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Table S1. Thermodynamic parameters of pPSPXF-BRCT(BRCA1) interactions derived from

ITC studies

. Temperature Kax 105 -AG2 -AH -TAS2
Peptide N

(K) (M-1) (kcal/mol) (kcal/mol) (kcal/mol)
1 298 097+0.01 399+0.12 7.61+0.03 13.76+0.13 6.13+0.03
1 301 0.82+0.01 298+0.09 7.51+0.03 14.90+0.20 7.37 £0.03
1 304 0.85+0.01 247+0.11 7.47+0.04 15.56+0.31 8.07 £ 0.02
1 307 0.76 +0.03 1.82+0.15 7.36+0.07 17.58+0.85 10.21%0.02
1 310 0.78+0.04 1.44+0.15 7.29+0.09 17.81+1.29 10.50%0.03
18 298 0.83+0.01 51.8+4.58 9.12+0.07 14.56+0.12 5.42 + 0.04
18 301 0.80+0.01 38.0+3.50 9.03+0.08 15.28+0.15 6.23 +0.04
18 303 0.79+0.01 36.6+1.83 9.07+0.04 15.67+0.09 6.57 £ 0.04
18 308 0.71+0.02 214+6.05 886+0.25 16.97+0.69 8.07 +0.05
18 310 0.70+0.01 178+130 8.83+0.06 18.61+0.21 9.76 + 0.03
7 298 091+0.01 6.18+0.21 7.87+0.03 1834+0.19 10.45%0.03
19 298 091+0.01 347+1.17 889+0.02 11.05+0.04 2.14+0.03

aAG and AS were calculated by the following equations, respectively: AG = -RTInK4; TAS=AH-AG
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Figure S1. Minimization of pseudo A(1,3) strain in Pro-Pro
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Figure S2. Reversing the amide bonds to probe for backbone effects on BRCT(BRCAI)
binding.
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Figure S3. Correlation between the ICs values (FP assay) and K values (ITC studies).

S13



[1) Ae-pSPTF-CONH, Timwe () ‘hrm{rnlm Tlrnl |rnln| Tima minj

o m & © ® ¢ [ " ' 1'1 o " »
r - - - | . - T
L — - [T2 e 1 %% T 5
||||' L ] ||||I||"'I ||||I'I"I L || I|||;|.r_|"
a2 ‘||J _i az] ||H 1 e ““ { ax |||||I
gca. H| jin. H 4 gm ”| E-:u. ||H
a8 4 ] a8 - -1 ] E‘ <24
s &4 4 28
|
-] 4 L] & 1 L] 1 | +
] 28°C ......-H“"' i . 31°C ._“nm"‘ ] ] I .“.n,-'l' | ; 37°C ]
-l- 1 I.. | ]
: . B 5¢ o 18 - | &+ 1
4 . 1 4 " { 4 4 |
§4 7 e |80 f mwpmwen 3R peppeiew 30 1
g e ] Lo . fore . (T i
8 o G Lo R " ,'- R A | ] A A " !
5] & e em— | 12 W —— 4 12 I - { {
SRS i i SEEIEE S S S SR ESESS i e T B SS
Malar Rt Malar Ratio Malar Ratic Matw Rano
(18] Ac-pSPTF-COOH
Tuvm () Tievi {rin] Tin {min) Tierws (min)
B B 4 B = ‘ﬁ .m l-li L] o o4 H tu Iun LLCERE A ) X @ B MM W R O UL W W B B 4 W B 6 Ul 18 Weh
al T i — III.I — T e - .
T ||1“ . ] T
| 1 [ P I ) | LA
‘|| I b | “ |
] i E a3
e : i | £ (il
i
£ad <4 P | i !
a4 [ ]
o - _- & Y T E | q! T pa i -':! ¥ .
1 28°c 1 .1 30°C 1 4 35°C - i x4 37°C e
. = 1 P e olare] e
44 . = 4 w 1 El " i " ]
1 | 1 £ - 4
E 2 . 1 § 4] . i i s . i % - i
4] L i 4 " ] = o e ; ]
= A8 Pt s e :".: = = ---.na. P | L = .i Dol TN Rt 00 b .|; e o e o 1
-: g 1 - 1 3= AT T 12" A PO |
1 g I | t it - LTE " - by . W R - ]
A o i !—"l'.f Fomdmsie | O —_ 5 i 1 F e a\""’ e !
2] e ek B B i e | 51y - ALt B SE a Wie—
e Co o L~ | — — i S # OT— A E ] . . gk
" [ e 1 " [ 1 i e 04 i I »a us w I8
Hoine Bat Maolar Haho Mol Ratio Maiar Halia

Figure S4. Binding isotherms of the BRCT(BRCA1)-peptidel and -peptide 18 interaction at
various temperatures.
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Figure S5. ITC studies to determine the effect of temperature on the thermodynamic

parameters of tetrapeptides 1 and 18 binding to BRCT(BRCAL1). (A) Linear van’t Hoff plots of
BRCT(BRCA1) complexed with tetrapeptides 1 (open circles) and 18 (filled circles). The correlation
coefficients for 1 and 18 are 0.97 and 0.87 respectively. (B) Tetrapeptide 1 (Ac-pSPTF-CONH,) binding
to BRCT(BRCA1). (C) Tetrapeptide 18 (Ac-pSPTF-CO,H) binding to BRCT(BRCAT1). The AG values
are shown as open circles, AH values are shown as open up triangles and TAS values are shown as open
down triangles.
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