
 

Figure S1. Schematic representation of the Htt locus representing the different lines used in 

this study as well as the relative location and direction of the neo cassette and other locus 

elements. 

 



 

Figure S2. Validation of the frequency modeling methodology for comparison of 

intergenerational instability across different datasets. Left bar represents the frequencies 

observed within 50% of the B6J dataset (n=353), while the right bar represents the same dataset with 

frequencies modeled based on the remaining 50% (n=354) which was used as the reference dataset. 

No significant differences were observed.  

  



 

Figure S3. Magnitude of changes in paternal and maternal transmissions (HttQ80 and HttQ92) in 

JAX’s transmission data. Representation of CAG change for all maternal and paternal 

transmissions observed (dotted, black), in the HttQ80 and HttQ92 lines, as well as mean expansion 

(diamonds, red) and mean contraction (diamonds, green) values (see also Table 2 and Table 3). 

**p<0.01  

  



 

Figure S4. Relative frequency of stable and unstable transmissions by offspring sex in the 

JAX Htt CAG knock-in dataset. Breakdown of transmission frequency by expansions (red), 

contractions (green) and stable transmissions (blue) separated by offspring sex among paternal (A) 

and maternal (B) transmissions. 

 



 

  



 

 

Figure S5. Magnitude of changes segregated by offspring sex in paternal and maternal 

transmissions in JAX’s transmission data. Representation of CAG changes for all paternal (A) and 

maternal (B) transmissions observed (dotted, black) in the available lines, as well as mean 

expansions (diamonds, red) and mean contractions (diamonds, green). 

  



 

 

Figure S6. Relative frequency of stable and unstable (expansions, contractions) transmissions 

by paternal CAG size in JAX’s dataset. Breakdown of transmission frequency by expansions, 

contractions and stable transmissions using paternal CAG size as a continuous variable. Trend lines 

weighed by the total number of observed transmissions for each parental CAG length are 

represented as dotted lines. Bubble size is proportional to the total number of observed events. 

Events with null frequency (N=0) are considered for trend line weighing but are not depicted as 

bubbles. 

 



 

Figure S7. Frequency of changes and paternal CAG sizes across the six genetic backgrounds. 

(A) Frequency of expansions, contractions and stable transmissions across different strains in the 

CHGR breeding dataset (B) Parental CAG range among the six strains (boxes encompass 50% of 

total transmissions, whiskers represent minimum to maximum size). 



 

Figure S8. Distribution of parental CAG repeat size across paternal age at birth in the 

B6J.HttQ111 mice (113-153 CAGs; N=690 transmissions) in CHGR’s breeding dataset. 

  



 

Figure S9. Frequency of changes by paternal age at offspring birth (B6J background, CHGR 

dataset). Trend lines weighed by the total number of observed transmissions for each parental age 

are represented as dotted lines. Bubble size is proportional to the total number of observed events. 

Events with null frequency (N=0) are considered for trend line weighing but are not depicted as 

bubbles.



 

Table S1. Paternal and maternal transmission data for the different lines segregated by offspring sex in JAX’s breeding data. 

 



 

 

Table S2. 2 and p-values for offspring sex effect on the relative frequencies of contractions, 

expansions and stable alleles in the JAX Htt CAG knock-in dataset. 

  



 

Table S3. Characteristics of paternal CAG intervals and transmission frequency and 

magnitude in the neo+, neo- and adjusted datasets. 

 


