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Supplementary materials
Fig. S1 Plots of transverse TT distributions during the 36 months before clozapine initiation for the whole population (n = 287) with hospitalizations and symptomatic other psychotropic drugs treatment deliveries (n = 287)
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Legend: Each month prior to clozapine initiation is represented on the x-axis from the first month of the follow-up period (M1 - left) to the last month before clozapine initiation (M36 – right). The y-axis represents the percentage of individuals under successive TTs, from yellow (1st TT) to dark blue (8th TT). Dark grey represents the percentage per month of hospitalized individuals, and clear grey represents the percentage of individuals with deliveries of symptomatic other psychotropic drugs treatment without a TT. The white represents the absence of reimbursement for an aetiologic effective treatment.
 

Fig. S2 Plots of transverse TT distributions during the 36 months before clozapine initiation by cluster with hospitalizations and symptomatic other psychotropic drugstreatment (n = 3)by 3 clusters
[image: C:\Users\elaforgue\Desktop\d9a0d3f3-dc7f-4939-86b9-1ca733e931f3.png]
 Legend: For each cluster, each month prior to clozapine initiation is represented on the x-axis from month 1 (M1) to the last month (M36) prior to clozapine initiation. The y-axis represents the percentage of individuals under successive TTs, from yellow (1st TT) to dark blue (8th TT). The white represents the absence of reimbursement for an aetiologic treatment. For Cluster 1: n = 133; Cluster 2: n = 51, Cluster 3: n = 103. Dark grey represents the percentage per month of hospitalized individuals, and clear grey represents the percentage of individuals with deliveries of symptomatic non-effective treatment without a TT. The white represents the absence of reimbursement for an aetiologic effective treatment.
 

Fig. S3 Plots of transverse TT distributions during the 36 months before clozapine initiation for the population between 3 and 10 years after disease registration (n = 79)
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Legend: Each month prior to clozapine initiation is represented on the x-axis from month 1 (M1) to the last month (M36) prior to clozapine initiation. The y-axis represents the percentage of individuals under successive TTs, from yellow (1st TT) to dark blue (8th TT). The white represents the absence of reimbursement for an aetiologic effective treatment.




Fig. S4 Plots of transverse TT distributions during the 36 months before clozapine initiation by cluster for the population between 3 and 10 years since disease registration (n = 3)by 3 clusters
[image: ]
Legend: For each cluster, each month prior to clozapine initiation is represented on the x-axis from month 1 (M1) to the last month (M36) prior to clozapine initiation. The y-axis represents the percentage of individuals under successive TTs, from yellow (1st TT) to dark blue (8th TT). The white represents the absence of reimbursement for an effectiveaetiologic treatment. For Cluster 1: n = 32/79 (41%); Cluster 2: n = 31/79 (39%), Cluster 3: n = 16/79 (20%).



Fig. S5 Plots of transverse TT distributions during the 36 months before clozapine initiation for the population over 10 years after disease registration (n = 123)
[image: ][image: ]
Legend: Each month prior to clozapine initiation is represented on the x-axis from month 1 (M1) to the last month (M36) prior to clozapine initiation. The y-axis represents the percentage of individuals under successive TTs, from yellow (1st TT) to dark blue (8th TT). The white represents the absence of reimbursement for an effectiveaetiologic treatment.



Fig. S6 Plots of transverse TT distributions during the 36 months before clozapine initiation  by cluster for the population over 10 years since disease registration by 3 clusters (n = 3)
[image: ]
Legend: For each cluster, each month prior to clozapine initiation is represented on the x-axis from month 1 (M1) to the last month (M36) prior to clozapine initiation. The y-axis represents the percentage of individuals under successive TTs, from yellow (1st TT) to dark blue (8th TT). The white represents the absence of reimbursement for an effectiveaetiologic treatment. For Cluster 1: n = 27/123 (22%); Cluster 2: n = 76/123 (62%), Cluster 3: n = 20/123 (16%).


[bookmark: _GoBack]Table S7. Details of other psychotropic drugs dispensed (at least one dispensation) during the 36 months before clozapine initiation for the three clusters.
                            
                                     Cluster 1     Cluster 2    Cluster 3           
                                     (n = 129)     (n = 51)     (n = 101)        
  
  ACAMPROSATE = yes (%)               1 ( 0.8)     0 ( 0.0)     0 ( 0.0) 
  AGOMELATINE = yes (%)               0 ( 0.0)     1 ( 2.0)     1 ( 1.0) 
  ALPRAZOLAM = yes (%)               38 (29.5)    18 (35.3)    30 (29.7) 
  AMITRIPTYLINE = yes (%)             5 ( 3.9)     1 ( 2.0)    10 ( 9.9) 
  BIPERIDENE = yes (%)                6 ( 4.7)     2 ( 3.9)     5 ( 5.0) 
  BROMAZEPAM = yes (%)               11 ( 8.5)     2 ( 3.9)    14 (13.9) 
  BUPRENORPHINE = yes (%)             0 ( 0.0)     3 ( 5.9)     2 ( 2.0) 
  BUSPIRONE = yes (%)                 1 ( 0.8)     0 ( 0.0)     1 ( 1.0) 
  CARBAMAZEPINE = yes (%)             5 ( 3.9)     2 ( 3.9)     1 ( 1.0) 
  CHLORPROMAZINE = yes (%)            2 ( 1.6)     1 ( 2.0)     2 ( 2.0) 
  CITALOPRAM = yes (%)                2 ( 1.6)     1 ( 2.0)     3 ( 3.0) 
  CLOBAZAM = yes (%)                  3 ( 2.3)     2 ( 3.9)     3 ( 3.0) 
  CLOMIPRAMINE = yes (%)              4 ( 3.1)     4 ( 7.8)     4 ( 4.0) 
  CLONAZEPAM = yes (%)                3 ( 2.3)     1 ( 2.0)     0 ( 0.0) 
  CLORAZEPATE POTASSIQUE = yes (%)   19 (14.7)     8 (15.7)     9 ( 8.9) 
  CYAMEMAZINE = yes (%)              31 (24.0)    19 (37.3)    40 (39.6) 
  DIAZEPAM = yes (%)                 35 (27.1)    13 (25.5)    30 (29.7) 
  DISULFIRAM = yes (%)                0 ( 0.0)     1 ( 2.0)     1 ( 1.0) 
  DOXEPINE = yes (%)                  1 ( 0.8)     0 ( 0.0)     1 ( 1.0) 
  DULOXETINE = yes (%)                9 ( 7.0)     4 ( 7.8)     1 ( 1.0) 
  ESCITALOPRAM = yes (%)             19 (14.7)     7 (13.7)    11 (10.9) 
  ESTAZOLAM = yes (%)                 0 ( 0.0)     0 ( 0.0)     2 ( 2.0) 
  ETHYLE LOFLAZEPATE = yes (%)        0 ( 0.0)     0 ( 0.0)     1 ( 1.0) 
  ETIFOXINE = yes (%)                 1 ( 0.8)     0 ( 0.0)     1 ( 1.0) 
  FLUOXETINE = yes (%)                6 ( 4.7)     2 ( 3.9)     2 ( 2.0) 
  GABAPENTINE = yes (%)               1 ( 0.8)     0 ( 0.0)     2 ( 2.0) 
  HYDROXYZINE = yes (%)              16 (12.4)     5 ( 9.8)    14 (13.9) 
  LAMOTRIGINE = yes (%)               6 ( 4.7)     6 (11.8)     4 ( 4.0) 
  LEVETIRACETAM = yes (%)             1 ( 0.8)     2 ( 3.9)     1 ( 1.0) 
  LEVOMEPROMAZINE = yes (%)           5 ( 3.9)     4 ( 7.8)    10 ( 9.9) 
  LITHIUM = yes (%)                  12 ( 9.3)     9 (17.6)     7 ( 6.9) 
  LOPRAZOLAM = yes (%)                2 ( 1.6)     1 ( 2.0)     2 ( 2.0) 
  LORAZEPAM = yes (%)                15 (11.6)     6 (11.8)     7 ( 6.9) 
  LORMETAZEPAM = yes (%)             14 (10.9)     8 (15.7)    13 (12.9) 
  LOXAPINE = yes (%)                 55 (42.6)    27 (52.9)    40 (39.6) 
  METHADONE = yes (%)                 0 ( 0.0)     0 ( 0.0)     1 ( 1.0) 
  MIANSERINE = yes (%)               11 ( 8.5)     4 ( 7.8)     9 ( 8.9) 
  MILNACIPRAN = yes (%)               0 ( 0.0)     0 ( 0.0)     1 ( 1.0) 
  MIRTAZAPINE = yes (%)              17 (13.2)     5 ( 9.8)     8 ( 7.9) 
  NALMEFENE = yes (%)                 2 ( 1.6)     1 ( 2.0)     1 ( 1.0) 
  NALTREXONE = yes (%)                1 ( 0.8)     1 ( 2.0)     1 ( 1.0) 
  NICOTINE = yes (%)                  5 ( 3.9)     6 (11.8)    11 (10.9) 
  NORDAZEPAM = yes (%)                1 ( 0.8)     0 ( 0.0)     0 ( 0.0) 
  OXAZEPAM = yes (%)                 24 (18.6)    16 (31.4)    18 (17.8) 
  OXCARBAZEPINE = yes (%)             0 ( 0.0)     1 ( 2.0)     0 ( 0.0) 
  PAROXETINE = yes (%)               16 (12.4)     6 (11.8)    11 (10.9) 
  PIPAMPERONE = yes (%)               2 ( 1.6)     0 ( 0.0)     0 ( 0.0) 
  PRAZEPAM = yes (%)                 10 ( 7.8)     3 ( 5.9)     9 ( 8.9) 
  PREGABALINE = yes (%)               2 ( 1.6)     1 ( 2.0)     2 ( 2.0) 
  PRIMIDONE = yes (%)                 1 ( 0.8)     0 ( 0.0)     0 ( 0.0) 
  PYRIDOSTIGMINE = yes (%)            0 ( 0.0)     0 ( 0.0)     2 ( 2.0) 
  RIVASTIGMINE = yes (%)              1 ( 0.8)     0 ( 0.0)     0 ( 0.0) 
  SERTRALINE = yes (%)               13 (10.1)     4 ( 7.8)     2 ( 2.0) 
  SULPIRIDE = yes (%)                 1 ( 0.8)     0 ( 0.0)     0 ( 0.0) 
  TETRABENAZINE = yes (%)             0 ( 0.0)     1 ( 2.0)     0 ( 0.0) 
  TIANEPTINE = yes (%)                1 ( 0.8)     0 ( 0.0)     0 ( 0.0) 
  TIAPRIDE = yes (%)                  1 ( 0.8)     2 ( 3.9)     0 ( 0.0) 
  TOPIRAMATE = yes (%)                0 ( 0.0)     1 ( 2.0)     0 ( 0.0) 
  TRIHEXYPHENIDYL = yes (%)          30 (23.3)    17 (33.3)    25 (24.8) 
  TROPATEPINE = yes (%)              63 (48.8)    24 (47.1)    46 (45.5) 
  VALPROIQUE ACIDE = yes (%)         20 (15.5)    17 (33.3)    15 (14.9) 
  VALPROMIDE = yes (%)               10 ( 7.8)     6 (11.8)    17 (16.8) 
  VENLAFAXINE = yes (%)              14 (10.9)    10 (19.6)    16 (15.8) 
  VORTIOXETINE = yes (%)              2 ( 1.6)     2 ( 3.9)     5 ( 5.0) 
  ZOLPIDEM = yes (%)                 24 (18.6)     3 ( 5.9)    11 (10.9) 
  ZOPICLONE = yes (%)                44 (34.1)    18 (35.3)    35 (34.7) 
  ZUCLOPENTHIXOL = yes (%)           15 (11.6)     6 (11.8)     6 ( 5.9)
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