treatments prescribed Gender

Age

(years)

1 Female 55 SZ Olanzapine - Female 55

2 Female 44 SZ Aripiprazol Bupropion Female 49

3 Male 36 SZ Aripiprazol - Male 36

4 Female 29 SZ Clozapine - Female 29

5 Male 41 SZ Clozapine, aripiprazol Lamotrigine Male 42

6 Male 43 SZ Risperidone - Male 41

7 Female 42 SZ Olanzapine, aripiprazol Lamotrigine, esci ta lopram Female 42

8 Male 49 SZ Pal iperidone Vortioxetine Male 50

9 Male 63 SZ Aripiprazol - Male 61

10 Female 49 SZ Risperidone - Female 49

11 Male 45 SZ Olanzapine, aripiprazol - Male 45

12 Male 52 SZ Clozapine Li thium, va lproic, esci ta lopram Male 50

13 Male 64 SZ Olanzapine Fluoxetine Male 64

14 Male 48 SZ  Zuclopenthixol , quetiapine, asenapine - Male 49

Mean 47,1 47,3

SEM 0,7 0,7

Supplementary Table 2
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Supplementary Figure 1

-actin

0

50

100

150

200

N
o

rm
a
li
z
e
d

 v
a
lu

e

(%
 f

ro
m

 s
ta

n
d

a
rd

)

C

CUD

SZ

DUAL

0

50

100

150

200

N
o

rm
a
liz

e
d

 v
a
lu

e

(%
 f

ro
m

 s
ta

n
d

a
rd

)

0

100

200

300

400

N
o

rm
a
liz

e
d

 v
a
lu

e

(%
 f

ro
m

 s
ta

n
d

a
rd

)

0

50

100

150

200

250

N
o

rm
a
liz

e
d

 v
a
lu

e

(%
 f

ro
m

 s
ta

n
d

a
rd

)

0

2

4

6

8

10

N
o

rm
a
li
z
e
d

 v
a
lu

e

(%
 f

ro
m

 s
ta

n
d

a
rd

)

A B C D

5-HT2AR Akt Phospho(Ser473)-Akt Phospho(Ser473)-Akt / Akt

All C
C-CUD

C-SZ
C-DUAL

All negative; unpaired t-test and one-way ANOVA

Supplementary Figure 2
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Supplementary Figure 3

All correlations negative
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