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S5 Fig. Timecourse of allele frequencies and population suppression (1-relative number
of females) for Designs 1-5 in non-target populations where the resistant allele is
present at 100%. (A-E) o and 3 are unlinked (solid lines) or linked (dashed lines). (F-J) B is
inserted as a neutral insertion into a neutral site (solid lines), haplo-sufficient essential gene
(dashed lines) or haplo-insufficient essential gene. (K-O) a and 8 are released in the same
males (solid lines) or different males (dashed lines).
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S6 Fig. Timecourses for Designs 3, 4 and 5 assuming pre-existing frequency of
resistance of 1%, where homing-associated loss-of-function mutations occur for each
component of each construct with probability 10e-3. For each design, the intact constructs
(a, blue solid lines and B, red solid lines) increase in frequency together, causing the relative
number of females (black dashed lines) to decline. For designs 3 and 4, loss-of-function
mutations at the X-shredder (a-XS, blue dashed-dotted lines) are selected for, replacing a (A,
C). Since a-XS is identical to «a in designs 1 and 2, the construct continues to reduce the
relative number of females. If the population is not eliminated, 8 is eventually replaced by the
resistant b allele and a-XS is replaced by the wild-type A allele, allowing the population to
recover. For design 5, loss-of-function mutations at the X-shredder (8-XS, red dashed-dotted
lines) are also selected for, but increases in frequency more slowly than the a-XS allele in
Designs 3 and 4, and the intact 8 construct persists longer. For all designs, loss-of-function
mutations at each of the other components (Cas-9, gRNAA and gRNAg) remain at low
frequency, having negligible impact on the efficacy of the designs (B, D, F).
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S7 Fig. Loss-of-function mutation rates of 10e-4 have minimal impact on the extent of
population suppression. Solid lines are for baseline conditions where constructs remain
intact after release, while dashed lines are for homing-associated loss-of-function mutations
occurring at each component of each construct with probability 10e-4.
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