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Supplementary Figure 2: Impairments in adaptation of sensitized fear in CB1+
mice are independent from extinction of contextual fear.

{a) Experimental procedure: CB1-- (M, n = 8) and CB1™* (0O, n = 8) were sensifized
with a single footshock in the condifioning chamber, and repeatedly re-exposed fo the
condiioning chamber for 3 min without tone or footshock presentation atdays 1, 2, 3, 6,
13 and 20 after the sensitization procedure, At days 29 (d29) and 34 (d34), mice were
exposed to 3-min tones of 95 dB in the test contexd. (b) Freezing in the conditioning
chamber in absence of tone presentation. With repeated contast exposure, CB1-" mice
initially showed significantly more contextual freezing than wild-type conlrols. However,
thesa differences disappeared lowards day 20 (statisics not shown). (¢) Freezing fo a
tone of 85 dB at d29 and d34. Although the difierences in contextual freezing between
the two genotypes disappeared fowards the end of context exposures, CB1" froze
significantly more fo the tone both at d29 (Genotype: F, ; = 22.0, P < 0.001; Genolype
x Inferval: Fyp = 2.2, P = 0.036) and at d34 (Genofype: F, ,, = 178.0, P < 0.0001). ltis
of note that one CB1-- mouse died during fone presentafion because of an audiogenic
seizure. Together with the data of the freezing response o the context, these data
indicate that freezing to the fone does not simply reflect generalized contextual fear. (d)
Development of the freezing response fo the tone from d29 to d34. The highly
significant differencas in lone freedng betwaen CB1* and CB1%* became evident also
if the development of the tolal freezng response from day 28 to day 34 was considered
(Genotype: F, ,, = 137, P <0.0001; Genolype x Day ineraction: F, ,, = 5.7, P = 0.036).

The significant interaction of the two main factors relates to the fact that CB1**, but not
CB1", showed a decrease in freezing from day 29 to day 34 (statistics not shawn).

Data were normalized either to 20-s (c), or to 60-5 (b) or o 3-min (d) obseration
intervals. * P <005, * P<0.01, **P < 0001 vs. CB1"* (2-way ANOVA for repeated
measurements, followed by Newman-Keuls post-hoc test).
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