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Figure 1: Time course study results for cleavage of deprotected linker of Example
1C at 90°C and at 20°C

3'-Protected TBDPS Thymidine at 90 °C and rt (1 mg/mL)
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Figure 2: Time course study results for deprotected linker of Example 1C using
different solvent systems at pH 7.4 PBS and acetonitrile and pH 5 buffer (TEEA)
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Figure 3: Time course study results for deprotected linker of Example 1C using
different ratios of PBS:MeCN (acetonitrile) at 90°C
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Figure 4A: Time course study results for deprotection and cleavage of Bsmoc-
protected linker of Example 2
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Figure 4B: Time course study results for deprotection of Bsmoc-protected linker of
Example 2 at room temperature and 90 °C
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Figure 4C: Cleavage of TBPDS-Thymidine from Bsmoc-protected linker with
Morpholine (0.1% in acetonitrile) at 90 °C and at RT (formation and cleavage of

deprotected intermediate not shown)
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Figure 5: Stability study results for Bsmoc protected linker of Example 2 under
different pH conditions at 80°C

Figure 6: Stability study results for Fmoc-protected linker of Example 3 using
0.1% piperidine under different temperature conditions (room temperature vs 90°C)
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Figure 7: Stability study results for Fmoc-protected linker of Example 3 using 10%
diisopropylamine under different temperature conditions (room temperature vs 90°C)

Figure 8: Stability study results for Fmoc-protected linker of Example 3 using 10%
diisopropylamine at 90°C using different solvents (DMF vs acetonitrile)
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Figure 9: Stability study results for Fmoc-protected linker of Example 3 using 20%
diisopropylamine in 2:1 DMF:CAPS buffer at different temperatures 10°C vs 90°C
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Figure 10:  Cleavage of deprotected linkers of Examples 1C and Example 4C
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Stability study results for Example 4C at 90°C in different solvent

Figure 11

systems

Time course study results for deprotection of Boc-protected linker

Figure 12

(Compound of Example 1B)
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Time-course study on the non-protected a-Phenyl Safety-Catch Linker

Figure 13:

(compound of Example 6D)

course study on cleavage of non-protected Double Safety-Catch

Time

Figure 14:

Linker (Compound of Example 8C) vs Single Safety-Catch Linker (Compound of

Example 1C)
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Time-course Study on the non-protected 5'-linked 3’ O-Acetyl-Thymidine

Figure 15:

(Compound of Example 13B)

9/18



WO 2019/145713 PCT/GB2019/050192

Figure 16
8 4
fluid flow path ~~ /\ / / 6\
7 [ .
7 A -

el

.

™ substrate (heat sink)

NSNS
RasSsssT

7

10

12 ‘ ,
™ cooling mechanism

Figure 17

6 8
Active ) Passive ‘
Thermal Site /‘lhermal Region

Row Direction
{Fluid Flow Direction}

10/18



WO 2019/145713 PCT/GB2019/050192
Figure 18
4 18
7 Gofd _ ; Fluid (Load) l
Layer Electrical InsulationjLayer — 20
13.14 Heater / Temp Sensor Heater / Temp Sensor | —— 13,14
7 §
16 — Thermal Insulator Thenmal Conductor Thermal Insulator | ™ 16
10~ Substrate (Heat Sink}
! ActiveThermal |  Passive Thermal |  Active Thermal |
E Site : Region Site
6 8 6
Figure 19
100 : S
Active : Passive ! Active
8O ) L] [

Temperature {C}

Displacement

11/18



WO 2019/145713

PCT/GB2019/050192
Figure 20
o X
R,= zy
=Py
R). X'Z
P22
------------ """"""“"“::.1" Rl,x "‘If““:’"‘
/0{ /2 - ’
R/2 .- C=edxyz
{1 S ¢~ Specific Heat Capacity
~e d- Material Density
. x,y,2- size of block
(’3
Figure 21

6

Insulator
8 \
Conductor W
‘ ‘f'/*:‘, ;.4"
T g B
AT P LS

Y

12/18



WO 2019/145713 PCT/GB2019/050192

Figure 22

Flud

Fluid I

Conductor 3

vanmsvesrsnvavaviravERCa v

ondugtor 4

®
Y]

B T
CresrmorssnsreesyRar

i

Conductor 1 Conductor 2

Figure 23
:E{';;{JI{E
[ e |
| WU |
q
RL\ Rw R........U(..} Rju,Y .
Ry2 Ri/2 4 4 4 4 Rcarfﬁ
I e e N {1 o
T L AL L Tas
T * vI° VT
R;‘TIS R“.»IS
chc 1 J i i

13/18



WO 2019/145713 PCT/GB2019/050192

Figure 24

...................................................

2=

UHS.min

Thermal Bas

& = points
& =
1%} I
&Y
Figure 25
30 32 34
13
Temperalure as I Current
and == C ! inearizer ‘
Dernand : Controller [~|Lineariz Driver 6
( 1 Iaxgu’l) i
5.- ----- §
: : Heater] |
gsﬁfg Active :
5 i Site |
{ T Temp §
T Sensor '
36 10 14

14/18



WO 2019/145713

50

Figure 26

N

FProvide medium on temperature
control device

52

1

~

Measure Ti at active site

]
\\

Determine target heat to deliver
to corresponding site of medium
A= Cls)T T)

target

56
-

Determine current to supply to

heater I = f(q,, T, T )

58 l
\

Apply determined current | to
heating element to control
temperature at corresponding
site of medium

15/18

PCT/GB2019/050192

Once for
- each of N
active
sites




PCT/GB2019/050192

WO 2019/145713

Figure 27

Figure 28

16/18



WO 2019/145713 PCT/GB2019/050192

Figure 29
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