Supporting Information

Design and radiosynthesis of a class-lla HDAC inhibitor with high molar activity
via repositioning the ¥F-radiolabel.

Sulan Xu'?, Chun-Han Huang'?3, Christopher Eyermann®*, Georgios V. Georgakis'%, Nashaat
Turkman*12

IStony Brook Cancer Center, Stony Brook, Long Island, 11794, NY, USA
2Department of Radiology, School of Medicine, Stony Brook University, Long Island, 11794, NY, USA
3Department of Biomedical Engineering, Stony Brook University, Long Island, 11794, NY, USA

‘Department of Surgery, School of Medicine, Stony Brook University, Long Island, 11794, NY, USA

Table of Contents Page

IH NMR (CDCls, 400 MHz), B) *C NMR and C) °F NMR (CDCls, 376.5 MHz)

spectrums for NT376 2
High resolution spectroscopy for NT376 4
Analytical radio-HPLC chromatograms of [*®F]8 and [*3F]9 5

Semi-preparative high performance liquid chromatography (HPLC) purifiction of
[*FINT376 >

Analytical radio-HPLC chromatograms of purified [*8FJNT376 co-injected
with authentic NT376 6

Resferences 6



3-76_proton 1 1 CiUsersiNashaat\Desktop

A
L I L
YN W

!

20 Il'l'ﬁllll

g
3210

—— 4.2669

——3.5018

10

T —

\

[0.998!

3-T6_F19 1 1 ClUsers\Nashaat\Desktop

376 FE19

[rel]

£5.0880
-111.5568
14

10

T
[

Figure 1. A) *H NMR (CDCls, 400 MHz) and B) °F NMR (CDCls3, 376.5 MHz) spectroscopic characterization
for NT376 was performed using 400 MHz Bruker instrument.
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Figure 2. A) 3C NMR, full spectrum for NT376 (CDCls, 400 MHz) and B-D: expanded spectrum of chemical
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Figure 3. High resolution mass spectroscopy (HRMS) for NT376 was performed using Agilent

1260HPLC/G6224A-TOF MS.
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Figure 4. Analytical radio-HPLC chromatograms of [*®F]NT8 co-injected with authentic 8. Samples were
eluted with 70% acetonitrile/30% ammonium acetate buffer (20.0 mM) at a flow rate of 1.0 mL/min.
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Figure 5. Analytical radio-HPLC chromatograms of [*8F]9 which demonstrate complete conversion of
[*8F]8 to [*8F]9. Samples were eluted with 70% acetonitrile/30% ammonium acetate buffer (20.0 mM) at
a flow rate of 1.0 mL/min.
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Figure 6. Semi-preparative high performance liquid chromatography (HPLC) purification of [18F]NT376 (a)
radioactive peak of [*®F]NT376 in crude mixture detected with radioactivity detector, (b) [*®FINT376
associated non-radioactive mass in the crude reaction mixture were detected with ultraviolet detector.
Dashed lines shows start and stop of [*¥F]NT376 collection which demonstrate significant improvement in
molar activity compared to our previous reports.??
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Figure 7. Analytical radio-HPLC chromatograms of purified [*®F]NT376: A) radioactive trace and B)

ultraviolet mass trace for NT376 (note the Y-scale). Samples were eluted with 70% acetonitrile/30%

ammonium acetate buffer (20.0 mM) at a flow rate of 1.0 mL/min.
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Figure 8. Analytical radio-HPLC chromatograms of quality control for [*F]NT376: A) radioactive trace and
B) co-injection with authentic NT376. Samples were eluted with 70% acetonitrile/30% ammonium acetate
buffer (20.0 mM) at a flow rate of 1.0 mL/min.



Standard Curve (NT376) molar concentration

25000
y=23.992x+77.99 o
20000 R?=0.9999...""

15000

10000

AUC (mAu*s)

5000 P

0 100 200 300 400 500 600 700 800 900 1000
Concentration (uUM)

Figure 9. Standard curve obtained for NT376 and was used to determine the molar activity.
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