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Figure S1. LC-MS analysis. (A) SIM chromatogram of TBZ sample. (B) Chromatogram of TBZ sample

treated with acid citric 1.5 M for 70 h at 70 °C.
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Figure S2. TBZ 500 MHz "H NMR spectra. Top: TBZ 500 MHz '"H NMR spectrum in DMSO-ds

solution. Bottom: TBZ 500 MHz '"H NMR spectrum in citric acid 1.5 M / D20 solution.
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Figure S3. Expanded 500 MHz 'H NMR spectra of TBZ. (A) Expanded area between 6.35 and 6.85
ppm in DMSO-ds solution. (B) Expanded area between 6.35 and 6.6 ppm in in citric acid 1.5 M / D20
solution. (C) Expanded area between 4.1 and 5 ppm in citric acid 1.5 M / D20 solution.
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Figure S4. Deuterated TBZ 500 MHz 'H NMR spectrum. Top: TBZ 500 MHz 'H NMR spectrum in
DMSO-d6 with protons assignments. Bottom: [1,1-di-?H,3-2H]-TBZ 'H NMR spectrum in DMSO-ds.
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Figure S5. ROESY Experiments. (A) ROESY spectrum expansion between 4 and 5 ppm of TBZ in citric
acid 1.5 M / D20 solution. Correlation peaks from the ROE effect are opposite to diagonal peaks and
of non-zero intensity. On the other hand, correlation peaks resulting from a chemical exchange
phenomenon as indicated by the black box are of the same signs as the diagonal. (B) TBZ 500 MHz
'H NMR spectrum expansion between 4 and 5 ppm in citric acid 1.5 M / D20 solution with
hypothetical assignments.



Reference tetrabenazine LC-MS data

Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-06-18 16-52-22\1DA-0201.D

Sample Name: TBZ REF

Acq. Operator LT Seq. Line 2
Acqg. Instrument LCMS Location P1-D-01
Injection Date 6/18/2015 4:59:49 PM Inj 1

Inj Volume 0.100 pl

Acqg. Method

C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-06-18 16-52-22\TBZISO 45ACN_55TP4.

Last changed
Analysis Method

5/19/2015 3:39:36 PM by LE-MR

TBZISO_45ACN_55TP4.5.M, From Data File)
Last changed 5/19/2015 3:39:36 PM by LE-MR

C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-06-18 16-52-22\1DA-0201.D\DA.M (

DAD1 A, Sig=254.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-06-18 16-52-22\1DA-0201.D)
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-06-18 16-52-22\1DA-0201.D
Sample Name: TBZ REF

DAD1 G, Sig=282.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-06-18 16-52-22\1DA-0201.D)
mAU 9
20 ﬁ
] |
15 “ ‘
10-] I
‘\
|
5 I
1 | ! \‘
0ol T e
T ML T ML T i T . T T T 5 ’
. 1 1.5 2 25 3 35 4 4.5 min
MSD1 TIC, MS File (C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-06-18 16-52-22\1DA-0201.D) ES-API, Pos, Scan, Frag: 130,
13 o
420000 - 2 E
400000 | | ‘
380000 || [
360000 | | ‘ “
340000 | | [
320000 | | =2 | -
] \ ~ | o o ~
300000 | 85 | t & = g 8 g 8 S 3 &
2800004 N\ mn YN\ n/ Vv A A R R = "" S Ton o
ey MY A A W/ —~ M NN WA SN A
260000 -1 o= ¥ = W/ ANV NN NN 7 N R WALV VANNEY
T3 T o~ % § % 2% 2 L vFe & & 0 oo 3 &1 T F L O § ° bR LT N T TR
H 2 i 3 A 4 4.5 min
MSD2 TIC, MS File (C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-06-18 16-52-22\1DA-0201.D) ES-API, Pos, SIM, Frag: 130,
] &
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|
500000 |
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400000 - , “
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200000 \' |
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B N \
0l = I —
T L) i T i d | PR R A TN VUL N AN A W) L T
0.5 1 1.5 2 25 3 35 4 4.5 min
Area Percent Report
Sorted By 2 Signal
Multiplier 2 1.0000
Dilution 3 1.0000
Use Multiplier & Dilution Factor with ISTDs
Signal 1: DAD1 A, Sig=254.4,4 Ref=360,100
Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== |====|======= === | === | === |
1 1.142 BB 0.0487 21.73563 6.90487 100.0000
Totals : 21.73563 6.90487
LCMS 1/4/2019 5:02:40 PM LT Page 2 of 4



Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-06-18 16-52-22\1DA-0201.D
Sample Name: TBZ REF

Signal 2: DAD1l B, Sig=575.4,4 Ref=360,100

Signal 3: DAD1 C, Sig=214,4 Ref=360,100

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
S e S || e e e |memmrensens [ |
1 0.242 BB 0.0757 16.76622 3.17015 5.2347
0.429 BB 0.0648 5.53361 1.22315 1.7277
3 1.142 BB 0.0490 297.98877 93.91043 93.0376

Totals : 320.28860 98.30373

Signal 4: DAD1 F, Sig=350.4,4 Ref=360,100

Signal 5: DAD1 G, Sig=282.4,4 Ref=360,100
Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e e s R | memmmntehs |==rmmmm= |
1 1.142 BB 0.0488 75.34365 23.85576 100.0000

Totals : 75.34365 23.85576

Signal 6: MSD1 TIC, MS File

Peak RetTime Type Width Area Height Area
# [min] [min] %
e e e e e [rmemmmmm—— R e [mmmm——— |
1 0.084 BB 0.0273 7.71464e4 4.70234e4 3.1790
2 0.671 BV 0.0690 5.93679%4 1.38193e4 2.4464
3 0.748 vv 0.0589 7.2778le4 1.87602e4 2.9990
4 1.185 BV 0.0672 7.62484e5 1.65897e5 31.4203
5 1.547 v 0.0837 1.01186e5 1.85209e4 4.1697
6 1.793 wW 0.1319 1.61832e5 2.04526e4 6.6687
T 2.263 BV 0.1191 1.21570e5 1.70120e4 5.0096
8 2.655 Vv 0.2378 2.64422e5 1.85321e4 10.8963
9 3.067 vV 0.1345 1.09935e5 1.36251e4 4.5302
10 3.389 VB 0.2285 2.93184e5 1.59176e4 12.0815
11 3.902 BV 0.1057 1.30836e5 1.74420e4 5.3914
12 3.978 vV 0.0653 4.19986e4 1.07182e4 1.7307
13 4.150 vv 0.0469 2.67144e4 9493.25684 1.1008
14 4.297 VvV 0.1251 1.52027e5 1.81234e4 6.2647
15 4.502 v 0.0590 5.12433e4 1.44674e4 2.1116
Totals : 2.42673e6 4.19805e5

LCMS 1/4/2019 5:02:40 PM LT Page 3 of 4



Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-06-18 16-52-22\1DA-0201.D
Sample Name: TBZ REF

Signal 7: MSD2 TIC, MS File

Peak RetTime Type Width Area Height Area
# [min] [min] %
e S e === e [======== |
1. 0.299 BB 0.0709 3.02532e4 6688.86475 140077

2 1.192 BB 0.0718 2.97205e6 6.46132e5 98.9923

Totals : 3.00231e6 6.52820e5

*** End of Report ***

LCMS 1/4/2019 5:02:40 PM LT Page 4 of 4



Stability of F1 sample in LC-MS at 1 month

Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BE-1801.D
Sample Name: Fl-stablmois

Acqg. Operator LE-ZSL Seq. Line : 18
Acg. Instrument LCMS Location : P1-B-05
Injection Date 12/14/2015 2:26:00 PM Inj : 1

Inj Volume : 0.100 pl

Acq. Method
Last changed
Analysis Method

Last changed

C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\TBZISO_45ACN_55TP4.
12/14/2015 11:04:54 AM by LE-ZSL

C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BE-1801.D\DA.M (
TBZISO_45ACN_55TP4.5.M, From Data File)

12/14/2015 11:04:54 AM by LE-ZSL
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BE-1801.D
Sample Name: Fl-stablmois

DAD1 G, Sig=282.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BE-1801.D)
mAU | é
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c o || |\ N
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MSD1 TIC, MS File (C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BE-1801.D) ES-API, Pos, Scan, Frag: 130,
1400000 3
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1000000 - “ \
800000 - [ |
] ‘\ 2
600000 | g 2 | | %
400000 - o oy @ || \ T © N o=~ ~ © - o
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e SYM o) Xg N o NdN e SR SRS |, (. . AN
L ¥ y T T T N ¥ T T
1 3 4 min
MSD2 TIC, MS File (C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BE-1801.D) ES-API, Pos, SIM, Frag: 130,
1 o
4000000 | i
3000000 | J ‘1
1
‘ \ ©
2000000 — ‘1 “ ;g;
1000000 | g R
- - A
<] d /
B S gOy el K ,
X J T T T T T
1 2 3 4 min
Area Percent Report
Sorted By 2 Signal
Multiplier ¥ 1.0000
Dilution 2 1.0000
Use Multiplier & Dilution Factor with ISTDs
Signal 1: DAD1 A, Sig=254.4,4 Ref=360,100
Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== |====|======= === | === | === I
1 0.214 BV 0.1048 118.35085 14.87868 18.2625
2 0.501 VB 0.0759 311.72409 56.89452 48.1017
3 1.031 BB 0.0616 185.95105 43.77173 28.6938
4 1.335 BB 0.0707 32.02634 6.36608 4.9419
Totals 648.05233 121.91101
LCMS 1/4/2019 4:59:11 PM LT Page 2 of 4



Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BE-1801.D

Sample Name: Fl-stablmois

Signal 2: DADl1 B,

Peak RetTime Type
# [min]

- oo |===m | mmmmm - R |==mmmmm e |- |

1 0.290 BV
2 0.448 vV
<) 0.701 vv

Totals

Signal 3: DAD1 C,

Peak RetTime Type
# [min]

Signal 4: DADl1 F,

Signal 5: DAD1 G,

Peak RetTime Type
# [min]

Totals

Width Area
[min] [mAU*s]

0.0898 84.36113
0.1239 140.38351
0.2107 216.41954

441.16418

Width Area
[min] [mAU*s]

.0485 1582.61511
.0509 220.08665

2199.20782

Signal 6: MSD1 TIC, MS File

Peak RetTime Type
# [min]

S e - [ i |

1 0.292 BV
2 0.543 W
3 0.642 VB
4 0.923 BV

LCMS 1/4/2019 4:59:11 PM LT

Sig=575.4,4 Ref=360,100

Height
[mAU]

14.95597
18.21950
13.24105

46.41652

Sig=214,4 Ref=360,100

Height
[mAU]

66.03878

672.80128

Sig=350.4,4 Ref=360,100

Sig=282.4,4 Ref=360,100

Width Area Height
[min] [mAU*s] [mAU]
0.0682 23.15449 4.64357
0.0521 20.59518 29981
0.0448 181.50293 64.61577
0.0480 408.87103 132.33722
0.0506 51.34834 15.52454

685.47198 223.42090

Width Area Height
[min]

0.1088 1.90112e6 2.57610e5
0.0710 1.11383e6 2.45679e5
0.0990 3.68121e5 5.31254e4
0.0648 6.30824e4 1.43784e4

Area

19.1224
31.8211
49.0565

Area

14.1733
8.3039
2.7444
0.4703

Page
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BE-1801.D

Sample Name: Fl-stablmois

Peak RetTime Type

# [min]
5 1.078 v
6 1.380 vv
7 1,722 NN
8 1.816 VvV
9 2.087 vV
10 2.221 VWV
14, 2.347 VB
12 3.217 BV
¥3 3.609 BV
14 3.728 v
15 3.905 vv
16 4.451 BV
17 4.542 Vv
18 4.603 VB
19 4.844 BBA
Totals

Signal 7: MSD2 TIC,

Peak RetTime Type
# [min]

$$s3

.386 VB

Width

[« e e Ne e Ne e e e e e Ne e}
o
w
o]
O
GO NDNDNTI WO EHE H 0o O EFE N

MS File

Width

.87274e6
.03313e6
.40685e5
.53845e4
.60123e5
.67452e4
.05500e5
.77332e4
.96806e4
.06906e4
.89244e5
.49625e4
.27756e4
.12884e4
.65324e4

.34134e7

.14660e6
.19897e5
.19228e5
.85840e4
.36935e7
.47370e6

+32115e7

.35891e6
.75124e5
.11206e4
.98319%e4
.79601e4
.61294e4
.55046e4
161.44238
.24423e4
.21282e4
.89737e4
.57772e4
.13467e4
6847.64600
1.17429e4

L e T e i = = SRR =

=

2.49279%e6

Height

3.91548e5
1.62254e5
1.89146e4
7904.08350
4.73254e6
1.29781e6

6.61097e6

**% End of Report ***
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Stability of F2 sample in LC-MS at 1 month

Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BF-1901.D
Sample Name: F2-stablmois

Acqg. Operator : LE-ZSL Seq. Line : 19
Acqg. Instrument : LCMS Location : P1-B-06
Injection Date : 12/14/2015 2:32:14 PM Inj : 1
Inj Volume : 0.100 pl
Acqg. Method : C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\TBZISO_45ACN 55TP4.
Last changed : 12/14/2015 11:04:54 AM by LE-ZSL

Analysis Method : C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BF-1901.D\DA.M (

TBZISO_45ACN_55TP4.5.M, From Data File)

Last changed : 12/14/2015 11:04:54 AM by LE-ZSL
DAD1 A, Sig=254.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BF-1901.D)
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DAD1 B, Sig=575.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BF-1901.D)
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DAD1 F, Sig=350.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BF-1901.D)
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BF-1901.D
Sample Name: F2-stablmois

DAD1 G, Sig=282.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BF-1901.D)
mAU 2

50 ‘
40 1
30
20 [ |

1 )
10 S I
] oS

T % T ’ T T T T
1 2 3 4 min
MSD1 TIC, MS File (C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BF-1901.D) ES-API, Pos, Scan, Frag: 130,
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: , r T . : T - - , T : . : T : :
min

MSDZ TIC, MS File (C:\CHEI\:ISZH\DATA\RECHERCHE\T§ATBZ 2015-12-14 12-07-27\138F-1901.D) ES-API, Pos, SI4M, Frag: 130,
3000000 -
2500000 -
2000000
1500000 -
1000000 -

500000 -

0.543

5
(Oﬁ85

Lwo.:ms

0-

: v . v ; ) n . . . .
2 3 4 min

Area Percent Report

Sorted By 2 Signal
Multiplier 2 1.0000
Dilution 3 1.0000
Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD1 A, Sig=254.4,4 Ref=360,100

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== |====|======= === | === | === |
1 0.217 BV 0.0771 13.14951 2.35484 16.2586
2 1.033 BB 0.0484 59.92933 19.18251 74.0992
3 1.336 BB 0.0501 7.79832 2.38664 9.6422

Totals : 80.87716 23.92398

LCMS 1/4/2019 4:59:49 PM LT Page 2 of 4
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BF-1901.D
Sample Name: F2-stablmois

Signal 2: DAD1l B, Sig=575.4,4 Ref=360,100
Peak RetTime Type Width Area Height Area

# [min] [min] [mAU*s] [mAU] %
=== e [===mm—= | === |======== |

1 0.445 vV 0.0960 7.67281 1.17852 100.0000

Totals : 7.67281 1.17852

Signal 3: DADl C, Sig=214,4 Ref=360,100

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %

i 0.227 BV 0.0999 41.29263 6.34894 4.0697
2 0.494 vv 0.1560 52.60461 4.32319 5.1846
3 1.033 BB 0.0501 797.69592 257.54688 78.6188
4 1.336 BB 0.0505 123.04506 37.24385 12.1270

Totals : 1014.63823 305.46286

Signal 4: DAD1 F, Sig=350.4,4 Ref=360,100

Signal 5: DAD1 G, Sig=282.4,4 Ref=360,100

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
moem|ononnes [rmme [ mrenems Boes sl s |mmrrmesnens [remenmas I
1 0.215 BB 0.0806 8.89092 1.51148 3.7071
2 1.033 BB 0.0478 202.27045 65.98585 84.3373
3 1.336 BB 0.0503 28.67367 8.74060 11.9556

Totals : 239.83503 7623793

Signal 6: MSD1 TIC, MS File

Peak RetTime Type Width Area Height Area
# [min] [min] %
e S |mme | memme—— frmmmsm——— R |mmmmem |
1 0.082 BV 0.0374 5.53494e4 2.46520e4 0.7444
2 0.187 vv 0.0272 1.63254e4 1.00051e4 0.2195
3 0.300 v 0.1122 4.57574e5 6.28068e4 6.1536
4 0.549 vV 0.0815 2.24651e5 4.13423e4 3.0212
S 0.697 VB 0.0707 8.55323e4 1.61891e4 1.1503
6 1.079 BV 0.0735 4.39891e6 9.26524e5 59.1579
7 1.380 VB 0.0756 1.23931e6 2.51391e5 16.6667
8 1.704 BV 0.0991 9.34725e4 1.57195e4 1.2570
9 1.819 w 0.0785 7.31197e4 1.52868e4 0.9833
10 1.936 v 0.0471 3.36840e4 1.17186e4 0.4530
LCMS 1/4/2019 4:59:49 PM LT Page 3 of 4
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BF-1901.D

Sample Name: F2-stablmois

Peak RetTime Type

#

e e [immees [ mmmmer [romemmrnnn [2rm=mmenne |mmsimmmme |
.59808e4
.85696e4
.21743e5
.14145e5
.78404e4
.18151e4
.12250e5
.24776e4
.31201e4

18
19

Totals

[min]

B W w NN DNDNN

v
v
VB
BV
vV
VB
BB

BB
BB

Width

O O OO O O O o o
o
o]
o
~
O 390 F F o

Signal 7: MSD2 TIC, MS File

Peak RetTime Type

#

Totals

[min]

\'AY%

Width

.43587e6

.56901e5
.90929%e5
.54909e4
.50897e7
.90583e6

.97788e7

Height

.85867e4
.35818e4
.46918e4
.14055e4
.00573e4
.28464e4
.12616e4
.45577e4
.16800e4

T I

1.49430e6

Height

6.38648e4
9.37341e4
4985.91992
3.18458e6
8.15001e5

4.16216e6

OO0 KR O 0OFMF@H

Area

0.
76.
194

*** End of Report ***
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Stability of F3 sample in LC-MS at 1 month

Data File

C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BG-2001.D

Sample Name: F3-stablmois

Acq. Operator : LE-ZSL Seq. Line : 20
Acqg. Instrument : LCMS Location : P1-B-07
Injection Date : 12/14/2015 2:38:29 PM Inj : 1
Inj Volume : 0.100 pl
Acqg. Method : C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\TBZISO_45ACN_55TP4.
Last changed : 12/14/2015 11:04:54 AM by LE-ZSL

Analysis Method : C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BG-2001.D\DA.M (

TBZISO_45ACN_55TP4.5.M, From Data File)

Last changed : 12/14/2015 11:04:54 AM by LE-ZSL
DAD1 A, Sig=254 4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BG-2001.D)
mAU b
35- 3
3 ;1
25 o 1 \
24 o |
| © [
154 ) [
E \
= J(
0.5 ,‘| \! / | N
04 2 - D G J N = A~ 2 == s
| T T T T T T T ] 1 ™ T 1 & & 17 7
05 1 1.5 2 25 3 35 4 45 min
DAD1 B, Sig=575.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BG-2001.D)
mAU | P
0 I\
] \7“‘“ /,—/\/} \\ l/\“-\,/““‘vw\)\Ar~\A(4—*~—-\—Ar—f\— ————— o e v an s
-0.1 { ,\/\. /‘l “V‘ — ~
1 \ (
] |
024 | J
] . [
0.3 | |
1
-0.4 v
7 I T T L LA A S | R T N R
05 1 1.5 2 25 3 35 4 45 min
DAD1 C, Sig=214,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BG-2001.D)
mAU - %
40- \
] \
30 J “
20 - J \‘ "
& el
0, § B -
s S | N
0 1 ST~ J \\,_4/ \ S
L A | | T L SR I (NS S T R T (R R N A L
05 1 1.5 2 25 3 35 4 45 min
DAD1 F, Sig=350.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BG-2001.D)
maUq
A /
0047 | ‘.\
] I
0034 || \ <
I | )‘i‘
o024 || || [l L
I IR I (7%
oot || I # / h\ A . ~ d AN N
] L W / N AAL A Y ANAVA N OO L v W WA Y. A NN
0 ’."‘\ ) /Ji \'u" \/ W \\/ U \\J/ NS NN\ M Ty \/ YN W \
3 T T —T T T T T T T R T —
05 1 1.5 2 25 3 35 4 45 min

LCMS 1/4/20

19 5:00:12 PM LT Page 1 of 4
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BG-2001.D

Sample Name: F3-stablmois

DAD1 G, Sig=282.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BG-2001.D)
] il
10 - {
8 Ju
6 \ |
4 J [ 3
|| b
2+ || N
0 o oo \7\ : e S -
T T ] T T 7 T T T T i
. 1 1.5 2 25 3 . 4 4.5 min
MSD1 TIC, MS File (C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BG-2001.D) ES-API, Pos, Scan, Frag: 130,
~
350000 | ﬁ
300000 ] \‘
250000 } \‘
200000 | | |
1 . 1\ %
150000 | [ ™ < @ © © o © ©
1~ 3 [N & g & £8 § g g &
— \ A [\ — o 3 d
100000 i oy o Lngl Nty waww\/‘iﬁﬂh/ \}2‘ Y“;/“”\~P\/—JN/‘J‘?‘Y'/M7\4— ;\.H\{ TRy
1 T T T F * 7 T 7 B R T T T |
§ 2 i 3 4.5 min
MSD2 TIC, MS File (C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BG-2001.D) ES-API, Pos, SIM, Frag: 130,
800000 | %’
] 1
600000 | | “
|1
400000 — J \“ §
200000 - 5 [ n
5 3 I\ /“[\"x
0 =y J NJ N
LA O O A LaE | T T 1 L3 LI ™ A | L
0.5 1 1.5 2 25 3 35 4 4.5 min
Area Percent Report
Sorted By Signal
Multiplier 1.0000
Dilution 1.0000
Use Multiplier & Dilution Factor with ISTDs
Signal 1: DAD1 A, Sig=254.4,4 Ref=360,100
Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
iuiuiadl Bttt | === == [====m——— e | === |
1 0.213 BB 0.0656 6.95216 1.57175 34.9055
2 1.031 BB 0.0519 12.96492 3.78828 65.0945
Totals 19.91709 5.36003
LCMS 1/4/2019 5:00:12 PM LT Page 2 of 4
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BG-2001.D
Sample Name: F3-stablmois

Signal 2: DAD1l B, Sig=575.4,4 Ref=360,100

Signal 3: DAD1 C, Sig=214,4 Ref=360,100

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
S e S |l e s | [ |
1 0.220 BV 0.0884 24.80628 4.35916 9.5594
2 0.458 VB 0.1848 43.29214 3.43976 16.6832
3 1.031 BB 0.0506 163.10106 51.97010 62.8532
4 1.335 BB 0.0519 28.29570 8.27604 10.9041

Totals : 259.49517 68.04506

Signal 4: DAD1 F, Sig=350.4,4 Ref=360,100

Signal 5: DAD1 G, Sig=282.4,4 Ref=360,100

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== | === === [====m———- | === | === |
1 1.031 BB 0.0499 40.13887 13.04332 86.5595
2 1.335 BB 0.0504 6.23255 1.89557 13.4405

Totals : 46.37142 14.93889

Signal 6: MSD1 TIC, MS File

Peak RetTime Type Width Area Height Area
# [min] [min] %
mome | —— | mmmm| mm—mm— [remme————— [memmmaemen | |
1 0.305 BV 0.0737 1.26166e5 2.27634e4 4.9478
2 1.077 BV 0.0708 1.30039%e6 2.88043e5 50.9965
3 1.377 w 0.0854 3.56742e5 6.62968e4 13.9901
4 1.574 v 0.1040 1.16165e5 1.49969e4 4.5555
5 2,299 BV 0.0931 6.87825e4 1.06996e4 2.6974
6 2.546 VWV 0.0865 5.82954e4 1.14691e4 2.2861
7 2.805 vv 0.1197 1.10886e5 1.55130e4 4.3485
8 2.938 v 0.0557 5.31782e4 1.3289%4e4 2.0854
9 3.422 BV 0.0435 2.55302e4 9778.66699 1.0012
10 3.860 BV 0.1116 1.13856e5 1.42117e4 4.4650
11 4.288 BV 0.1018 9.36363e4 1.53356e4 346721
12 4.478 vV 0.1079 1.26334e5 1.56332e4 4.9544
Totals : 2.54996e6 4.98030e5
LCMS 1/4/2019 5:00:12 PM LT Page 3 of 4
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BG-2001.D

Sample Name: F3-stablmois

Signal 7: MSD2 TIC, MS File

Peak RetTime Type Width

# [min] [min]
1 0.324 BV 0.0787 1
2 0.544 VB 0.0687 2
3 1.081 BV 0.0698 4
4 1.384 VB 0.0714 9

.31250e5
.39850e4
.47550e6
.52972e5

.58371e6

2.52782e4
5082.92822
1.01078e6
2.08808e5

1.24995e6

0.
80.
17

*** End of Report ***

LCMS 1/4/2019 5:00:12 PM LT
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Stability of F4 sample in LC-MS at 1 month

Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BH-2101.D
Sample Name: F4-stablmois

Acq. Operator : LE-ZSL Seq. Line : 21
Acqg. Instrument LCMS Location : P1-B-08
Injection Date 12/14/2015 2:44:41 PM Inj : 1

Inj Volume : 0.100 pl

Acqg. Method
Last changed
Analysis Method

Last changed

C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\TBZISO_45ACN 55TP4.
12/14/2015 11:04:54 AM by LE-2SL

C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BH-2101.D\DA.M (
TBZISO_45ACN_55TP4.5.M, From Data File)

12/14/2015 11:04:54 AM by LE-2SL

mAU |

S

DAD1 A, Sig=254.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BH-2101.D)

i
1
“
1
1

/| A
/ \\_7_//\

—~ — ==

0.5

L A N T R N TR I R
1 1.5

2

T
25 3

DAD1 B, Sig='575.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BH-2101.D)

=

4 PN
N

\/

—
0.5

——T
1 15

2

1 v 2 & 2 & 2 L2d § & v 2 & & Lw o
25 3 min

DAD1 C, Sig=214,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BH-2101.D)

~—>1.333

-

o
2}

— T

— T

2

LA s S S S e e LA S B B S S S e

— ——
1 15 25 3

mAU | I
0.12 i

0.08

DAD1 F, Sig=350.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BH-2101.D)

/\ ™

A NS AN NSNS ST SN~ ’\./\«»\/U.\/—-\/\/ﬂ/‘h/\ AN

e A s S S p S s s e S e —T T T T T T T T T T T T T T T T

T

4.5

2 25 3 3.5 4 min

LCMS 1/4/2019 5:00:49 PM LT
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BH-2
Sample Name: F4-stablmois

101.D

DAD1 G, Sig=282.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BH-2101.D)

mAU 3
175 ‘
15 |
125 “
10 ‘
75 1 &
55 % “ ‘1 &
N | =
254 o |\ N
OQQ’/NH*'—“ B S VIS \_|. —— =
T T 4 7 " T . T T T T
1 2 3 4 min
MSD1 TIC, MS File (C:\CHEM32\1\DATAIRECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BH-2101.D) ES-API, Pos, Scan, Frag: 130,
] wn
450000 5
400000 i
350000 “ “
300000 [
250000 [ °
200000 - 2 | ’\ 5
E ™ R fr o b2 © [t} ~ =N ©® =
mooy S EE OB\ N @ & # 3 BB 8583
000003 N N R Bl S N B B B e i e o e B A ]
50000 — —
1 2 3 min
MSD2 TIC, MS File (C:\CHEM32\1\DATAIRECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BH-2101.D) ES-API, Pos, SIM, Frag: 130,
1400000 | %
1200000 | i
1000000 | H
800000 [ \‘
600000 T
] | X
400000 - [ i
] I 0 © [ n
200000 | e 38 A
0] A e ) NJN
Y i T T : T . T v T T T T y T T 7
1 2 3 4 min
Area Percent Report
Sorted By 2 Signal
Multiplier 2 1.0000
Dilution 5 1.0000
Use Multiplier & Dilution Factor with ISTDs
Signal 1: DAD1 A, Sig=254.4,4 Ref=360,100
Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
it e e | ====mmmmm- | =====mmmm- | ======== |
1 0.215 BB 0.0703 10.48461 2.09783 34.4640
2 1.030 BB 0.0504 19.93726 6.04964 65.5360
Totals : 30.42187 8.14747
LCMS 1/4/2019 5:00:49 PM LT Page 2 of 4
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BH-2101.D
Sample Name: F4-stablmois

Signal 2

Signal 3

Peak RetTime Type

e LR e e R —— [ e [ |
23.
7.
59.
8.

# [min]
;i 0.221 BV
2 0.423 VB
3 1.030 BB
4 1.333 BB
Totals
Signal 4: DADl F,
Signal 5

Peak RetTime Type

: DAD1 B,

: DAD1 C,

Sig=575.4,4 Ref=360,100

Sig=214,4 Ref=360,100

Width

Sig=350

: DADL G, Sig=282

# [min]

1 0.214 BB
2 1.030 BB
3 1.333 BB

Totals

Width

0.
0.
0.

0629
0498
0502

Area
[mAU*s]

Height
[mAU]

32.38387

2.84300
82.70821
11.44939

129.38446

.4,4 Ref=360,100

.4,4 Ref=360,100

Signal 6: MSD1 TIC, MS File

Peak RetTime Type

# [min]
1 0.308
2 0.473
3 0.569
4 0.869
5 1..075
6 1.376
7 1.634
8 2.108
9 2.385

10 3.464

14 3.647

12 3.951

13 4.057

14 4.226

15 4:313

16 4.461

17 4.564

LCMS 1/4/2019 5:00:49 PM

VB
BV
VB
BB
BB
BV
VB
BV

Vv
vV
A%
v

VB

Width

O O O O O O O O OO0 oo o o o o

LT

Area
[mMAU*s]

6.31571
63.92834
8.66841

78.91246

.43254e5
.56555e4
.82615e4
.06959%4
.82193e6
.60660e5
.85340e4
.53596e5
.05885e4
.49957e4
.01163e5
.98584e4
.54442e4
.06104e4
.14440e4
.94045e4
.58931e4

3
9
1
6

3.

e e I S S N e )

Height
[mAU]

1.44670
20.83736
2.65017

24.93422

.78884e4
064.49805
.34211e4
601.48975
92009%e5
.45890e4
.16705e4
.46589¢e4
.24784e4
.23964e4
.10405e4
.56158e4
.34132e4
.47070e4
.29372e4
.71882e4
.08618e4

7761
5329
7935
8975

Area

84
8%.
10.

= O»

%

0034
0117
9848

Page
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BH-2101.D

Sample Name: F4-stablmois

Totals : 3.

Signal 7: MSD2 TIC, MS File

Peak RetTime Type Width

# [min] [min]
1 0.320 BV 0.0849 3
2 0.545 v 0.0813 1
3 0.686 VB 0.1007 1
4 1.080 BV 0.0704 6
5 1.383 VB 0.0720 1
Totals : 8.

56199%e6

.06515e5
.62996e4
.23629e4
.43858e6
.31118e6

08494e6

6.90541e5

5.75014e4
2809.67896
1655.27429
1.43828e6
2.83948e5

1.78419e6

0.
19,
16.

*** End of Report ***

LCMS 1/4/2019 5:00:49 PM LT
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Stability of F1 sample in LC-MS at 3 months

Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AB-0201.D
Sample Name: Fl-stab3mois-1

Acq. Operator

LE-ZSL Seq. Line : 2
Acqg. Instrument LCMS Location P1-A-02
Injection Date 12/14/2015 12:21:07 PM Inj : 1

Inj Volume 0.100 nl
C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\TBZISO_45ACN_55TP4.
12/14/2015 11:04:54 AM by LE-ZSL
C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AB-0201.D\DA.M (
TBZISO_45ACN_55TP4.5.M, From Data File)

12/14/2015 11:04:54 AM by LE-ZSL

Acqg. Method
Last changed
Analysis Method

Last changed

DAD1 A, Sig=254.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AB-0201D)
mAU | =
25 :
1 Il
20 [
151 |
E I
0] i 3
] 3 [se}
5 P | <
1 / \ N\
04—/ \ \/7‘_,_’,“ y‘\.,gx//,‘“ﬁi ===
A T 7 ™ T 3 ™ R S T y
05 1 15 2 25 3 35 4 45 min
DAD1 B, Sig=575.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AB-0201.D)
] D R —
mui o 8 B
E 3o \V4
0.5 \ S [T
] |
43 | /]
4594 |/ ]
i/ | |
-2 L( M
25 ! M
s{
h T T T T L T L T T !
05 1 15 2 25 3 35 4 45 min
DAD1 C, Sig=214,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AB-0201.D)
mAU 1 %
300 J
250 - |
200 - |
150 - y\
1004 1 ‘\ 3
i 8 s 3 || < 8
%3 3 3 5 LN T
O =Y A S\ =
04—~ t — T
——— e — — — e
05 1 15 2 25 3 35 4 45 min
DAD1 F, Sig=350.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AB-0201.D)
mAU | I
12 I
E I
0.8- ;k M
0.6 [ i
o4l [
024 |\ ||
04 ) Al \dmr N
T T T ™ T ™ —— T
05 1 15 2 25 3 35 4 45 min
LCMS 1/4/2019 4:42:48 PM LT Page 1 of 4
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AB-0201.D
Sample Name: Fl-stab3mois-1

DAD1 G, Sig=282.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AB-0201.D)
mAU | %
80 (|
. I
40 (|

20

)0.254
70.322

|
[

T 4 7 ’ T . . T T T T
1 2 3 4 min
MSD1 TIC, MS File (C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AB-0201.D) ES-API, Pos, Scan, Frag: 130,

= [

1200000 |
1000000 -
800000 - [
600000

———1.380

1.520

400000
\

oo SN N

—r

/\ 0.292
0.538

3 g
<+ ©

4910

1.683
1.824
067
299

- o N oo
St e TR ST T RS S SO S
T " : r T , T

\

4.207
4.481
14.793

.

— fmy

| 3.402
}3 603
13
f3.889

|

min

1 2 3 4
MSD2 TIC, MS File (C\CHEM32\1\DATARECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AB-0201.0) ES-API, Pos, SIM, Frag: 130,
- o~

4000000 ﬁ
3500000 [l
3000000 [
2500000 - [ |

2000000 [

¢]

n

1500000 - [
1000000 -
500000 -

04 —~

> 0.314
0.543

0.688

0.858

i > / ~/ \_

1 2 3 4 min

Area Percent Report

Sorted By 2 Signal
Multiplier : 1.0000
Dilution 3 1.0000
Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD1 A, Sig=254.4,4 Ref=360,100
Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== == |====|======= === | === |======== |
1 0.240 BV 0.1391 53.98235 5.11810 35.3758
2 1.031 BB 0.0479 87.37914 28.39297 57.2615
3 1.334 BB 0.0526 11.23528 3.39231 7.3627

Totals : 152.359617 36.90338

LCMS 1/4/2019 4:42:48 PM LT Page 2 of 4
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AB-0201.D

Sample Name: Fl-stab3mois-1

Signal 2: DADl1 B,

Peak RetTime Type
# [min]

- oo |===m | mmmmms R | ==mmmmmm - |-=mmmmmm |
68.
31.

1 0.449 BV
2 0.559 w

Totals

Signal 3: DAD1l C,

Peak RetTime Type
# [min]

Totals

Signal 4: DAD1 F,

Signal 5: DAD1 G,

Peak RetTime Type

e | === =mmmmms | ==mmmmmmm |==mmmmmmmm === |

# [min]
1 0.254 BV
2 0.322 v
3 1.031 BB
4 1.334 BB
Totals

Width

0.1370
0.0734

Width
[min]

.0484 1

1

Width
[min]

0.0710
0.0915
0.0481
0.0526

Signal 6: MSD1 TIC, MS File

Peak RetTime Type
# [min]

Width

LCMS 1/4/2019 4:42:48 PM LT

Area
[mAU*s]

23.63238
11.07010

34.70247

Area
[mAU*s]

98.47347
59.75927
5.51007
180.28540
174.93803
7.44784

526.41409

Area
[mAU*s]

13.01834
12.02399
301.90860
40.55666

367.50759

.99546e6
.76797e5
.08279%e6
.73495e6
.57633e4
.91465e4

Sig=575.4,4 Ref=360,100

Height
[mAU]

2.44092
2.41811

4.85902

Sig=214,4 Ref=360,100

Height
[mAU]

1.20973
378.78094
52.47741
1.03588

453.17478

Sig=350.4,4 Ref=360,100

Sig=282.4,4 Ref=360,100

Height
[mAU]

2.49106
1.76484
97.59741
12.26424

114.11756

Height

.42557e5
.71985e4
.27491e6
.58855e5
.64842e4
.17687e4

Area

82.
3 B

1000
9000

1503
0356

Area
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AB-0201.D

Sample Name: Fl-stab3mois-1

Peak RetTime Type

#

10
11
12
13
14
15
16
17
18
19
20

Totals

Signal 7: MSD2 TIC,

Peak RetTime Type

#

Totals

[min]

BB s DWW W W NN NN

[min]

SSS8FSS

VB
BV

VBA

Width Area Height
[min]
0.1150 1.01875e5 1.17253e4
0.1278 1.24293e5 1.32191e4
0.0739 7.65602e4 1.65691e4
0.1244 1.43238e5 1.91849%e4
0.1048 1.14815e5 1.66485e4
0.0940 1.05004e5 1.52442e4
0.0561 5.11891e4 1.40405e4
0.0693 5.78816e4 1.32078e4
0.0512 3.81898e4 1.24372e4
0.0704 7.12211e4 1.59046e4
0.1517 4.59873e5 4.15828e4
0.0981 1.18323e5 1.63465e4
0.0863 7.16016e4 1.38360e4
0.0779 7.08287e4 1.28425e4
1.21298e7 2.22456e6
MS File
Width Area Height
[min]
0.0919 1.37556e6 2.31904e5
0.0670 9.61623e5 2.29786e5
0.0848 1.25768e5 2.20246e4
0.1030 5.23715e4 6833.12744
0.0756 2.21134e7 4.49211e6
0.0756 6.01442e6 1.22051e6

3.06431e7 6.20317e6

O 00 WO OO0 OO0 O HFH O

LCMS 1/4/2019 4:42:48 PM LT

*** End of Report ***
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Stability of F2 sample in LC-MS at 3 months

Data File C:
Sample Name:

\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AE-0601.D
F2-stab3mois-1

Acq. Operator LE-ZSL Seq. Line 6
Acqg. Instrument LCMS Location P1-A-05
Injection Date 12/14/2015 12:52:17 PM Inj 1

Inj Volume 0.100 pl

Acqg. Method
Last changed
Analysis Method

Last changed

C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\TBZISO_45ACN_ S55TP4.
12/14/2015 11:04:54 AM by LE-ZSL

C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AE-0601.D\DA.M (
TBZISO_45ACN_55TP4.5.M, From Data File)

12/14/2015 11:04:54 AM by LE-ZSL

DAD1A, Slg—254 4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AE-0601.D)
@

T‘T'

mAU |
44

q =
o+

T 1t
0.5 1.5 2 25 3 35

4.5

min

=

DAD1 C, Sig=214,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AE-0601.D)

n

ﬁ § |
o

=

o~;#4/

T T Lo T T y T 1 T
0.5 1 15 2 25 3 3.5

min

DAD1 F, Sig=350.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AE-0601.D)

-0.2 \

0.3

min

LCMS 1/4/2019 4:44:55 PM LT
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Data File C
Sample Name

:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AE-0601.D
: F2-stab3mois-1

DAD1 G, Sig=282.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AE-0601.D)

1 2 4

min

3
MSD1 TIC, MS File (C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AE-0601.D) ES-API, Pos, Scan, Frag: 130,

[=d
400000 ﬁ
350000 ) 1‘
300000 -| [
250000 - ‘1 ‘1
200000 B
150000 - 8 23 ol | & o o @ P © ® -
s R g ¢ g g R 8 83
100000 — \\‘/ \"*ﬁ(\ \!'9 ¥\.r/ciw/ \c-rdl\ \f\/»uu—»)":ﬂww»—J\/:v‘:‘x,k»-/(\{(»-w»~fd*~m = ~/—~»v»«w_ﬁ"’?x,\*2x+¢fjw/-\—
J T 7 y y T T y T y T y Y ' T '
1 2 3 4 min
MSD2 TIC, MS File (C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AE-0601.D) ES-API, Pos, SIM, Frag: 130,
4 ()
1200000 3
F I
1000000 | | \1
]
800000 | [
600000 - [
400000 - |
b > © [\ g
200000 - =4 E J \ 2
e s =2 J N~
¥ i x 1§ K ! % ) T T T LE T 4 L Y T d B v
1 2 3 4 min
Area Percent Report
Sorted By 2 Signal
Multiplier 2 1.0000
Dilution 3 1.0000
Use Multiplier & Dilution Factor with ISTDs
Signal 1: DAD1 A, Sig=254.4,4 Ref=360,100
Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== |====|======= === | === | === I
1 1.033 BB 0.0477 14.31103 4.68170 100.0000
Totals : 14.31103 4.68170
LCMS 1/4/2019 4:44:55 PM LT Page 2 of 4
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AE-0601.D
Sample Name: F2-stab3mois-1

Signal 7: MSD2 TIC, MS File

Peak RetTime Type Width Area Height Area
# [min] [min] %
= | === | = === | === [======== |
1. 0.309 BV 0.0785 5.34606e4 9606.53320 0.8478
2 0.543 VB 0.0604 1.37750e5 3.43607e4 2.1845
3 1.083 BV 0.0702 5.73514e6 1.28624e6 90.9511
4 1.387 VB 0.0737 3.79390e5 7.96198e4 6.0166

Totals : 6.30574e6 1.40983e6

*** End of Report ***
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Stability of F3 sample in LC-MS at 3 months

Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AH-1001.D
Sample Name: F3-stab3mois-1

Acq. Operator LE-ZSL Seq. Line 10
Acqg. Instrument LCMS Location P1-A-08
Injection Date 12/14/2015 1:23:34 PM Inj B )

Inj Volume 0.100 pl

Acqg. Method
Last changed
Analysis Method

Last changed

C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\TBZISO_45ACN_55TP4.
12/14/2015 11:04:54 AM by LE-ZSL

C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AH-1001.D\DA.M (
TBZISO_45ACN_55TP4.5.M, From Data File)

12/14/2015 11:04:54 AM by LE-ZSL

DAD1 A, Sig=254.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AH-1001.D)

mAU |
25

2
1.5
1,:

05 .
ol ~e AN JA A~

T y T y T
0.5 1 15 2 25

3

| A I |

3.5

4.5

mAU -]
-0.05 | \

014 | S
\/ e

015 J T
024

-0.25 3

034 :

DAD1 B, Sig=575.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AH-1001.D)

min

~——

L) R DR L | 7 T T
0.5 1 15 2 25

3 3.5

T — — T

mAU 7|
35
30 |
25 H
20
15
10—i 8
5__

S \
j‘../o\b/ S f

459

~1.338

|
[\
pepee N P

DAD1 C, Sig=214,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AH-1001.D)

min

T

T

T

T T T y y T
0.5 1 15 2 25

3 3.5

T — T

mAUT
0051
0.04 |
003 -
002
001 ) | /

03

DAD1 F, Sig=350.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AH-1001.D)

| P NASVAL AN A
\"\f‘/\,/\ ,~/J ‘&'-/\/\f ‘\f\/\,v/\“\/\\//\ “\\/\/\J/\ A‘\/'\\/\F\/\/‘/\/ gl \‘/\‘ v 7
\"l J
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Data File C

:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AH-1001.D

Sample Name: F3-stab3mois-1

DAD1 G, Sig=282.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AH-1001.D)

mAU | %
8- “
] \
: |
\
4 /|
] /|
P
] [
0 — 1 i OO e e e -
T T T T T i T T T T ’
;i 1 1.5 2 25 3 i 4 4.5 min
MSD1 TIC, MS File (C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AH-1001.D) ES-API, Pos, Scan, Frag: 130,
[}
300000 %
\
250000 | |
1 \
200000 | \‘
1 | -
]
150000 T [ 3
1 = N~ < - = —
. 3 &8 I\ p 88 5 § 3 88 § 2
100000 |\ ~. oo LY h\ - - o P o © o < <
LN A AT N N N o e A AN A A T e
T3 T % 2~ % ¢ © %8 ? . Lre & & 1 2+ 3 &1 L T N IR R T L7 R T 2 G
.5 1 2 3 3 A 4.5 min
MSD2 TIC, MS File (C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AH-1001.D) ES-API, Pos, SIM, Frag: 130,
800000 )
700000 |
600000 | [
500000 | “
400000 | | |
E [ 2
300000 - B 8
E | -
200000 2w A
100000 - © 3 RN A
B £ (= / N i\
04 ——r———— — :
U L LI W | I 2 PO WL B A W [ L 0 R I AW T
0.5 1 1.5 2 25 3 3.5 4 4.5 min
Area Percent Report
Sorted By 2 Signal
Multiplier 2 1.0000
Dilution 3 1.0000
Use Multiplier & Dilution Factor with ISTDs
Signal 1: DAD1 A, Sig=254.4,4 Ref=360,100
Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
ininiuinl Eatnieitatatet | === === [===mm [ | === |
1 1.034 BB 0.0482 8.73121 2.81406 100.0000
Totals : 8.73121 2.81406
LCMS 1/4/2019 4:45:56 PM LT Page 2 of 4
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AH-1001.D

Sample Name: F3-stab3mois-1

Signal 2: DAD1l B, Sig=575.4,4 Ref=360,100

Signal 3: DAD1 C, Sig=214,4 Ref=360,100

Peak RetTime Type Width

# [min] [min]
1 0.225 BV 0.0833
2 0.459 VB 0.1770
3 1.034 BB 0.0481
4 1.338 BB 0.0534

Totals

Area
[mAU*s]

Height
[mAU]

3.12622
4.56166
38.85295
6.86830

53.40913

Signal 4: DADl F, Sig=350.4,4 Ref=360,100

Signal 5: DAD1 G, Sig=282.4,4 Ref=360,100

Peak RetTime Type Width
# [min] [min]

1 1.034 BB 0.0478
2 1.338 BB 0.0518

Totals

Signal 6: MSDl1 TIC, MS File

Peak RetTime Type Width

# [min] [min]
1 0.291 BV 0.0867 1
2 0.469 VvV 0.0483 3
3 0.567 VB 0.0722 4
4 1.079 BB 0.0661 1
5 1.381 BV 0.0718 2
6 1.612 vV 0.0923 8
T 1.741 vV 0.1058 8
8 2.314 BV 0.0798 7
9 3.024 BV 0.0648 3
10 3.244 vV 0.1382 1
11 3.451 v 0.0728 8
12 3.600 vV 0.0781 8
13 4.121 BB 0.1645 1
14 4.601 VvV 0.0743 4
Totals : 2

LCMS 1/4/2019 4:45:56 PM LT

Area
[mMAU*s]

29.82697
5.04662

34.87359

.24104e5
.09673e4
.38191e4
.06097e6
.63012e5
.14585e4
.32286e4
.76252e4
.08148e4
.11826e5
.50824e4
.00424e4
.99382e5
.45367e4

31686e6

Height
[mAU]

9.72469
1..55790

11..28259

1.86626e4
9214.93457
9464.25586
2.35907e5
.26805e4
.47013e4
.31069%e4
.27976e4
7025.07031
1.40874e4
1.55659%e4
1.68372e4
1.54109e4
9249.70898

=R =G

4.44711eS

25.8554
55.5589
10.7367

Area

%

85.5288
14.4712

o
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1AH-1001.D
Sample Name: F3-stab3mois-1

Signal 7: MSD2 TIC, MS File

Peak RetTime Type Width Area Height Area
# [min] [min] %
e S e e === | === === |
1 0.329 BV 0.0792 1.19141e5 2.27470e4 2.5796
2 0.545 VB 0.0640 3.42927e4 7940.96533 0.7425
3 1.084 BV 0.0692 3.63385e6 8.30728e5 78.6797
4 1.388 VB 0.0708 8.31254e5 1.84288e5 17.9982

Totals : 4.61854e6 1.04570e6

*** End of Report ***

LCMS 1/4/2019 4:45:56 PM LT
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Stability of F4 sample in LC-MS at 3 months

Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BB-1401.D
Sample Name: F4-stab3mois-1

Acq. Operator LE-ZSL Seq. Line : 14
Acqg. Instrument LCMS Location : P1-B-02
Injection Date 12/14/2015 1:54:52 PM Inj : 1

Inj Volume : 0.100 pl

Acg. Method
Last changed
Analysis Method

C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\TBZISO_45ACN_55TP4.

12/14/2015 11:04:54 AM by LE-ZSL
C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BB-1401.D\DA.M (

TBZISO_45ACN_55TP4.5.M, From Data File)

Last changed 12/14/2015 11:04:54 AM by LE-ZSL

DAD1 A, Sig=254.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BB-1401.D)
mAU | P
4- 8
35 I
3 I
25 [
24 o [
i ¥
154 3 [ |
14 N ||
0sd |\ /|
.5 / / N\
0_,,”,] \'L»i—/ N - \ ez N o - e
¥ .-t 2 7 & 2 2 1T 2 2% & F & T T LU P T T 4 R
05 1 15 2 25 3 35 4 45 min
DAD1 B, Sig=575.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BB-1401.D)
mAU N
] = R ,,//‘ N
014 | A~V R N A
| \/ T ]
029 | /
| |
-0.3 |/
/
f
044 |
4 | ‘|
0.5 v
e I T T 7 7 T A T T ) | Y L T T T T
05 1 1.5 2 25 3 35 4 45 min
DAD1 C, Sig=214,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BB-1401.D)
mAU $
50
40 |
20 § 1
< [
20 | i || 9
1 || s [l 2
04 || g [ N
1 ke ] /\
0] S B~ SV S S = e ]
AT | N i ¥ ¥ o W ! T y &L u. E -9 % J L F LS 3 T X v
05 1 15 2 25 3 35 4 45 min
DAD1 F, Sig=350.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BB-1401.D)
\ “‘7“'
\\"/ r\\,.—‘/\,/\ D /J\//‘ \\h Vi) DRI W o W bk Ta Shati s Ands S it S i s
PR, L AR . S e S A R LR S -
05 1 1.5 2 25 3 35 4 45 min
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BB-1401.D
Sample Name: F4-stab3mois-1

DAD1 G, Sig=282.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BB-1401.D)

mAU é
12 ﬂ-
10 | 1
. |
6| ‘
| 8
[ d
2 | \', N
e S L VO, \ﬁ, SIS . S
; - - T T T T
1 2 4 min
MSD1 TIC, MS File (C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BB-1401.D) ES-API, Pos, Scan, Frag: 130,
] ~
350000 Tt
300000 - [l
250000 J \‘
200000 | g g
18 g | ‘4‘ 3
4o - o
1o000 ] ;’w\ s § [ ‘ N % %g
100000 _; L«Y/ /f\\k-ox'ywj— \\*‘r\é/ \H —~ y»rﬁrw\/-\,rw-«»ﬂ,,xr*—f\;\‘\y o A WA\/—&:BX
z y T ' 7 T \ T T T p T T
1 2 3 4 min
MSD2 TIC, MS File (C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BB-1401.D) ES-API, Pos, SIM, Frag: 130,
] o
1000000 — §
[
800000 - f \
600000 | “ \‘
1 n
400000 - [4 S
] < 0 © | | n
200000 | 5 28 |\ N
1 > YO [\ /
i ° _o.c MY S
4 k T T B T T T T
1 2 3 4 min
Area Percent Report
Sorted By Signal
Multiplier 1.0000
Dilution 1.0000
Use Multiplier & Dilution Factor with ISTDs
Signal 1: DAD1 A, Sig=254.4,4 Ref=360,100
Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== |====|======= === [ | === |
1 0.220 BB 0.0855 6.54668 1.13072 32.3244
2 1.031 BB 0.0488 13.70637 4.34463 67.6756
Totals 20.25305 5.47535
LCMS 1/4/2019 4:46:37 PM LT Page 2 of 4
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BB-1401.D

Sample Name: F4-stab3mois-1

Signal 2: DAD1l B, Sig=575.4,4 Ref=360,100

Signal 3: DAD1 C, Sig=214,4 Ref=360,100

Peak RetTime Type Width

# [min] [min]
1, 0.222 BV 0.0492
2 0.426 VB 0.1518
3 1.031 BB 0.0478
4 1.335 BB 0.0499

Totals

Area
[mAU*s]

35.66554
182.70418
28.57217

326.45872

Height
[mAU]

24.91737
3.01968
59.57926
8.78575

96.30206

Signal 4: DADl F, Sig=350.4,4 Ref=360,100

Signal 5: DAD1 G, Sig=282.4,4 Ref=360,100

Peak RetTime Type Width
# [min] [min]

I B B R e Jiamssnissans |
874
12.

1 1.031 BB 0.0496
2 1.335 BB 0.0502

Totals

Signal 6: MSDl1 TIC, MS File

Peak RetTime Type Width

# [min] [min]
1 0.081 BV 8.67e-3 1
2 0.293 v 0.0990 2
3 0.555 VB 0.0926 3
4 1.077 BV 0.0697 1
5 1.380 VB 0.0761 3
6 2.859 BV 0.0471 2
7 3.053 vw 0.0753 7
8 3.364 vV 0.2163 1
9 3.722 v 0.1556 1
10 4.887 BV 0.1002 8
11 4,951 VBA 0.0566 4
Totals : 2.

LCMS 1/4/2019 4:46:37 PM LT

Area
[mMAU*s]

45.82727
6.77583

52.60310

.45589%¢e4
.17654e5
.91305e4
.40717e6
.11909%e5
.77530e4
.08412e4
.83622e5
.94876e5
.47594e4
.29214e4

59520e6

2.
3

Height
[mAU]

14.99925
2.07189

17.07113

79756e4
32490e4

7029.46631

8
6.

18204e5
27638e4

9670.92480

1

[ I S =

.24750e4
.40138e4
.65368e4
.08524e4
.26308e4

.25401e5

24.
10.
55:

8.

3574
9250
9655
1522

Area

= O

1190
8810
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ 2015-12-14 12-07-27\1BB-1401.D
Sample Name: F4-stab3mois-1

Signal 7: MSD2 TIC, MS File

Peak RetTime Type Width Area Height Area
# [min] [min] %

1 0 0.0834 2.23459e5 4.29086e4 348171
2 0.545 v 0.0718 1.67076e4 3351.51831 0.2630
3 0.683 VB 0.0891 9214.29980 1515.01270 0.1450
4 1 0.0696 5.04864e6 1.14342e6 79.4626
5 1 0.0714 1.05546e6 2.31041e5 16.6123

Totals : 6.35348e6 1.42223e6

**x* End of Report **x*

LCMS 1/4/2019 4:46:37 PM LT Page 4 of 4
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Stability of F1 sample in LC-MS at 6 months

Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AC-0301.D
Sample Name: F1-STAB6M-1

Acq. Operator : LE Seq. Line : 3
Acqg. Instrument : LCMS Location : P1-A-03
Injection Date : 5/25/2016 11:15:33 AM Inj : 1
Inj Volume : 0.100 pl
Acq. Method : C:\CHEM32\1\DATA\TBZ4 2016-05-25 10-55-35\TBZISO_40ACN_60TP4.
Last changed : 5/25/2016 10:35:48 AM by LT

Analysis Method
TBZISO_40ACN_60TP4.5.M, From Data File)

Last changed : 5/25/2016 10:35:48 AM by LT

C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AC-0301.D\DA.M (

DAD1 A, Sig=254.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AC-0301.D)
mAU §
125 [
1 [
075 I
0.5 P | ‘,
0254 [\ [
D | j\\/\r /A ~
04—/ h— s e A . A Ne
025 v o N
S L7 S L TR B [N T T & 0 | T L 29 ¢ 4 LY ® % & b2 % &g % &Y
05 1 1.5 2 25 3 35 4 45 min
DAD1 B, Sig=575.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AC-0301.D)
mAU
-0.1 AA~A
\ — =
0155 | 2 V) [ W g _ren
02 | | \ TR s
027 { \C NS T e~ O
-0.25 H ‘ ‘ ~]
-0.3- v ‘ |
-0.35 | ‘\
0.4 I
0.45 !
T | LA I & &8 1 LI A T T P Y T v 7 Y
05 1 1.5 2 25 3 35 4 45 min
DAD1 C, Sig=214,4 Ref=360,100 (RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AC-0301.D)
mAU 8
20 |
1 |
[
15 [
] JH
10 " |
X || ©
(] ~
5 154 % [ B
° S |\ £
e S / \
04—/ Sl e e st ces e ! D / g ——
T r L | T ) S -2 = = .0 &7 AL
05 1 1.5 2 25 3 35 4 45 min
DAD1 F, Sig=350.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AC-0301.D)
mAU |
0.16 I
0.14 I
0.12 Il
0.1 1 ‘
oo | ‘) l
006 || | 1‘
0.04 - J \ \1
b= f | f s - - AR N 7
0-05 E\ /"‘ : v‘L/-\/\h/* /\wr-j L«/—/\'\\/\/J . e Ly v P W e A~ N\
FR— T T T T T T T T T T T T T T T T T T T T T T T 2 o, 2 T T T T T T T T T T ¥ T
05 1 1.5 2 25 3 35 45 min
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AC-0301.D
Sample Name: F1-STAB6M-1

DAD1 G, Sig=282.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AC-0301.D)

mAU %
5 7 I
1 | \‘
4-
3 |
3 [
2 H‘ |
] [
14 / \ .
ol—r— @ I . O AN
T T T T T
1 2 4 min
MSD1 TIC, MS File (C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AC-0301.D) ES-API, Pos, Scan, Frag: 130
240000 — §
220000 f‘?‘
200000 | | s
180000 - | ﬁ
160000 -, [ ]
140000 [ =
=R - | o
120000 - \,‘ 5 s g2 3 3 J( \\ = 3 8
100000 - | - S pil - Y / \ /V/\-\ ) :
800003 /TN AN W NNt A A A AN, A VSV Vol SN S0, S
z y T ! T T T T T T T p T Y T T
1 2 3 4 min
MSD2 TIC, MS File (C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AC-0301.D) ES-API, Pos, SIM, Frag: 130,
- el
] E
600000 - il
|
500000 - l
|1
400000 ‘1 {
|
300000 - || -
i || Q
200000 - [\ :
1 ST W v ~ | \
100000 33 5 ] 3 [\ A
. ¢ B 2 P Y 5
T y T T T y T T y 4 T g v y y T T g y T T
1 2 3 4 min
Area Percent Report
Sorted By 2 Signal
Multiplier 2 1.0000
Dilution 3 1.0000
Use Multiplier & Dilution Factor with ISTDs
Signal 1: DAD1 A, Sig=254.4,4 Ref=360,100
Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== |====|======= [===== | === | === |
1 3.062 BB 0.0819 8.99476 1.69473 100.0000
Totals : 8.99476 1.69473
LCMS 1/4/2019 4:51:54 PM LT Page 2 of 4
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AC-0301.D

Sample Name: F1-STAB6M-1

Peak RetTime Type Width

# [min] [min]

1 0.341 BV 0.0685
2 0.445 vv 0.0748
3 0.575 VB 0.0695
4 1.205 BB 0.0691
£5) 1.847 BB 0.0753
6 3.113 BB 0.1126
9 4.129 BB 01236

Totals

7.59641e4
2.36064e4
1.38632e4
9.46931e4
1.10315e4
4.99892e6
1.01545e6

6.23353e6

1.76041e4
5256.76514
2895.68896
2.16694e4
2251.46338
6.82914e5
1.28951e5

8.61542e5

LCMS 1/4/2019 4:51:54 PM LT

*** End of Report ***
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AC-0301.D
Sample Name: F1-STAB6M-1

Signal 2: DAD1l B, Sig=575.4,4 Ref=360,100

Signal 3: DAD1 C, Sig=214,4 Ref=360,100

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %

0.233 BV .1088 20.89197 251770 11.1862

1 0

2 0.527 VB 0.1318 24.44398 2.64577 13.0880
3 3.062 BB 0.0824 121.36701 22.67712 64.9834
4 4.078 BB 0.1053 20.06318 2.95292 10.7424

Totals : 186.76614 30.79350

Signal 4: DADl F, Sig=350.4,4 Ref=360,100

Signal 5: DAD1 G, Sig=282.4,4 Ref=360,100
Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
intuinindl Eatutntaininte: i [===== | === | ======== |
1 3.062 BB 0.0822 30.94361 5.80367 100.0000

Totals : 30.94361 5.80367

Signal 6: MSD1 TIC, MS File

Peak RetTime Type Width Area Height Area
# [min] [min] %

=== it [ === |======—=—= | === |
1 0.737 BV 0.1275 7.75104e4 1.16507e4 4.3448
2 1.161 BV 0.0905 7.58042e4 1.30437e4 4.2492
3 1.379 VB 0.0637 6.31274e4 1.34798e4 3.5386
4 2.230 BB 0.0790 4.48119e4 7990.03174 25119
5 2.425 BB 0.0822 5.57451e4 1.04971e4 3.1248
6 3.109 BB 0.1104 1.17010e6 1.64071e5 65.5899
7] 4.121 BV 0.1187 2.33770e5 2.59474e4 13.1040
8 4.564 BV 0.0682 2.78029%9e4 5489.31152 1.:5585
9 4.705 VB 0.0607 3.52920e4 8733.84473 1.9783

Totals : 1.78397e6 2.60903e5

Signal 7: MSD2 TIC, MS File

LCMS 1/4/2019 4:51:54 PM LT Page 3 of 4
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Stability of F2 sample in LC-MS at 3 months

Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AF-0701.D
Sample Name: F2-STAB6M-1

Acqg. Operator : LE Seq. Line : 7
Acqg. Instrument : LCMS Location : P1-A-06
Injection Date : 5/25/2016 11:40:31 AM Inj : 1!
Inj Volume : 0.100 pl
Acq. Method : C:\CHEM32\1\DATA\TBZ4 2016-05-25 10-55-35\TBZISO_40ACN_60TP4.

Last changed : 5/25/2016 10:35:48 AM by LT
Analysis Method : C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AF-0701.D\DA.M (
TBZISO_40ACN_60TP4.5.M, From Data File)
Last changed : 5/25/2016 10:35:48 AM by LT
DAD1 A, Sig=254.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AF-0701.D)
mAaU]
04 ||

0.3 ‘ |

1 |

1 \
0.2 E I \ | \‘
0.1 | \ [\

ol N G L S VS SR SRR —

T ——— — T — — — ——— — — T —
0.5 1 1.5 2 25 3 3.5 4 4.5 min
DAD1 B, Sig=575.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AF-0701.D)

006

008 | / \“’\/\f\ﬁ

014 " ( DN

-0.12 ‘I | || TS

0.14 - |/ } " AL

-0.16 - . || A

-0.18 1/

02+ ISR . SISV A S—
05 1 1.5 2 2.5 3 35 4 4.5 min

DAD1 C, Sig=214,4 Ref=360,100 (RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AF-0701.D)

mAU
25
2 \
15
e ke
054 | 1| N\ \
% 0|1 A R N
05 V
LR | b U I A | L o W 0 E 2N % o o y L N { S
05 1 1.5 2 25 3 35 4 45 min
DAD1 F, Sig=350.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AF-0701.D)
mAU I
0.05 l
0.04 |
003 (
002 [

/ e I\ e D
. ‘/\‘ ANVAYAS IJ \ AN AN A NS 'y\r\/mﬂ“f “ANS NS S
E / P \VARAW V.V Ve Wa o WO VAR At NS
0 \/ J \ jr\ fi ek \/ =
E \/
Y T

I
||

-0.229

0544

0.5 1 15 2 25 3 3.5 4 4.5 min
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AF-0701.D
Sample Name: F2-STAB6M-1

DAD1 G, Sig=282.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AF-0701.D)

mAU \
07 1\
0.6 ( “
05 [ |
0.4 [1 \‘
031 | |
029 || [
o1d |\ [
04— N—— BN — ,A./‘ Knﬁ,__,m I & N _—
& T T T ] T T T T T T T d
. 1 15 2 25 ; 4 45 min
MSD1 TIC, MS File (C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AF-0701.D) ES-API, Pos, Scan, Frag: 130
130000 | '\l
|
1200007 | 8
110000 | | ]
] f‘\\
100000 \ . I\
| g 8 & 8.3 || .
90000 | ) & = o N 3 & /N «
L\ MMM A 4 A A Ny Ao /\/‘?‘ o\, ¥4 N A\ N A
80000 \/ N A AW W AV A VR WAV WP A A P W W A VAY WV A L\” ATALVEW AN /AVA
] V W/ ALY vV \/\v vV 1Y \’“-L/ V. Y N Y Ve VW \/
T T T LIaE T 7 T L O T PR L) T T
i % : d 4.5 min
MSD2 TIC, MS File (C:\CHEM32\1\DATAIRECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AF-0701.D) ES-API, Pos, SIM, Frag: 130,
] D
140000 ﬁ
120000 [
100000 | ‘\‘ \
80000 | | >‘
60000 - [
4 | |
40000 - 3 g | ‘\ &
b ) = / v‘
G S - T A . 7 S T & S _
Y 7 | T 1 T " L Tl T T ¥ T ;
0.5 1 15 2 25 3 35 4 45 min
Area Percent Report
Sorted By Signal
Multiplier 1.0000
Dilution 1.0000
Use Multiplier & Dilution Factor with ISTDs
Signal 1: DAD1 A, Sig=254.4,4 Ref=360,100
Signal 2: DAD1 B, Sig=575.4,4 Ref=360,100
Signal 3: DAD1l C, Sig=214,4 Ref=360,100
Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
| [ |t [sm—metn | |
3, 0.229 BB 0.0836 14.18466 2.37852 31.9992
2 0.544 BB 0.1204 13.24462 1.67256 29.8786
3 3.058 BB 0.0831 16.89888 3.12323 38.1222
LCMS 1/4/2019 4:52:37 PM LT Page 2 of 3
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AF-0701.D
Sample Name: F2-STAB6M-1

Peak RetTime Type Width Area Height Area

# [min] [min] [mAU*s] [mAU] %
e e e e [=rrommnens lm=armnes I
Totals : 44.32815 7.17431

Signal 4: DAD1 F, Sig=350.4,4 Ref=360,100

Signal 5: DAD1 G, Sig=282.4,4 Ref=360,100

Signal 6: MSD1 TIC, MS File

Peak RetTime Type Width Area Height Area
# [min] [min] %
| ———— [ jrmmmmm——— S [ I
1 1.390 BV 0.0653 4.58022e4 9503.51367 5.6916
2 1.588 wv 0.1438 1.36560e5 1.2678le4 16.9696
3 2.023 vw 0.1291 1.02132e5 1.34896e4 12.6914
4 2.456 BV 0.0755 6.81461led 1.28447e4 8.4681
5, 2.645 VvV 0.0628 3.47071e4 8448.28906 4.3129
6 2.848 vv 0.1224 7.28225e4 1.04182e4 9.0493
3 3.103 VB 0.1344 3.15452e5 3.16659%e4 39.1995
8 4.135 BB 0.0620 2.91124e4 7822.20752 3.6176
Totals : 8.04735e5 1.06871e5

Signal 7: MSD2 TIC, MS File

Peak RetTime Type Width Area Height Area
# [min] [min] %
e e e [immmmmm e R e |
1 0.341 BB 0.0839 1.17915e4 2090.77100 1.1533
2 1.200 BB 0.0679 2.85292e4 6683.57910 247905
3 3.109 BB 0.1037 9.11840e5 1.39093e5 89.1875
4 4.125 BB 0.1196 7.02245e4 9328.27051 6.8687

Totals : 1.02238e6 1.57196e5

*** End of Report ***

LCMS 1/4/2019 4:52:37 PM LT Page 30f 3

45



Stability of F3 sample in LC-MS at 6 months

Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AI-1101.D

Sample Name:

F3-STAB6M-1

Acq. Operator LE Seq. Line 11
Acg. Instrument LCMS Location P1-A-09
Injection Date 5/25/2016 12:05:34 PM Inj 1

Inj Volume 0.100 pl

Acg. Method

C:\CHEM32\1\DATA\TBZ4 2016-05-25 10-55-35\TBZISO_40ACN_60TP4.

Last changed
Analysis Method

5/25/2016 10:35:48 AM by LT

TBZISO_40ACN_60TP4.5.M, From Data File)
Last changed 5/25/2016 10:35:48 AM by LT

C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AI-1101.D\DA.M (

DAD1 A, Sig=254.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AI-1101.D)
mAU | 1
03 Il
0.25
02
0.15 |
0.1
005 |
0y

min

mAU

-0.04 -

X
0.06 \'\ /AJ\' R
-0.U% 7 / ’/\ /\/r\/\_\f\/\

\ /\WA/

0084 |

-0.1

-0.12

™ A B T I 7 T T T L
0.5 1 1.5 2 25 3

DAD1 C, Sig=214,4 Ref=360,100 (RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AI-1101.D)

g g

= |
2

&
|
3063

s
-
57

min

N f AR /
i “\ Ao i gl L r'\ / | [\. q
00075, | A
0005 1| /| 1 " \ /J\ \// \,j/‘f vy .‘A“‘/ ‘
00025 \ [/ ‘| ‘ v ; \|
0 | | ‘v‘ v
-0.0025 | f‘
-0.005 - \f
-0.0075 -

3.5 4

o
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=

4.5 min
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Data File C
Sample Name

:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AI-1101.D
: F3-STAB6M-1

DAD1 G, Sig=282.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AI-1101.D)
mAU - \
L |
03 il
E| |1
0.25 | I [
vl i
0159 || [
oad |\ H
21 1™ n
0.05 . [
TN \
ol »J\' e e \_fﬁ‘/N\,Av//\ Do o )
T ’ T T T T T
1 2 3 4 min
MSD1 TIC, MS File (C:\CHEM32\1\DATAIRECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AI-1101.D) ES-API, Pos, Scan, Frag: 130
- N
140000 - &
130000 7 ||
120000 - ‘I
110000 | | & ~ 2 @
100000 - $ gg =28 % 35 2 85w 3838
90000 | | s = X = E g < A S S5
E Vo xoihum N it . NofX Sl <+ < <)
X e A\ I\ [ Ao R AN N AN ViR N N\ W/ \ AJ\ ,
80000 - &&/ v N~ VA b/ \JL Y V\r/ VA /W \;“N/ f\w‘ﬂ“«g ( VA ./ AV bl W\\f\/ ‘yf"?,ﬂ\\r-ﬂ“
: y T L ; T y y T T T T T T T T T
2 4 min
MSD2 TIC, MS File (CA\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1A1-1101.D) ES-API, Pos, SIM, Frag: 130,
] <
70000 - §
60000 [
E I
50000 | [
40000 - [
30000 - [ 8
20000 3 2 [ *
E . p |
| s . E I S .. Y
10000 : | = ——i :
1 2 3 4 min
Area Percent Report
Sorted By Signal
Multiplier 1.0000
Dilution 1.0000
Use Multiplier & Dilution Factor with ISTDs
Signal 1: DAD1 A, Sig=254.4,4 Ref=360,100
Signal 2: DAD1 B, Sig=575.4,4 Ref=360,100
Signal 3: DAD1l C, Sig=214,4 Ref=360,100
Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e S S e e e frmmmsmmens | =mm=memmes |m=ntmme= |
3, 0.231 BB 0.0860 14.43095 2.27389 39.4070
2 0.540 BB 0.1227 15.54989 1.91599 42.4625
3 3.063 BB 0.0782 6.63947 1.33123 18.1306
LCMS 1/4/2019 4:53:06 PM LT Page 2 B6E 3
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1AI-1101.D

Sample Name: F3-STAB6M-1

Peak RetTime Type Width
# [min] [min]

m [ frmme [ mmmmme [rmmmmmnenn [Frm=mmmmes fmmmimminme |
36.62031

Totals

Area
[mMAU*s]

Height
[mAU]

5.92111

Signal 4: DAD1 F, Sig=350.4,4 Ref=360,100

Signal 5: DAD1 G, Sig=282.4,4 Ref=360,100

Signal 6: MSD1 TIC, MS File

Peak RetTime Type Width

# [min] [min]
1 0.082 BB 0.0259 4
2 0.855 BV 0.0722 3
3 0.956 VB 0.1021 6
4 1.191 BV 0.0755 4
5 1.352 w 0.0824 8
6 1.513 v 0.0819 7
7 1.731 VB 0.0818 3
8 2.458 BV 0.1339 4
9 2.669 Vv 0.1142 7
10 2.997 VvV 0.1000 1
11 3.116 Vv 0.0671 7
12 3.235 w 0.0606 2
13 4.384 BV 0.0646 3
14 4.493 Vv 0.0524 3
15 4.583 VvV 0.0440 3
16 4.659 VB 0.0788 8
Totals : 8.

Signal 7: MSD2 TIC, MS File

Peak RetTime Type Width
# [min] [min]

.05200e4
.77943e4
.55575e4
.68967e4
.11455e4
.28132e4
.70315e4
.88564e4
.84644e4
.09383e5
.37081e4d
.21801e4
.03107e4
.43287e4d
.09901e4
.49867e4

94967e5

2.60602e4
8804.27734
9643.90918
1.13223e4
1.37654e4
1.16698e4
7541.32422
5341.93652
1.10947e4
1.40290e4
1.75507e4
6091.88623
7606.04785
1.03097e4
1.03569e4
1.42210e4

1.85409e5

Height

0.345 BB 0.0729 7335.42432 1562.69519

1.201 BB 0.0676 2819.18579
.19031e5
.73605e4

1
2
3 3.114 BB 0.0972 4
4 4.133 BB 0.1141 6

Totals : 4

.96546e5

664.38837
6.56019e4
9042.93164

7.6871%e4

Area

0.5678

84.3891
13.5658

*** End of Report ***

LCMS 1/4/2019 4:53:06 PM LT
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Stability of F4 sample in LC-MS at 6 months

Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1BC-1501.D
Sample Name: F4-STAB6M-1

Acq. Operator : LE Seq. Line : 15
Acqg. Instrument LCMS Location : P1-B-03
Injection Date 5/25/2016 12:30:40 PM Inj ¢ 1.

Inj Volume : 0.100 pl

Acq. Method
Last changed
Analysis Method

Last changed

C:\CHEM32\1\DATA\TBZ4 2016-05-25 10-55-35\TBZISO_40ACN_60TP4.
5/25/2016 10:35:48 AM by LT

C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1BC-1501.D\DA.M

TBZISO_40ACN_60TP4.5.M, From Data File)
5/25/2016 10:35:48 AM by LT

(

DAD1 A, Sig=254.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1BC-1501.D)
mAU 1
033 |l
025 ||
PR
E . il
015 | \\ [\
0.1 ' \ N A" {\
005 | VS~ [
S0 — N ]
h L L L T T LA L TR ™ T T y T L
05 1 15 2 25 3 35 4 45 min
DAD1 B, Sig=575.4,4 Ref=360,100 (RECHERCHE\T BZ\TBZ4 2016-05-25 10-55-35\1BC-1501.D)
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N
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omd || N
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\vﬁvﬂwv,k
012 o
T T LA L B A | T T T T LA I A T T D
05 1 1.5 2 25 3 35 4 45 min
DAD1 C, Sig=214,4 Ref=360,100 (RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1BC-1501.D)
[=2]
mAU - § g g
o
25 ‘l ﬂ ;5
| \ |
2 | [ I\ |
1] 1
15 |& | \ d
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B \ |
1: ‘ N\f \\ ; \
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DADT F, Sig=350.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1BC-1501.D)
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L /\
\ : '\l A
0014 ) / N AV AR
y .. N i I\ A~ M N / AWANLSN AL \ |
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1BC-1501.D
Sample Name: F4-STAB6M-1

DAD1 G, Sig=282.4,4 Ref=360,100 (RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1BC-1501.D)
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MSD2 TIC, MS File (CA\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1BC-1501.D) ES-API, Pos, SIM, Frag: 130,
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Sorted By
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Signal
1.0000
1.0000

Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD1 A,

Signal 2: DAD1 B,

Sig=254.4,4 Ref=360,100

S$ig=575.4,4 Ref=360,100

Sig=214,4 Ref=360,100

Area
[mAU*s]

Height
[mAU]

Signal 3: DADl1 C,
Peak RetTime Type Width
# [min] [min]
1 0.230 BB 0.0645
2 0.529 BB 0.1296
3 3.069 BB 0.0834
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Data File C:\CHEM32\1\DATA\RECHERCHE\TBZ\TBZ4 2016-05-25 10-55-35\1BC-1501.
Sample Name:

F4-STAB6M-1

Peak RetTime Type Width Area Height Area

# [min] [min] [mMAU*s] [mAU] %
==enlsesnmms e et e s |==r=ssness [==mmmmee |
Totals 49.90774 8.09505

Signal

Signal

Signal

4: DAD1
5: DAD1
6: MsSD1
7: MSD2

F, Sig=350.4,4 Ref=360,100

G, Sig=282.4,4 Ref=360,100

TIC, MS File

TIC, MS File

*** End of Report ***
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Figure S6. LC-MS data for TBZ analyses contained in ODF.
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Cinetique TBZ_D20_acide_acetique 1 1 "/Users/laurentettouati/Downloads/Spectres D20"
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Figure S7. Kinetic experiments on TBZ in acetic acid-ds+/ D20 (10 mg TBZ plus 0.4 mL D20 plus 4
drops of acetic acid-ds) over time at 24°C. '"H NMR spectra in aromatic protons area every 10 min.
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Figure S8. Kinetic experiments on TBZ in citric acid / D20 (10 mg TBZ plus 0.4 mL D20 plus 4 drops

of citric acid 1.5 M in D20) at variable temperatures. 'H NMR spectra in aromatic protons area with
increasing temperature.



