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gain after 3 months of treatment (upper panel) and 12 months (lower panel) in all ages.

eTable 5. Receiver operating parameters for a one month weight change predicting a weight
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eTable 9: Receiver operating parameters for an appetite increase between baseline and one
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eFigure 1: Flow chart for selection of patients.

eFigure 2: Weight changes at 1 month (mean(se) 31(0.4) days), 2 months (mean(se) 64(1.8)
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eMethods 1: Study design and subject selection.

Patients with missing weight at baseline or at mmosth were excluded from analysis (eFigure 1)wkf or more
studied drugs (clozapine, olanzapine, risperidanetiapine, aripiprazole, amisulpride, lithium, pralate and/or
mirtazapine) were prescribed concomitantly, thedintroduced compound was considered as the tmegtment
and the other drugs were pooled with co-medicgpiossibly inducing weight gain (eTable 10). Medica$ could
be changed by the treating physician accordingea¢sponse to treatment and side-effects witmfheeince of the
inclusion of patients in the study (non-interventib study).Weight was measured in the morning istirig

conditions by using professional medical scalesrétmspective or self-estimated patient data veesi UAppetite
assessment was based on a five item scale (sdifatiom): low, moderate, medium, high and very hggpetite.
Physical activity, which was defined as walkingimtling stairs or specific sport activity, was basad daily

physical activity duration (self evaluation): <30nn30-60 min, >60 min. For statistical tests ondderm weight
gain, appetite increase was defined as an elevatiappetite between baseline and the first mohtheatment (eg.
low to moderate, moderate to high). In additionygatal activity was defined by the daily activityrétion at one
month treatment (less vs equal or more than 30 tes)u



eMethods 2: Determinations of clinical chemistry peameters and drug plasma
concentrations.

Metabolic syndrome (MetS) prevalence was assesseutding to the Adult Treatment Panel Il (ATP Ifj)the
adapted definition (ATP 1lI-A} and the International Diabetes Federation (IB®hich has different cut-offs for
waist circumference (WC) depending on the ethm@sifie.g. for the 95% of our patients who are Caaoasub-
Saharan Africans, Eastern Mediterranean and MiBdkt populations, WC of 90 cm for men and 80 crwiomen
are used for the definition of metabolic syndrorfikis same cut-off was used for the 5% other patierio were
Asians (n=2) or of unknown ethnic group (n=17))o@&1 samples were drawn in the morning in fastingddmns
(blood samples drawn after 10H00 AM were excludednfanalysis) to measure clinical chemistry paranseand
drug plasma concentrations. Plasma drug concemgtivere quantified at one, three and 12 monthsomgh
conditions (in the morning before the next drugka). Liquid chromatography/mass spectrometry nustheere
used for measuring aripiprazole, clozapine, or zd@me plasma levels as previously descfibead also for
risperidone, OH-risperidone, quetiapine or amiddipr(Eap et al., unpublished data, available onueet).
Mirtazapine was measured by gas-chromatographggetr detector (Eap et al., unpublished data, &eilan
request), valproate by fluorescence polarizatiomimoassay (Cobas integra 400 plus Roche®, RochgnbDsdéic,
Rotkreuz, Switzerland) and lithium by ion selectefectrode (EasyLyte Na/K/Cl/Li, Medica®, Chatel[Znis,
Switzerland). All methods are used on a routinagsbas our accredited laboratory (ISO 15189 and B§0%ith
external quality controls (LGC Standards Profickeiesting (Teddington, United Kingdom); Arvecon (Mdarf,
Germany; Quality Control Centre Switzerland (Ch8uwetg, Switzerland)). Patients were considered dizmp
when drug plasma concentrations were higher tha# b the lower value of the recommended therapeatige’.
For this purpose, for all substances except ridpeg, the concentration of the prescribed drug weasl, while for
risperidone, the sum of risperidone and of its inelite 9-OH risperidone was used. Drug plasma coetmagon at
month one and three, and at month one and 12 wereiaged for follow ups shorter or equal to 12 nhant
respectively. Reports of non-compliance as obsebyethe medical or nursing staff were also takdn eccount.
Patients who were considered non-compliant at &tlyeotime periods of observations were excludedfanalysis.

Patients’ blood pressures were measured oncefi@iteminutes rest in a sitting position.



eMethods 3: Exploratory analysis.

Marginal analyses were done using Wilcoxon rank-s\it) and Kruskal-Wallis testski\) for comparing
continuous traits. Fisher's exact testET) were used to compare categorical variables anNevtar testsNIN)
were used to compare the prevalence of outrangahwiét parameters between baseline, three and Ifhswo
Thresholds for early WG were examined by 1% incresiéanging from 2% to 8%) to find the best préaalie for
long term WG as defined by a minimal WG of 10%, 16820% at 3 and 12 months of treatment. Theseyses
allowed to assess the best relation between SNsBnib find an acceptable threshold for short and lerm WG.
To explore the adequacy of linear evolution of BMting time, a Generalized Additive Mixed Model (GMYlwas
also fitted to the same data. The response variatités model corresponded to the ratio of theglieat each time
point divided by the weight at baseline, which esmnts the weight gain at that time point. Obs@matmade at
two, three, six, nine and 12 months (analyzed asomtinuous variable) were used to fit the model,levh
observations made at baseline and at the first imwete used to construct the grouping variable. 8ffext of time
on weight gain was not considered as linear but beiter represented by a smooth semi-parametrigeciwith
cubic regression spline basis). GAMMs were fittedarately for each sub-group to give the possjtilfitcapturing
the weight-gain trend without restraint at each-grdup (otherwise, a parallel trend in time woulavé been
imposed on all sub-groups). These models were djosed for multiple comparisons, covariates oractdrs as
they were used only to explore the data and thgquadsy of the final model.



eMethods 4: Confirmatory Analysis.

The “nlme” package of Rwas used to fit a linear mixed effect model adjdsor age (at baseline), gender, BMI (at
baseline), psychotropic drugs, presence of co-maéidit possibly inducing weight gain, triglyceridegucose and
HDL concentrations. The fitted linear mixed effesbdef had a random effect at the subject level. To beemo
robust in inferences, a bootstrap analjsigas used to evaluate the uncertainty of estimptgdmeters (evaluated
uncertainties are more conservative, but morebiglid there are violations from model assumpticass hormality
assumption for residuals). Results were based @90 ®ootstrap replicates at the subject level ésibjwere
considered to be independently recruited) and asing the number of bootstraps did not influendestantially the
uncertainty of estimated parameters.



eResults 1: Metabolic parameters.

Abdominal obesity (M94cm, B80cm) was observed in 54% of patients at basetind, increased from 49% to
62% after one year (p=0.02, table 2) in patientth wine year follow-up. This prevalence increasephifcantly
with age (from 30% to 66% at baseline, p=0.001 froth 45% to 76% at one year, p=0.004) (eTable 3y
HDL-cholesterolemia (M1.03mmol/l; K1.29mmol/l)) was observed in 31% of patients atelias with no
evolution during treatment. Prevalence at baseliag higher in women except in elderly patients gy =0.02;
young adults, p=0.03: adults, p=0.01). Baselineehyjglyceridemia ¥1.7mmol/l or presence of lipid lowering
drug) was observed in 28% of the patients at haselin patients with baseline and one year data,
hypertriglyceridemia increased from 21% to 40% raftee year (p=0.006). Hypertriglyceridemia increhséong
the four age categories from 8% to 36% at bas¢pir®.01) (eTable 3). Hyperglycemia or diabetes.§mmol/l or
antidiabetic medication) was observed in 25% ofepdéd at baseline. In patients with baseline anel year data,
hyperglycemia increased from 16% to 38% (p=0.00R).gender differences were observed at baselineafied
one year, however hyperglycemia was significanityréased with increasing age (p=0.003). No geniffierehces
in the prevalence of hypertension (130/85mmHg ¢ihgpertensive medication) were observed, with achanged
prevalence during treatment. However, as expebtggkrtension was found to increase significantihvimcreasing
age both at baseline and after one year (p=0.00&}alence of metabolic syndrome (MetS, IDF detinit was
22% at baseline. In patients with baseline andyma data, a trend for an increased prevalencegltireatment
was observed (from 9% to 23%, p=0.07). In agreemdt other parameters, MetS increases with inéngaage
(6% to 44%, p=0.001) at baseline, however no siganit age related increase was observed after eare y



eTable 1: Baseline demographics stratified by gende

Characteristics Total (351) Men (164) Women (187) P
Age, mean (se), years 46 (1.2) 39 (1.6) 51 (1.6) <0.001
BMI
Mean (se), kg/th 24.4 (0.3) 24.1 (0.3) 24.7 (0.5) 0.7
Overweight [25-30[ kg/f n/total n (%) 62/294 (21%) 35/130 (27%) 27/168%) 0.03
Obese> 30 kg/ni, n/total n (%) 49/294 (17%) 12/130 (9%) 37/164%)3 0.003
Smoking, n/total n (%) 76/137 (55%) 42/67 (63%)  7®4(49%) 0.9
lliness duration, mean (se), years 8.0 (0.6) 8.9)( 9(1) 0.4
Follow up duration, mean (se), days 237.2(8.2) .2582.9) 222.7 (10.3) 0.1
Month 1, mean (se), days 31(0.4) 31(0.6) 32 (0.5) 0.3
Month 3, mean (se), days 102 (2) 100 (1.8) 103 (3.6 0.9
Month 12, mean (se), days 393 (7.1) 404 (12.8) (88) 0.2
Medication, n/total n (%)
Amisulpride 36/351 (10%) 20/164 (12%) 16/187 (9%) 0.3
Avripiprazole 30/351 (9%) 14/164 (9%) 16/187 (9%) 0.9
Clozapine 24/351 (7%) 12/164 (7%) 12/187 (6%) 0.8
Lithium 19/351 (5%) 10/164 (6%) 9/187 (5%) 0.6
Mirtazapine 11/351 (3%) 5/164 (3%) 6/187 (3%) 0.9
Olanzapine 44/351 (13%) 19/164 (12%) 25/187 (13%) 0.6
Quetiapine 112/351 (32%) 48/164 (29%) 64/187 (34%) 0.4
Risperidone 64/351 (18%) 32/164 (20%) 32/187 (17%) 0.6
Valproate 10/351 (3%) 3/164 (2%) 7/187 (4%) 0.3
More than one AP, n/total n (%) 110/351 (31%) 5@/(®%) 60/187 (32%) 0.8
AP and mirtazapine, n/total n (%) 16/351 (5%) 8/1%5%) 8/187 (4%) 0.8
AP and MS, n/total n (%) 47/351 (13%)  19/164 (12%:28/187 (15%) 0.4
Co-mediation possibly causing weight gain, n/tatédo) 46/255 (18%) 19/106 (18%) 27/149 (18%) 0.9

ap-value were calculated using Wilcoxon rank-suststéor continuous variables and Fisher's exact

tests for categorical variables between genders.
Abbreviations :AP = Atypical antipsychotics; MSithlum, valproic acid.



eTable 2: Metabolic parameters and syndrome at balee, 3 months and one year.

Baseline 3 Months P One year PP

Prevalence of normal weight, overweight and obesitptal n (%)

Normal weight: BMI < 25 kg/m2 183 /294 (62%) 132 /241 (55%) 0.0005 66 /135 (49%) 0.01

Overweight: BMI [25-30[ kg/fh 62/294 (21%) 63/241 (26%) 0.05 36/135 (27%) 0.32

Obese: BME 30 kg/n? 49/294 (17%) 46/241 (19%) 0.4 33/135 (24%) 0.03
Prevalence of abdominal obesity, n/total n (%)

Waist circumference Men 94 cm , Wome 80 cni 162/300 (54%) 142/231 (61%) 0.0004 89/135 (66%) 0.01

Waist circumference Men 102 cm, Women 88 cnf® 99/300 (33%) 87/231 (38%) 0.01 58/135 (43%) 0.03
Prevalence of hypocholesterolemia, n/total n (%)

HDL-chol. Men< 1.03 mmol/l, Womert 1.29 mmol/l 61/194 (31%) 56/198 (28%) 0.8 35/122 (29%) 1.00
Prevalence of hypertriglyceridemia, n/total n (%)

Triglyceridemia> 1.7 mmol/l or lipid lowering treatment 56/201 (28% 70/207 (34%) 0.03 42/123 (34%) 0.01
Prevalence of hyperglycemia, n/total n (%)

Fasting glucose 5.6 mmol/l or antidiabetic treatmétft 50/204 (25%) 55/202 (27%) 0.7 53/122 (43%) 0.0001

Fasting glucose 6.1 mmol/l or antidiabetic treatméht 25/204 (12%) 22/202 (11%) 1 22/122 (18%) 0.15
Prevalence of hypertension, n/total n (%)

Blood pressure 130 / 85 mmHg or antihypertensive treatment 58(3@3%0) 41/229 (18%) 1 27/134 (20%) 0.50
Prevalence of metabolic syndrome, n/total n (%)

ATP-IlI 241161 (15%) 23/154 (15%) 1 23/100 (23%) 0.22

ATP-III-A® 30/161 (19%) 27/154 (18%) 1 28/100 (28%) 0.22

IDFh 35/161 (22%) 33/154 (21%) 05 32/100 (32%) 0.04

@ p-value were calculated using McNemar tests betbaseline and 3 months.
b p-value were calculated using McNemar tests batviaseline and 12 months.

¢According to IDF definition.
dAccording to ATP-III definition.
€According to ATP-III-A definition.

f Metabolic syndrome is present if at least 3 dagare present: central obesity M 02 cm , B> 88 cm); triglycerideg 1.7mmol/l or lipid lowering
treatment; glucose 6.1 mmol/l or type 2 diabetes treatment; bloodpuee> 130/85mmHg or treatment for hypertension; HDL-Gstérol M< 1.03

mmol/l, F< 1.29 mmol/l.

9 Same a8 but: glucose> 5.6 mmol/l or type 2 diabetes treatment.

h Metabolic syndrome is present if: presence ofregiobesity (M> 94 cm, F> 80 cm) and at least two other following factoriglycerides> 1.7mmol/l or
lipid lowering treatment; glucose5.6 mmol/l or type 2 diabetes treatment; bloodpues> 130/85 mmHg of treatment for hypertension; HDL-@&sterol

M <1.03 mmol/l, < 1.29 mmol/l.



eTable 3: Demographic and clinical parameters strafied for age and gender at baseline and 12 montfu treatment.

Baseline, (age range) Young (age< 25) Young adult (age : ]25-45]) Adult (age : 145-65]) Elderly (age : > 65) Overal B
Gender, (total n) All (72) Men (47) Women (25) P All(114) Men (62) Women (52) P Al(78) Men (30) Women (48) P Al(@87) Men (25) Women (62) P
BMI
Mean (se), kg/f 22.9 (0.5) 23.7 (0.6) 21.3(1.0) 0.002 25.3(0.6) 24.4(0.5) 26.3 (1.0) 0.4 25.6(0.8) 24.4(0.9) 26.3 (1.1) 0.6 23.8(0.6) 24 (1.0) 23.7 (0.7) 08 001
Overweight [25-30[ kg/f n/total n (%) 9/67 (13%)  8/45 (18%) 1/22 (5%) 0.3 21/89 (24%)  13/44 (30%)  8/45 (18%) 0.2 15/61 (25%)  7/21 (33%) 8/40 (20%) 0.3 17/77 (22%)  7/20 (35%)  10/57 (18%) 0.1 0.4
Obese> 30 kg/nd, n/total n (%) 7/67 (10%) 5/45 (11%) 2122 (9%) 0.9 17/89 (19%)  3/44 (7%) 14/45 (31%) 0.006  13/61 (21%)  2/21 (10%) 11/40 (28%) 0.2 12/77 (16%)  2/20 (10%)  10/57 (18%) 0.7 0.4
Waist circumference
Mean (se), cm 83 (1) 87 (2) 78 (2) 001 91(1) 90 (1) 92 (2) 0.8 91(2 96 (2) 89 (3) 0.02 90(2) 93 (2) 89 (2) 0.1  0.0004
M > 94cm , B> 80cni®, n/total n (%) 19/64 (30%) 10/41 (24%) 9/23 (39%) 0.3 49/91 (54%)  17/49 (35%)  32/42 (76%) 0.0001  43/68 (63%) 16/27 (59%) 27/41 (66%) 0.6 51/77 (66%) 13/22 (59%)  38/55 (69%) 0.4 0.001
M >102cm , B> 88cni®®), nftotal n (%) 9/64 (14%) 6/41 (15%) 3/23 (13%) 90. 31/91 (34%)  7/49 (14%)  24/42 (57%) 0.0001 26/68 (38%)  8/27 (30%) 18/41 (44%) 0.3 33/77 (43%)  5/22 (23%)  28/55 (51%) 0.04 0.002
HDL-Cholesterol
Mean (se), mmol/l 1.32 (0.07) 1.3 (0.07) 1.37 (0.14) 0.9 1.3 (0.05) 1.26 (0.06) 1.35 (0.09) 0.6 1.51(0.07) 1.42 (0.09) 158 (0.1) 0.3 1.45 (0.06) 1.35 (0.09) 1.49 (0.07) 0.3 005
M < 1.03 mmol/l, < 1.29 mmol/l, n/total n (%) 12/38 (32%)  5/27 (19%) 7/11 (64%) 0.02 21/61(34%) 7/33(21%)  14/28 (50%) 0.03  11/43 (26%)  1/18 (6%) 10/25 (40%) 0.01  17/52(33%) 2/14 (14%)  15/38 (39%) 0.1 0.8
Triglyceride
Mean (se), mmol/l 1.09 (0.12) 1.19 (0.18) 0.91 (0.09) 0.7 1.58 (0.17) 1.7 (0.3) 1.45 (0.16) 0.9 1.58(0.19) 2(0.42) 1.28 (0.11) 0.08 1.27 (0.08) 1.25 (0.16) 1.27 (0.1) 0.8 0.004
>1.7mmol/l or lipid lowering treatment, n/tota(¥) 3/38 (8%) 3/25 (12%) 0/13 (0%) 19/63 (30%)  11/35 (31%)  8/28 (29%) 0.9 14/44 (32%)  8/18 (44%) 6/26 (23%) 0.2 20/56 (36%)  6/15 (40%)  14/41 (34%) 0.8 001
Glucose
Mean (se), mmol/l 4.89 (0.07) 4.94 (0.09) 4.79 (0.08) 0.4 5.02 (0.08) 4.94 (0.12) 5.11(0.1) 0.7 5.47 (0.25) 5.7 (0.47) 5.29 (0.26) 0.2 5.45 (0.13) 5.5 (0.17) 5.43 (0.16) 04 001
> 5.6mmol/l or antidiabetic treatméifl, n/total n (%) 4/43 (9%) 4129 (14%) 0/14 (0%) 15/65 (23%)  7/34 (21%)  8/31 (26%) 0.8 10/45 (22%)  4/20 (20%) 6/25 (24%) 0.9 21/51 (41%) 7/14 (50%)  14/37 (38%) 05 0.003
> 6.1mmol/l or antidiabetic treatméhtn/total n (%) 1/43 (2%) 1/29 (3%) 0/14 (0%) 7/65 (11%)  4/34 (12%)  3/31 (10%) 0.9 5/45 (11%) 3/20 (15%) 2125 (8%) 0.6 12/51 (24%) 3/14 (21%)  9/37 (24%) 09 002
Blood pressure
Systolic, mean (se), mmHg 119 (2) 125 (2) 108 (3) 0.10 122 (1) 126 (2) 118 (2) 0.003 119 (2) 124 (4) 116 (3) 0.1 135(2) 140 (4) 133 (3) 0.09 0.00001
Diastolic, mean (se), mmHg 72 (2) 75 (2) 66 (2) 0.01 79 (1) 79 (2) 78 (2) 0.5 80(2) 84 (4) 77 (2) 0.09 75(1) 78 (3) 74 (2) 0.3  0.0002
> 130/85mmHg or antihypertensive treatment, n/totl) 4165 (6%) 3/43 (7%) 1/22 (5%) 0.9 12/96 (13%)  10/52 (19%)  2/44 (5%) 0.03  11/66 (17%)  7/25 (28%) 4/41 (10%) 0.09 31/78 (40%)  9/23 (39%)  22/55 (40%) 0.9 0.001
Prevalence of metabolic syndrome
ATP-III, n/total n (%) 1/32 (3%) 1/22 (5%) 0/10 (0%) 3/48 (6%) 0/25 (0%) 3/23 (13%) 0.1 6/38 (16%) 3/17 (18%) 3/21 (14%) 0.9 14/43 (33%) 2/12 (17%)  12/31 (39%) 0.3  0.002
ATP-III-AY, n/total n (%) 1/32 (3%) 1/22 (5%) 0/10 (0%) 4/48 (8%) 1/25 (4%) 3/23 (13%) 0.3 7/38 (18%) 3/17 (18%) 4/21 (19%) 0.9 18/43 (42%)  4/12 (33%) 14/31 (45%) 0.7 0.001
IDF", n/total n (%) 2/32 (6%) 2/22 (9%) 0/10 (0%) 6/48 (13%)  2/25 (8%) 4123 (17%) 0.4 8/38 (21%) 4117 (24%) 4/21 (19%) 0.9 19/43 (44%) 3/12 (25%)  16/31 (52%) 0.2 0.001

8p-value were calculated using Kruskal-Wallis téetscontinuous variables and Fisher's exact testsdtegorical variables between age groups.
bp-value were calculated using Wilcoxon rank-suntstés continuous variables and Fisher's exacs festcategorical variables between genders.

¢According to IDF definition for Caucasian.
dAccording to ATP-III definition.
€According to ATP-III-A definition.

f Metabolic syndrome is present if at least 3 dateare present: central obesity M 02 cm , B> 88 cm); triglycerides 1.7mmol/l or lipid lowering treatment; glucoses.1 mmol/l or type 2 diabetes treatment; bloodguee> 130/85mmHg or treatment for

hypertension; HDL-Cholesterol M 1.03 mmol/l, < 1.29 mmol/l.
9 Same a&but: glucose> 5.6 mmol/l or type 2 diabetes treatment.

h Metabolic syndrome is present if: presence ofre¢nbesity (M> 94 cm , B> 80 cm) and at least two other following factorglycerides> 1.7mmol/l or lipid lowering treatment; glucosé.6 mmol/l or type 2 diabetes treatment; bloodgues> 130/85 mmHg
of treatment for hypertension; HDL-CholesterokM..03 mmol/l, < 1.29 mmol/I.



One year, (age range) Young (age< 25) Young adult (age : ]125-45]) Adult (age : 145-65]) Elderly (age : > 65) Overal B

Gender, (total n) All (32) Men (22) Women (10) P All(55) Men (30) Women (25) P Al(38) Men (16) Women (22) P All(23) Men (7) Women (16) P
BMI
Mean (se), kg/f 25.6 (0.9) 26.4 (1.1) 24 (1.9) 0.03 27.5(0.8) 26.3(0.8) 28.7 (1.3) 0.3 27.4(1.1) 26.2 (1.0) 28.1 (1.6) 0.9 24.8(1.3) 26.5 (2.7) 24.1 (1.5) 04 008
Overweight [25-30[ kg/f n/total n (%) 8/32 (25%)  7/22(32%)  1/10 (10%) 40. 11/48 (23%)  9/24 (38%) 2/24 (8%) 0.04 13/34 (38%)  9/13 (69%)  4/21(19%) 0.009  4/21 (19%) 2/6 (33%) 2/15 (13%) 05 0.4
Obese> 30 kg/nf, nitotal n (%) 5/32 (16%)  4/22 (18%)  1/10 (10%) 0.9 17/48 (35%) 4[24 (17%) 13/24 (54%) 0.01  7/34 (21%) 1/13 (8%) 6/21 (29%) 0.2 4/21 (19%) 1/6 (17%) 3/15 (20%) 0.9 0.2
Waist circumference
Mean (se), cm 91 (3) 94 (4) 83 (6) 0.05 94(2) 94 (2) 95 (4) 1.0 98(3) 101 (2) 96 (4) 0.1 97(4) 102 (6) 95 (6) 0.6 0.2
M > 94cm , B> 80cni9, nitotal n (%) 14/31 (45%) 10/21 (48%) 4/10 (40%) 0.9  31/51(61%)  16/30 (53%)  15/21 (71%) 0.2 31/36 (86%)  13/15 (87%)  18/21 (86%) 0.9 13/17 (76%)  4/5 (80%) 9/12 (75%) 09 0.004
M > 102cm , B> 88cni®®), n/total n (%) 9/31(29%)  7/21(33%)  2/10 (20%) 70. 20/51(39%)  8/30 (27%) 12/21 (57%) 0.04  18/36 (50%)  7/15 (47%) 11/21 (52%) 0.9 11/17 (65%)  3/5 (60%) 8/12 (67%) 09 007
HDL-Cholesterol
Mean (se), mmol/l 1.28(0.08) 1.17(0.09) 1.59(0.11) 001 1.25(0.06) 1.2 (0.08) 1.32 (0.08) 0.3 1.44 (0.12) 1.27 (0.11) 1.56 (0.18) 0.4 1.47 (0.08) 1.33(0.09)  1.55(0.11) 0.2 0.2
M < 1.03 mmol/l, < 1.29 mmol/l, n/total n (%) 6/27 (22%)  6/20 (30%) /7 (0%) 14/43 (33%)  5/25 (20%) 9/18 (50%) 0.05 11/32 (34%)  2/13(15%)  9/19 (47%) 0.1 4/20 (20%) 0/7 (0%) 4/13 (31%) 0.2 0.6
Triglyceride
Mean (se), mmol/l 1.27(0.14)  1.41(0.17)  0.86 (0.15) 0.07 1.7 (0.21) 2.09 (0.33) 1.19 (0.14) 0.2 1.66 (0.17) 1.72 (0.32) 1.63(0.2) 0.9 1.53(0.2) 1.33(0.27)  1.65(0.28) 0.4 0.2
>1.7mmol/l or lipid lowering treatment, n/tota(¥) 6/27 (22%)  6/20 (30%)  0/7 (0%) 13/44 (30%)  10/25 (40%)  3/19 (16%) 0.1 12/31 (39%)  5/13 (38%) 7/18 (39%) 0.9 11/21 (52%)  3/7 (43%) 8/14 (57%) 0.7 0.2
Glucose
Mean (se), mmol/l 5.19 (0.23)  5.33(0.3) 4.83(0.22) 0.3 5.43(0.21) 5.55 (0.36) 5.27 (0.13) 0.9 5.63 (0.18) 5.81 (0.17) 5.51 (0.28) 0.08 5.63 (0.33) 6.09 (0.71)  5.34(0.3) 0.6 0.05
> 5.6mmol/l or antidiabetic treatméifl, n/total n (%) 4/26 (15%)  3/19 (16%)  1/7 (14%) 0.9 19/45 (42%)  10/25 (40%)  9/20 (45%) 0.8 19/32 (59%)  10/13 (77%)  9/19 (47%) 0.1 11/19 (58%)  4/7 (57%) 7/12 (58%) 09 0.003
> 6.1mmol/l or antidiabetic treatméftn/total n (%) 2/26 (8%) 2/19 (11%)  0/7 (0%) 0.9 6/45 (13%) 4/25 (16%) 2/20 (10%) 0.7 7/32(22%)  4/13(31%)  3/19 (16%) 0.4 7/19 (37%) 217 (29%) 5/12 (42%) 07 007
Blood pressure
Systolic, mean (se), mmHg 122 (3) 130 (3) 107 (4) 0.0002 121 (3) 128 (4) 113 (3) 0.007 121 (2) 123 (3) 119 (3) 0.4 139 (4) 146 (5) 135 (5) 02  0.001
Diastolic, mean (se), mmHg 74 (2) 78 (3) 66 (2) 0.005 80 (2) 82 (3) 77 (2) 02 80(2) 81 (2) 78 (2) 04 76(2) 78 (3) 75 (2) 0.4 0.1
> 130/85mmHg or antihypertensive treatment, n/tot) 2/28 (7%) 2/18 (11%)  0/10 (0%) 0.5 8/47 (17%) 6/24 (25%) 2/23 (9%) 0.2 4/36 (11%)  3/16 (19%) 1/20 (5%) 0.3 13/23 (57%)  5/7 (71%) 8/16 (50%) 0.4 0.001
Prevalence of metabolic syndrome
ATP-III, n/total n (%) 2122 (9%) 2/15 (13%)  0/7 (0%) 6/36 (17%) 4121 (19%) 2/15 (13%) 0.9 9/29 (31%)  4/12 (33%) 5/17 (29%) 0.9 6/13 (46%) 2/5 (40%) 4/8 (50%) 0.9 0.04
ATP-III-AS, nftotal n (%) 3/22 (14%)  3/15(20%)  O/7 (0%) 10/36 (28%)  6/21 (29%) 415 (27%) 0.9 9/29 (31%)  4/12(33%)  5/17 (29%) 0.9 6/13 (46%) 2/5 (40%) 4/8 (50%) 0.9 0.21
IDF", n/total n (%) 3/22 (14%)  3/15(20%)  O/7 (0%) 12/36 (33%)  7/21 (33%) 5/15 (33%) 0.9 11/29 (38%)  5/12 (42%) 6/17 (35%) 0.9 6/13 (46%) 2/5 (40%) 4/8 (50%) 0.9 0.14

ap-value were calculated using Kruskal-Wallis téstscontinuous variables and Fisher's exact testsdtegorical variables between age groups.

bp-value were calculated using Wilcoxon rank-suntstésr continuous variables and Fisher's exacs festcategorical variables between genders.

¢According to IDF definition for Caucasian.

dAccording to ATP-III definition.

€According to ATP-III-A definition.

f Metabolic syndrome is present if at least 3 dateare present: central obesity M 02 cm , B> 88 cm); triglycerides 1.7mmol/l or lipid lowering treatment; glucoses.1 mmol/l or type 2 diabetes treatment; bloodguee> 130/85mmHg or treatment for
hypertension; HDL-Cholesterol M 1.03 mmol/l, < 1.29 mmol/l.

9 Same asbut: glucose> 5.6 mmol/l or type 2 diabetes treatment.

h Metabolic syndrome is present if: presence ofre¢obesity (M> 94 cm, F> 80 cm) and at least two other following factoriglycerides> 1.7mmol/l or lipid lowering treatment; glucosé.6 mmol/l or type 2 diabetes treatment; bloodspuee> 130/85 mmHg
of treatment for hypertension; HDL-CholesterokM..03 mmol/l, < 1.29 mmol/I.



eTable 4: Receiver operating parameters for a one amth weight change predicting a weight gain after 3nonths of
treatment (upper panel) and 12 months (lower panelin all ages.

Weight change (%) at PPV NPV Sensitivity Specificity AUC

1 Month 3 Months
2 10 35 93 72 72 72
2 15 14 98 76 67 72
2 20 5 99 71 65 68
5 10 54 89 48 92 70
5 15 29 97 67 88 79
5 20 10 99 71 86 78
8 10 68 86 24 98 61
8 15 47 96 43 97 70
8 20 16 99 43 95 69

1 Month 12 Months
2 10 52 78 55 76 66
2 15 35 89 62 73 66
2 20 21 94 65 70 66
5 10 61 73 29 91 60
5 15 39 85 31 89 60
5 20 30 93 47 89 68
8 10 56 70 10 96 53
8 15 33 82 10 95 53
8 20 33 90 18 96 57

The left column indicates the weight change aftexr month and the second left column indicates the
weight change after 3 months (upper panel) and d2ins (lower panel).

In Bold, the retained prediction based on the HagladJC for 3 and 12 months.

Abbreviations: PPV = positive predictive values,\N® negative predictive values, AUC = area under th
curve.



eTable 5: Receiver operating parameters for a one amth weight change predicting a weight gain after 3nonths of
treatment (upper panel) and 12 months (lower panelfor adults (]25-65] years old).

Weight change (%) at PPV NPV Sensitivity Specificity AUC

1 Month 3 Months
2 10 36 93 74 71 73
2 15 16 98 82 67 74
2 20 4 100 100 64 82
5 10 48 89 52 88 70
5 15 24 97 64 84 74
5 20 7 10¢ 10¢ 82 91
8 10 64 86 26 97 61
8 15 36 95 36 95 66
8 20 0 99 0 93 46

1 Month 12 Months
2 10 27 88 59 64 62
2 15 46 77 57 68 62
2 20 19 93 64 63 64
5 10 55 74 37 86 61
5 15 35 86 41 83 62
5 20 30 93 5€ 82 69
8 10 25 82 12 92 52
8 15 50 69 13 94 53
8 20 25 89 18 93 55

The left column indicates the weight change aftexr month and the second left column indicates the
weight change after 3 months (upper panel) and d2ins (lower panel).

In Bold, the retained prediction based on the ragld¢JC for 3 and 12 months.

Abbreviations: PPV = positive predictive values,\N® negative predictive values, AUC = area under th
curve.



eTable 6: Overall metabolic parameters (left columhand comparison between early and non early weiglgainers.

First month weight

First month weight

Al gain<5% (n=288)  gain > 5% (n=63) P

Weight, kg

Baseline, mean (se) 69.24 (0.93) 70.1 (1) 65.47 (2.34) 0.03

A 3 months, mean (se) 2.81(0.31) 2.05 (0.32) 6.95 (0.62) <0.0001

A 12 months, mean (de) 4.37 (0.77) 3.73(0.8) 7.71(2.27) 0.03
Weight, %

A 3 months (%), mean (se) 4.34 (0.44) 3.12 (0.45) 11.07 (0.97) <0.0001

A 12 months (%), mean (&) 6.72 (0.94) 5.44 (0.91) 13.69 (3.12) 0.0045
BMI, kg/m2

Baseline, mean (se) 24.4 (0.31) 25 (0.35) 22.2 (0.59) 0.001

A 12 months, mean (de) 1.5 (0.26) 1.2 (0.26) 3.1(0.8) 0.01
Waist circumference, cm

Baseline, mean (se) 89 (0.83) 90 (0.91) 86 (1.97) 0.06

A 12 months, mean (e) 4(0.96) 4(1.02) 5(2.91) 0.7
HDL-Cholesterol, mmol/l

Baseline, mean (se) 1.39 (0.03) 1.38 (0.04) 1.44 (0.06) 0.2

A 12 months, mean ($e) -0.08 (0.03) -0.02 (0.03) -0.36 (0.07) 0.0001
Triglyceride, mmol/l

Baseline, mean (se) 1.4 (0.08) 1.42 (0.09) 1.33 (0.11) 0.9

A 12 months, mean (de) 0.3 (0.13) 0.06 (0.1) 1.46 (0.53) 0.004
Glucose, mmol/l

Baseline, mean (se) 5.2 (0.07) 5.22 (0.08) 5.13 (0.19) 0.2

A 12 months, mean (8e) 0.2 (0.15) 0.1 (0.16) 0.73 (0.25) 0.02
Blood pressure, mmHg

Baseline systolic (se) 124 (1.05) 124 (1.11) 122 (2.86) 0.5

A 12 months, mean (de) -0.71 (1.61) -0.22 (1.7) -3.11 (4.72) 0.8

Baseline diastolic (se) 77 (0.75) 77 (0.8) 76 (1.96) 0.6

A 12 months, mean ($e) -0.09 (1.4) -0.73 (1.5) 3.(3.84) 0.6

a p-value were calculated using Wilcoxon rank-surwieen both groups.

b Difference between baseline and 12 months values.
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eTable 7: Linear mixed effect model fitted on weighgain (%) over time.

Difference of weight change (%) betweeb% and p
>5% weight gain group (95%IC).
All samplé 6.4 % (3.6% to 9.0%) 0.0001
Gender stratificatioh
Men 6.6% (3.4% to 9.8%) 0.0002
Women 9.7% (6.9% to 12.5%) <0.0001
Age stratificatio:
Young K 25) 8.7 % (5.2% to 12.5%) <0.0001
Young adult (]25-45]) 7.3% (3.8% to 10.7%) 0.0001
Adult (]45-65]) 7.4% (2.0% to 13.1%) 0.0051
Elderly (> 65) 13.6% (5.6% to 18.8%) <0.01
Diagnostic stratificatioh:
Psychotic & schizoaffective disorder 7% (4.5% to 9.6%) <0.0001
Bipolar disorder & depression 9.1% (4.2% to 14.1%) 0.0006
Otheré 11.6% (3.9% to 19%) <0.0r
Medication stratificatioh:
Monotherapy 7 % (4.5% 10 9.4%) <0.0001
Polytherapy 7.7% (4.2% to 11.3%) <0.0001
Amisulpride & aripiprazole 6.6% (2.2% to 11.2%) 0.003
Mirtazapine & lithium & quetiapine & risperidone 8.4% (4.8% to 12.1%) <0.0001
Clozapine & olanzapine & valproate 7.4% (4.1% to 10.7%) <0.0001

“Results were obtained by fitting a linear mixed elazbntrolling for age, sex, time, baseline BMIrremt psychotropic drug, co-medication possibly
inducing weight gain, glucose levels, triglycerlideels, HDL levels .

PResults were obtained by fitting a linear mixed elazbntrolling for age, sex, time, and baseline BMipplicable.

‘Due to low number of observations, one hundred toaps were used for the analysis.

dOthers include the following diagnostics :anxietyug addiction, mental retardation, personalitydier, organic disorders.



eTable 8: Receiver operating parameters for an aatity > 30 minutes/day at month 1 predicting a weighgain at 3 and 12

months.

Weight change (%) at: PPV NPV Sensitivity Specificity ~ AUC

3 Months
5 36 58 54 53 54
10 15 83 53 51 52
15 5 94 55 51 53
12 Months
5 52 44 53 51 52
10 21 67 62 53 57
15 12 78 67 52 59

Upper panel indicates the weight increase at 3 hsoand the lower panel a
weight increase at 12 months.

Abbreviations: PPV = positive predictive values,\N® negative predictive
values, AUC = area under the curve.
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eTable 9: Receiver operating parameters for an appiée increase between baseline and one month pretiing a weight
gain at 3 and 12 months.

Weight change (%) at: PPV NPV Sensitivity Specificity ~ AUC

3 Months
5 36 59 28 67 47
10 19 84 35 69 52
15 5 93 25 68 47
12 Months
5 59 46 27 77 52
10 29 72 26 75 51
15 12 80 17 73 45

Upper panel indicates the weight increase at 3 hsoamd the lower panel a
weight increase at 12 months.

Abbreviations: PPV = positive predictive values,\N® negative predictive
values, AUC = area under the curve.
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eTable 10: Co-medication possibly inducing weightain® 2

Anti-diabetic drug :

pioglitazone rosiglitazone

Anti-histaminergic drug :

cinnarizine levocetirizine

Contraceptive drugs :

chlormadinone desogestrel ethinylestradiol
estradiol gestodene levonorgestrel
medroxyprogesterone norelgestromin

Psychotropic drugs §):

carbamazepine chlorprothixene clomipramine
flupentixol mianserine pregabalin

zuclopenthixol

¥ Investigated drugs (clozapine, olanzapine, ridpee, quetiapine,
aripiprazole, amisulpride, lithium, valproate anttazapine) are not
mentioned as co-medication if they are prescritseghanotherapy.
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920 patients monitored after
weight gain inducing
psychotropic drug introduction
(1257 follow-ups available)

y

663 patients monitored
(835 follow-ups available)

e

~

Excluding follow-ups with
missing baseline and one
month weights

y

486 patients monitored
(562 follow-ups available)

~

Excluding follow-ups with only
baseline and one month weights

4

412 patients monitored
(473 follow-ups available)

Excluding follow-ups with one
month weight recorded after
50 days

y

351 patients monitored
(407 follow-ups available)

Excluding non compliant patients

y

351 patients monitored
(351 follow-ups available)

eFigure 1: Flow chart for selection of patients.

Excluding shortest follow-ups
if several follow-ups available
for the same patient
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eFigure 2: Weight changes at 1 month (mean(se) 314pdays), 2 months (mean(se) 64(1.8) days), 3 mmn{mean(se)
102(2) days), 6 months (mean(se) 189(2.3) daysim@nths (mean(se) 278(3.7) days) and one year (mese)(393(7.1) days).
Red and blue box plots represent the patient’s obsgation with a first month weight gain of more than 5% and less or
equal to 5%, respectively. Dotted black line repremnts no weight change; red dotted line represent®bweight increase.
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