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Fig. S1 E�ect of low dose L-DOPA (1mg/kg) and dicyclomine on LID
Mice were rendered dyskinetic with L-DOPA/ Benserazide (3mg/kg/ 10 mg/kg) and on day 34 were tested with
low dose L-DOPA (1mg/kg) (A,C,F). Thereafter, L-DOPA (3mg/kg) was injected for 2 more days, after which
L-DOPA (1mg/kg) and the M1 muscarinic receptor antagonist dicyclomine (45 mg/kg) were co-injected with
L-DOPA and LID was assessed (B,D,E,G). N=7. Graphs show mean values +/- SEM. Statistical analysis was performed
using Student’s t-test for (A (p<0.05), B (p=0.1) and 2-way ANOVA (E�ect of genotype C: F(1,72)=14.1, p=0.0003,
D: F(1,72)=10.15, p<0.005; F: F(1,72)=7.46, p<0.01; G: F(1,72)=2.14). Sidak’s multiple comparisons post-test
(***, p<0.001;**, p<0.01, *,p<0.05).
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Fig. S2  Immunohistochemical analysis of pERK in the STN.
Scheme of the localisation of the STN in mouse coronal sections (A). Coronal slices comprising the midbrain region from 
WT and Drd5-KO mice  were used for IHC with pERK  and ChAT antibodies after chronic L-DOPA/Benserazide (3mg/kg/10mg/kg, i.p.) 
(B,C). Quanti�cation: For analysis, slices were randomaly assigned a hemispere  (D), or higher values of the pairs (left or right sides) 
were compounded and plotted (E).  None of these anlyses resulted in a signifcant di�erence between hemispheres or genotypes.
Graphs show mean values +/- SEM. Statistical analysis was performed using  2-way ANOVA (N=7).
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Fig. S3.  Immunohistochemical analysis of pERK after acute L-DOPA.
Coronal striatal slices from WT and Drd5-KO mice  acutely treated with L-DOPA/Benserazide (3mg/kg/10mg/kg, i.p.),
were used for IHC with pERK  and ChAT antibodies (A). Quanti�cation thereof (B, C). Scale bar 100 μm, arrows point to CINs.
Graphs show mean values +/- SEM. Statistical analysis was performed using 2-way ANOVA,****, P<0.0001 (N=6).
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Fig. S4. Immunohistochemical analysis of coronal dorsolateral striatal slices from WT and 
Drd5-KO mice after chronic L-DOPA/Benserazide (3mg/kg/10mg/kg, i.p.) using pan-pPKA 
substrate (A) and pHisH3 antibodies (B). Scale bars 100 μm.
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