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Figure S1. CD melting curves from 10 to 90 °C of TBA and nfaai ONs in K phosphate buffer

(A) and PBS (B). The temperature scan rate wasC /nin.
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Figure S2. One example of spectroscopic measurement of theesog produced by the fibrinogen
clotting. The curves were obtained measuring, setion of the time, the UV scattering caused
by fibrin polymerization. 1.0 mL of fibrinogen (2gfi mL) in PBS solution was incubated for 1
min with 20 nM of each ON and clot formation wagdered by addition of 1.0 NIH of human
thrombin. The basal curves was registered stathegpolymerization reaction in absence of any

inhibitor. Wavelength was fixed at 380 nm.
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Figure S3. (a; binding mode 1) and (b; binding mode II): TBA{8arbons = pink) superimposed on
the bioactive conformation of TBA in complex withrombin (carbons = green; PDB ID: 1HAP).
(c; binding mode 1) and (d; binding mode 1l): TBA-Rcarbons = orange) superimposed on the
bioactive conformation of TBA (carbons = green; PIIB 1HAP). Heteroatoms are coloured as

follows: O =red; N = blue; P = magenta. ThrombiBEAI is shown as green ribbon.
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Table S1. Calculated occurrence rates (%) of conformersegeéng TGT and TT nucleobases

“stacked” on the guanine planes.

TBA® TBA-S; TBA-R; TBA-S; TBA-R; TBA-S;; TBA-Ry;

T3 625 38.0 325 22.5 47.0 46.5 43.0
T4  46.0 43.5 68.0 55.0 48.0 52.5 41.0
T7*  14.0 20.0 6.50 18.0 23.5 20.5 12.5
G8 785 67.5 74.5 46.0 62.0 59.0 61.0
T9  26.0 33.0 40.5 63.5 38.0 36.5 42.5
T12 335 37.5 29.5 25.0 18.5 18.5 28.5
T13  38.0 55.5 57.0 79.5 69.5 65.5 59.5

2 Data from reference 17T3 residue in TBA-Sand in TBA-R; is replaced by the acyclic nucleoside
¢ (S-¢ andR-c, respectively)® T7 residue in TBA-Sand in TBA-R is replaced by the acyclic
nucleosidec (S-c andR-c, respectively)? T12 residue in TBA-$ and TBA-R; is replaced by the
acyclic nucleoside (S-c andR-c, respectively)

S5



‘(AleAnoadsal ‘o-ypue 2-)msoajonu 21j9A%e ay) Aq padejdal si ¢Y-ygl pue 98-yg] ul anpisal 211 ,(Alenoadsal ‘o-ypue 9-5) 9pisosjanu d1jAde auy)
Aq paoe|das st 4-val ul pueg-yg ] ul enpisal /1 ;(AjAnoadsal ‘o-ypue o-5)msos|onu o1j9Aoe ayy Aq padejdal st Y-ya L ul pueg-yg ) ul enpisal 14T d0udliajel woly ered,

0S¢ O0¢€r GPS 00'S STy G€S 005 OGSy 00 O00€ 0¢s OSyr 0SS O06vy 9GSy 009 029 0L 00F 069 0.8 €ETL

- - - - - - 0s'0 Ov9 GS€ 0S50 O0T. 68 0ST G199 0Ly 00€ G99 GOFr 00c¢ 099 o0¢ce LTIL

098 0€9 98¢ 099 009 G€& 096 G€S 0.8 05, 085 G¥E 088 099 G9¢ 059 G059 0O€Er 098 005 STV 61

§T¢ G'LE OTv 0'S¢e §'Ge G6€ Ovec O0Gr O07T€ 06T G0S G0€ 0¢ Ger GPe G8C 0¢r G6¢ G¢¢ 08 G6E 89

050 0T9 98¢ 0S¢ S'T9 09€ - - - - - - 00¢c 0TS O0.LF 0S¥ 969 09€ 09T G69 06 L1

00T G09 98¢ 08'S ovs Govr o0o¥ 069 O0.LE O00€ GT19 GGE 009 969 GS€ O00€ 0¢Ss 0Sy 099 099 G8€ I7A"

00'e 099 07¢e 00°€ 00 0.LF 0S5¢ 0.5 GS0F 09€¢€ 069 G'.L€ - - - - - - 00¢c 969 G8¢ €1
e/s nue uAs e/s nue uks g/s nue UAs B/S Nue  UAS e/s nue uAs /s nue uks e/s nue  UuAs
cly-vdal ‘ls-vdl ‘4-val ‘S-vdl £€4-val £S-vdl Vel

Spuoq 2IpIS02AI6 1 | pue 19] JO Siawlojuod e/s pue ‘nue Yagos) sarel aoualindd0 paenoe)d 'gsSa|gqel

S6



L 8 6 o__ wdd

]

HO
OH

zJ\o
| NH

o

(ZHIN 00¥ ‘SA-Ad ) 9-S YN H; S @inbi4

S7



0¢-

02

ov

091 081l omm wdd

HO
OH

N

i

NH

(0]

]

ZHW 00¥ ‘SA-Ad ) 9-S YN H, ¥S3.nbi4

S8



£ wdd
1

HO

J.;?/OI

N (0]

CLk

O

(ZHW 00¥ ‘'SA-Ad ) 9-4 HIAN H; :9S9.inbi4

S9



(i

04

08

HO

(ZHIN 00T ‘QO®AD ) -H HIAIN J¢; LS 34n314

S10



G260
o
S —
280 —F
P21l L
8211
926°1

4

8¥L'2

ZEB g

OCH;

A

hes

J

ppm

S11

Figure S8: 'H NMR 5a (DMSO-D6, 500Mz)
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Figure S9: 'H NMR 5b (DMSO-D6, 500Mz)
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Figure S10: **C NMR 5a (DMSO-D6,100MHz)
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Figure S11: **C NMR 5b (DMSO-D6,100MHz)
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NUCRS #98-124 RT: 2.43-3.08 AV: 27 NL: 3.38E6

T: FTMS + p ESI Full ms [200.00-1500.00]
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Figure S16: High resolutioreSI-MS mass spectrum &a was performed on a Thermo LTQ Orbitrap XL mass
spectrometer (positive mode). The spectra was recorded by infusion into the ESI source using MeOH as the

solvent.
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NUCRS #198-222 RT: 4.93-5.53 AV: 25 NL: 2.34E6

T: FTMS + p ESI Full ms [200.00-1500.00]
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Figure S17: High resolutioreSI-MS mass spectrum &b was performed on a Thermo LTQ Orbitrap XL mass
spectrometer (positive mode). The spectra was recorded by infusion into the ESI source using MeOH as the

solvent.
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