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Note S1

Following Scheme 2,

Ky =[Bl/[A], = [B] =[A]K, (1)
Ki"=[BT[A] = [B]=[A] K/ 2)
K, = [BHJ/[AH] = [BH] = [AH] K, 3)
K,;'=[B'H]/[AH] = [B'H] = [AH] K’ “)
Further, Kg = [BH]/[B][H] = [BH] = Kg[B][H] 5)
Ka =[AHI/[A][H] = [AH] = KA[A][H] (6)
Kg = [B'HI/[B'][H] = [B'H] = Kg[B'][H] (N
Also from Scheme 2, KgK; = KK ()
and KxK," = K;'Kp' )

From eq. 8 and 9, it follows that for Kg > Ky, K; > K and for Kg> Ka, Ky’ > K’ (10)



For all the above equations, [A] = RFjactam, A, [B] = RFjactim, B, [B'] = RFjaciim, - and [H] = [CB7]

The observed binding constant is given as,

_ [BH] +[AH]+[B'H] (11)
“ ([B]+[A]+[B'D[H]
LK. - Ky [BI[H]+ K, [A][H]+ Ky [B'][H]
o ([B]+[A]+[B'DIH]
Or K, = K;K,+K, +I’<B,K; (12)
K, +1+K]
Alternatively using eqs. 3 and 4,
:(K2+1+K'2)KA (13)

obs K, +1+K/
Since from eq. 10, K; + K" > K + K{’, so it follows that Kgps > Ka.
In other words, the preferential binding of CB7 with the lactim forms, leads to a larger
conversion between the complexed lactam form to the complexed lactim forms ([AH] to [BH]
and [B'H]), and the observed binding constant is thus expected to be larger than the binding

constant for the pure lactam form.



