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*********PPPPPPPP* .01 ***.0.01 ***01 ***01 **<.<<<< *PPPPPP* .001. Cont001. Cont.001. Cont001. Cont. Control group srol group srol group srol group srol group significantlignificanignificantlignificantlignificantly differed y differed y differedy differed y differed from all otfrom all otfrom all otfrom all otfrom all other groups her groupsher groupsher groupsher groups (((((<.<<.<< PPPPPPPP .001). Con.001). Con001). Con001). Con001). Concentrationscentrationscentrationscentrationscentrations: Halo 1, mHalo 1: Halo 1, m: Halo 1, m: Halo 1, mg/kg; Luma,g/kg; Luma,g/kg; Luma,g/kg; Luma,g/kg; Luma, 6 mg/kg.mg/kg6 mg/kg6 mg/kg.6 mg/kg<.<<<.<
Halo, halopHalo, halopHalo, halopalo, halopalo, haloperidol; Lumridol; Lumeridol; Lumeridol; Lumeridol; Luma,aaaa, umateperonumateperonumateperonumatepermateperoneeeeeluluuu Veh, vehiVeh, vehiVeh, vehiVeh, vehiVeh, vehicle.cle.cle.cle.cle.; V;;;

************PPPPPPP** .001 ****001.001 ****001 ****.001 ****<.<.<< PPPPPPP .0001. Con.0001. Con.0001. Con0001. Con0001. Concentrationscentrationscentrationsentrationscentrations: Ari, 3 mg: Ari, 3 mg: Ari, 3 mg: Ari, 3 mg: Ari, 3 mg/kg; Brex, kg; Brex,/kg; Brex, /kg; Brex, /kg; Brex 10 mg/kg; C10 mg/kg; C10 mg/kg; C0 mg/kg; C10 mg/kg; Cari, 3 mg/kari, 3 mg/kari, 3 mg/kari, 3 mg/kari, 3 mg g; Halo, 1 Halo, 1 g; Halo, 1 g; Halo, 1 g; Halo mg/kg; Lumamg/kg; Lumamg/kg; Lumakg; Lumamg/kg; Luma, 6 mg/kg., 6 mg/kg., 6 mg/kg.mg/, 6 mg/kg<.<.<<<
Ari, aripipAri, aripipAri, aripipAri, aripipAri, aripiprazole; Brerazole; Brerazole; Brerazole; Brerazole; Brex, brexpiprx, brexpiprx, brexpiprx, brexpiprx, brexpip azole; Cariazole; Cariazole; Cariazole; Cariazole; Cari, caripra, cariprazi, cariprazi, cariprazi, caripraz ne; Halo, hne; Halo, hne; Halo, hne; Halo, hne; Halo, haloperidol;aloperidol;peridol;aloperidolaloperidol; Luma, Luma,Luma LumLuma, umateperonmateperonumateperonumateperonumateperoneeeeeluluuu Veh, vehVeh, vehiVeh, vehiVeh, vehieh, veh cle.cle.cle.cle.cle.; VV; ; 

ConcentratiConcentratiConcentratiConcentratiConcentrations: Halo, ons: Halo, ns: Halo,ons: Halo, ons: Halo 1 mg/kg; Lu1 mg/kg; Lu1 mg/kg; Lu1 mg/kg; L1 mg/kg; L ra, 1 mg/kgra, 1 mg/kg1 mgra, 1 mg/kgmg/kg (darker gr(darker g(darker gr(darker gr(darker grey) or 3 mgey) or 3 mgey) or 3 mgey) or 3 mgey) or 3 mg/kg (lighte/kg (lighte/kg (lighte/kg (lighte/kg (lighter grey);r grey)r grey) grey)rey QuetQuetQuetQuetQueQQQQQ 5 mg/kg (5 mg/kg (5 mg/kg (5 mg/kg (5 mg/kg (darker greydarker greyarker greydarker greyarker grey) or 10 mg/) or 10 mg/or 10 mg/) or 10 mg/) or 10 mg/kg (lighterkg (lighterkg (lighterkg (lighterkg (lighter grey).grey). grey) grey) grey)., 5,,,
Halo, halopHalo, halopHalo, halopalo, haloalo, haloperidol; Lumridol; Lumeridol; Lumeridol; Lumeridol; Luma,aaa,a umateperonumateperonmateperonumatepermateperoneeeeeluluuu Lura, lurLura, lurLura, lurLura, lurLura, lu asidone; sidasidone; asidone;asidone; ; ;;; QuetQuetQuetQuetQueQQQQ quetiapinquetiapinquetiapinquetiapinquetiapine; Veh, vehVeh, vehe; Veh, vehe; Veh, vehe; Veh, vehiclicle.icle.icle.icle., q, qq,
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FigureFigureFigureFigureigure 1 . E1 . E1 . 1 . Effectsffectsffectsffectsects of Doof Doof Doof Doof D paminepaminepaminepaminepamine DDDDD 22222 RR

AC, adenylyAC, adenylyAC, adenylyAC, adenylyAC, aden l cyclase; l cyclase;  cyclasel cyclase; l cyc AMPcAMPcAMPcAMPcAMPccccc cyclic adcyclic adyclic adcyclic adcyclic adenosine enosine enosineenosinenosi, c, ccc,
monophosphamonophosphamonophomonophosphaonophosphate (cat); Pte (cat); Pte (cat); Pte (cat); Pte ( KA, proteinKA, proteinKA, proteiA, proteinA, protein kinase A; kinase A;kinase A;kinase Akinase A; 
S40, serineS40, serineS40, serineS40, seriS40, serin 40; TH, ty40; TH, tyTH, ty40; T40; TH, tyrosine hydrrosine hydrrosine hydrrosine hyrosine hyd oxylase.oxylase.oxylaseoxylasexylas

Panel APanel APanel APanel APanel A :: ::: AntagonAntagonAntagonAntagonAntagonist binist binist binist binist binding (1ding (1ding (1ding (1ding (1) ) )AAAAA
blocks blocks blocks blocks blocks the northe northe northe northe normal inhmal inhmal inhmal inhmal inhibitionibitionibitionibitionbition of AC of AC of AC of AC of AC 
activitactivitactivitactivitactivi y (2),y (2),y (2),y (2)y (2), resultiresultiresultiresultresult ng in ang in ang in ang in ang in an nn nn
increasincreasincreasincreasncrease in foe in foe in fe in foe in formationrmationrmationmationrmation of ofof ofof AMPcAMPcAMPcAMPcAMPccAcAcAcc ,,,,,
activatactivatactivatactivatactivation of on of ion ofion of on of PKA (3)PKA (3)PKA (3)PKA (3)KA (3) and andandandand
phosphophosphophosphophosphophosphorylatiorylatiorylatiorylatiorylation of THn of Tn of THn of THn of T at S40at S40t S40S40S40 
(4), wh(4), wh(4), wh(4), wh(4), which proich proich proich proich promotes cmotes cmotes cmotes cmotes conversionversionversionversonversion on on onon
of tyroof tyroof tyroof tyroof tyrosine tosine tosine tosine tosine to LLLLL --DOPA anDOPA anDOPA anDOPA anDOPA anddddDDDD
dopamindopamindopamidopamindopamine biosye biosye biosye biosye biosynthesisnthesisnthesisnthesisnthesis rate (rate (rate rate (rate (5).5).5).5).5)

Panel BPanel BPanel BPanel Banel :::: AgonistAgonistAgonistAgonistAgonist bindinbindinbindinbindinbindi g (1) g (1)g (1)g (1)g (1AAAA
enhanceenhanceenhanceenhanceenhances the ns the ns the ns the ns the normal iormal iormal iormal iormal nhibitinhibitinhibitihibitinhibition of on of on of on of on of 
AC actiAC actAC actAC actiAC activity byvity byvity byvity byvity by the Dthe Dthe Dthe Dthe D 22222 receptoreceptoreceptoeceptoreceptor (2), r (2),r (2),r (2),r (2),rr2
resultiresultiresultiresultiresult ng in ang in ang in ang in ag decreadecreadecreadecreadecrease inse inse inse inse in
formatiformatiformatirmatiformation of on ofon of on of n o AMPcAMPcAMPcAMPcAMPccAcAcAcAc reducreducreducedureduced ed ededed, r, r, r,
PKA actPKA actPKA actPKA actPKA activity (ivity (ivity (ivity (ivity (3) and 3) and 3) and 3) and 3) and reducedreducedreducedreducedreduced 
phosphophosphophosphophosphophosphorylatiorylatiorylatiorylatiorylation of THn of Tn of THn of THn of at S40at S40S40S40at S40 (4), (4)(4)(4)(4)
leadingleadingleadingleadingeading to a rto a ro a rto a o a eductioeductioeductioeductioduction in thn in tn in thn in thn in t e ee ee
drivingdrivingdrivingdrivingdriving forceforceforce force force for confor confor confor confor conversionversionversionversionversion of ofofofof
tyrosintyrosintyrosintyrosintyrosine to Le to Le to e to Le to L -DOPA anDOPA anDOPA anDOPA anDOPA and dopamd dopamd dopamd dopamd dopamine ineine ine ineDDDD
biosyntbiosyntbiosyntbiosyntbiosynthesis rhesis rhesis rhesis resis rate (5)ate (5)ate (5)ate (5)ate (5)..

Table Table Table able able 1. Dru1. Dru1. Dru1. Dru Drugs andgs andgs andgs andgs and AntibAntibAntibAntibAntibodiesodiesodiesodiesodie
DrugsDrugsDrugsDrugsDrugs ManufacManufacManufacManufacManufacturerturerturerturerturer

LumatepLumatepLumatepumatepumate erone (erone (eroneerone (erone (ITITITITIT --007)007)007)007)007)000000000 As a As a As aAs aAs a osylatosylatosylatosylatosylateeeetototto salt, psalt, psalt, psalt, psalt, providedrovidedrovidedrovidedrovided by theby theby they theby the MediciMedicMediciMedicMedicinal Chenal Chenal Chenal Chenal Chemistry mistrymistry mistry mistry group agroup agroup agroup agroup at Intrat Intrat Intrat Intrat Intsssss --CellulaCellulaCellulaCellulaCellular Therar Therar Therar Therar Therapies, apies, apies, apies, apies, a JohnsoJohnsoJohnsoJohnsoJohnson & John & John & John & John & Jo nson conson conson conson conson company (mpany (mpany (mpany (mpany (lot #13lot #13lot #13lot #13lot # 337075)337075)337075)37075)337075CCCCCC

HaloperHaloperHaloperHaloperHaloperidol (Hidol (Hdol (Hidol (Hidol (H1512)1512)1512)512)1512)
LurasidLurasidLurasidurasidLurasidone hydone hydone hydone hydone hydrochlorrochlorrochlorrochlorrochloride (#Sde (#Side (#Side (#Side (#SML2069)ML2069)ML2069)ML2069)ML2069)  ObtaineObtaineObtaineObtaineObtained from d from d from d fromd from SigmaSigmaSigmSigmaSigma ---AldrichAldrichAldrichAldrichdrichAAAAAAA

(((((- QuinpQuinpQuinpQuinpQuinpirole hirole hirole hirole hrole hydrochlydrochlydrochlydrochlydrochloride (oride (oride (oride (oride (#1061)#1061)#1061)#1061)#1061)))) ))
AripiprAripiprAripiprAripiprAripiprazole (azoleazole (azole (azole #5584) #5584)#5584) #5584) #5584)
QuetiapQuetiapQuetiapQuetiapQuetiapine ine ineineine hemifumemifumemifumemifumemifumerateerateerateerateeratehhhhh #4735)#4735)#4735)#4735)#4735)  (((((

ObtaineObtaineObtaineObtaineObtained from d fromd from d fromd from BioTechBioTechBioTechioTechoTechneneneneneBBBBB (((((TocriTocrisocrTocrisocrisTTTT )))))

BrexpipBrexpipBrexpipBrexpipBrexpiprazole razolerazolerazolerazole ObtaineObtaineObtaineObtaineObtained from d from d from d fromd from AdvanceAdvanceAdvanceAdvanceAdvanced d ddd ChembloChembloChemblohemblohemblocksckscksckscksCCCCC #I#I#I#I#I((((( -9700)9700)9700)9700)9700)99999999

CaripraCaripraCaripraCaripraCariprazine hyzine hyzine hyzine hyzine hydrochlodrochlodrochlodrochlodrochlorideriderideideride ObtaineObtaineObtaineObtaineObtained from d from d from d fromd from MedChemMedChemMedChemMedChemedChemExpressExpressExpressExpressExpressMMMMM #HY#HY#HY##H((((( --14763A)14763A)4763A)14763A)14763A)111111

AntibodAntibodAntibodAntibodAntibodiesiesiesiesies ManufacManufacManufacManufacManufacturerturerturerturerturer

PhosphoPhosphoPhosphoPhosphoPhospho -- yrosinyrosinyrosinyrosinyrosine hydroe hydroe hydroe hydroe hydroxylase xylase xylase xylase xylase (Ser40)(Ser40)(Ser40)(Ser40)(Ser40)tyttyttttt ObtaineObtaineObtaineObtaineObtained from d fromd from d fromd from Cell SiCell SCell SCellCell S gnalinggnalingnalinggnalinggnaling (#2791(#2791(#2791(#2791#2791S); dilS); dilS); dilS); diS); dilution 1ution 1ution 1ution 1ution 1:750:750:750:750:750

Total aTotal aTotal aTotal aotal antintintintint - yrosinyrosinyrosinyrosinyrosi e hydroe hydroe hydroe hydroe hydroxylase xylase xylase xylase xylase antibodantibodantibodantibodantibody yy yytyttytyttt ObtaineObtaineObtaineObtaineObtained from d from d from d fromd from Abcam (Abcam (Abcam (Abcam (Abcam (ab76442ab76442ab76442ab76442ab76442); dilu); dilu); dilu); dilu); dilution 1:tion 1:tion 1:tion 1tion 1:2,0002,0002,0002,002,000

LoadingLoadingLoadingoadingLoading controcontrocontrocontrocontrol: GAPDl: GAPDl: GAPDl: GAPDl: GAPDH, vincH, vincH, vincH, vincH, vinculin, oulin, oulin, oulin, oulin, or rrrr --actinactinactinctinactinaaaaa ObtaineObtaineObtaineObtaineObtained from d from d from d fromd from Cell SiCell SCell SCellCell gnalinggnalinggnalinggnalingnaling: GAPDH: GAPDH: GAPDH: GAPDH: GAPDH (#2118(#2118(#2118#2118#2118; 1:15; 1:15,; 1:15,; 1:15,; 1:15 000), v000), v000), v000), v000), vinculininculininculininculininculin (#1390(#1390(#1390(#1390(#13901; 1:2,1; 1:2,1; 1:2,1; 1:2,1; 1:2,000), 000),000),000),000), --actin (actin (actin (actin (actin (#4967; #4967; #4967; #4967; #4967; (1:15,0(1:15,0(1:15,0(1:15,0(1:15,000)00)00)0000aaaaa

Full doFull doFull doull doull dopamine pamine pamine pamine pamine DDDDD 222222
receptoreceptoreceptoreceptoreceptor agonir agonr agonir agonr agonist st stst t QuinpirQuinpirQuinpirQuinpQuinpirole hydole hydole hydole hydole hydrochlorrochlorrochlorrochlorrochloride (1 ide (1 ide (1 ide (1 ide (1 or 2 mgor 2 mgor 2 mgor 2 mgor 2 mg/kg)/kg)/kg)/kg)/kg)

DDDDD22222 partialpartialpartialpartialpartialp2
agonistagonistagonistagonistagonists ss s s

AripiprAripipAripiprAripiprAripiprazole (azole (azole (azole (azole 3 mg/kg3 mg/kg3 mg/kg3 mg/kg3 mg/kg)))) 77777

CaripraCaripraCaripraCaripraCariprazine (3zine (3zine (3zine (3zine (3 mg/kg)mg/kg)mg/kg)mg/kg)mg/kg) 1111111

BrexpipBrexpipBrexpipBrexpipBrexpiprazole razole razole razole azole (10 mg/(10 mg/(10 mg/10 mg/(10 mg/kg)kg)kg)kg)kg) 2222112121212

LumatepLumatepLumatepumatepumateperone (erone (erone (erone (erone (6 mg/kg6 mg/kg6 mg/kg6 mg/kg6 mg/kg))))) 77777
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