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PACE-evolved Cas9 + RT
• WT Cas9 + MMLV RT[T128N + V223A]
• WT Cas9 + MMLV RT[V19I + A32T + D200Y]
• WT Cas9 + MMLV RT[D200S + V223A + E346K + W388C]
• WT Cas9 + MMLV RT[S60Y + V223A + N249S]
• WT Cas9 + MMLV RT[P111L + V223A + T287A + G316R]
• WT Cas9 + MMLV RT[S60Y + G138R + V223A]
• WT Cas9 + MMLV RT[S60Y + Y222F + V223A + K445N]
• WT Cas9 + MMLV RT[S60Y + C157F + V223A + T246I]
• Cas9[R753G] + WT MMLV RT
• Cas9[R753G] + MMLV RT[S60Y + C157F + V223A + T246I]

FIG. 27B

FIG. 27

napDNAbp RT Prime Editor Fusion Protein
(e.g., PE2)

Engineered or Variant
Prime Editor Fusion Proteinvariant napDNAbp variant RTand/or

Engineering Strategies to Generation PE Variants

PACE/PANCE evolution RT homolog replacement
PACE/PANCE evolution
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PE2 replaced with alternate RT domains

•      PE2 using Tf1 RT
•      PE2 using MMLV-WT RT
•      PE2 using AVIRE RT
•      PE2 using BAEVM RT
•      PE2 using GALV RT
•      PE2 using KORV RT
•      PE2 using MPMV
•      PE2 using POK11ERV RT
•      PE2 using SRV2 RT
•      PE2 using MMTV RT

•      PE2 using PERV RT
•      PE2 using Er RT
•      PE2 using Rs09415 RT
•      PE2 using ASLV RT
•      PE2 using Vp96 RT
•      PE2 using Vc95 RT
•      PE2 using Ne144 RT
•      PE2 using Gs RT
•      PE using Ec48 RT
•      PE2 using HIV + MMLV RT

FIG. 28
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