WO 2019/139543

Figures

N e

T ‘

S I

(e)

3

LR 28

723

104

Ursmibing of Povich

ey 3
Fartiohy Beadnag

1/15

PCT/SG2019/050022

Bumimy of Vardicius

FIG. 1

3

3
\;3:’ § \\_,.w“""\:\
= & . { \°
2 8§ N
B ™
g l_g \\'v\
Y ¥
S8 ¢ W0 WD
Wavslengih frun}
£
;T RGN \“M\M\
= § -~
{é ?\8 :‘ j
o §
S H
Rd pERS .-‘f
]
ol ¥
g o8l
Y . v v
463 s8¢ gy

Wavelangth {nm}

288
Bxetivte Sredung




(b)




WO 2019/139543 3/15 PCT/SG2019/050022

(a) \ )l
85 + 90 % 4 90

80

AR

\\\‘

VA

UERRNNNEEEER RN

90

g

FIG. 4



4/15 PCT/SG2019/050022

WO 2019/139543

o0 ¥ o081 (U T}

ob' Lk Fol 8l

+6°0 To951 UMl Oy 7

\x\x\%&

g of'LFoE8L W 00 7

7 \\ \\\\

W goL

{a)

FIG. 5



PCT/SG2019/050022

WO 2019/139543 5/15
45 hrs of immersion in PFDT solution
A N N
30 hrs of immersion in PFDT solution

15 hrs of immersion in PFDT solution

i
N Nttt T e TN A Np e S v N A eI A N e NN AN NN b NN S A N i pgge

T 1
1400 1600

L] L3

1 1
1000 1200
Raman shift/cm

T T
600 800

FIG. 6

(a)

SR PIT L 4.8

1 ym

AENE S XA & K



WO 2019/139543 6/15 PCT/SG2019/050022

(a) Hydrophilic (b) Superhydrophobic
substrate substrate 107

13.92 mm?2 0.273 mm?2

(e) Hydrophilic () Superhydrophobic
substrate substrate 109




WO 2019/139543

7/15

(a)

Contact angle ()

soosl
Goroger;

SR -1 5 < SO

(b)

3
it
Cube/octahedra ratio

¥ ¥ ]
EEE I S T

FIG. 9

PCT/SG2019/050022

34 | Nanocube
ENctaheira -
44  RYolat £
\ ¥
& N ] X X3

141 14

2
Cubeloctahedra ratio

- b . Octneds
(@) <165 ( )é?wﬁ« 2 Total

=2 ] %

S160- ek,

155 Yogg®

8 T E 2

£ 150 - E 8§

2 8 21

SRFLEL ¥ ¥ % % o : S
2 48 8¢ 80 100 &4
Immersion time {min) Immersion time {min)

FIG. 10



WO 2019/139543 8/15 PCT/SG2019/050022

§§°ﬁ2¢ %&gsﬁ&gﬁ 149°46°

IR

, :
AgNC AgNQ
only andAgNO  only

AgNC AgNC ,gm)
only and AgNQ only

FIG. 11

L X

S B R

Supsrhydrophobic silica
baad array

(b)

£

AN T Seta
SAWTN AW

: : ¥ B ' ¥ ¥ ¥ »
Superhydrophobic substrate 108 880 BOG 1000 1200 1480 1800
- with AgNC/4-MPBA

FIG. 12



WO 2019/139543
P gH
(a) R Ho, AP
s Hoﬂ
450 4 A o

SERS intensity {counts)

350 4 '
A )
300 u,’&“fi S w’iu Yhaind l\»wm j &«M jw%’*%\jw\w

9/15

MO,

T

100 M

SERS intensity (counts)

3

e

3

PCT/SG2019/050022

200 - 107 M
150 100 A Nueard Wﬁw o ;‘ N . -/
100 Pt NP 51
0 P e - 1o
N Contro}
¥ T T Ra 19’ Y u Y T Y 0 Y )
500 1000 150G a0 85 &9 78 16 65 80
Raman Shifticm? fL.og {5i-Pregnane-3a, 20a-diot glucuronide}
Koo g
{c) (d) Ho-4s C[N:O
o
PEDT ..}\ OH PFDT
Y 5 . o™
11088 M Ix10A-9 M
- EANE NSRS
1x107-8 M . 1x104-8 M
il SR T N S
Ix10M-7 M S8« 1x3100-7 M
SN .

& Ixi04-6 M
\\\\‘\x\\‘ S R

Aty

oo

74

1x10™6 M

oA e

28 Caunis

sl

o

1x10M-5 M
WWJ
Ixgn-4 M
MMU\.; OO Setnasiintiinate
PR AP

s 1X10M-3M

1
1460

PGP

Ixipa-4 M
M'“&d\«

1x107-3 M

W S

[

=

1200

TR

20
Raman Shifticm?

Haf
Raman Shiftfem



WO 2019/139543 10/15 PCT/SG2019/050022

125

135 1386

3

§ XA § ¥
R R R S 0y N Revct SR S
Raman shdfiont] Raman shiftfom™)

Experimental Simulation
99000000 e
j\i
I

¥

3 ]
Raman shitiom '}

FIG. 14



11/15

WO 2019/139543 PCT/SG2019/050022
""""" (a) pregnane (b) TE-%&
A W ET LR 10° ™
\\ww\\Mmm\\\\«i%s\»m“\\‘ww-»‘ \ gﬁ 8 P N— f\ §§ M
F “N%& .2 S mwi\@w«w»wm«ww“ \\ﬁ} M
whA A4 W I WO W A
WA A1t m WA ~A0 W
Wl A 10 M s A0 M

600 800 1000120014001600
Raman shift {em™)

00 80O %{?&m%&mémi&ﬁ
Raman shift {om))

(C) PL& soore plot ( ) PLE anadysis of pesgnang
o
2 IO - % '
§ . N MPEA- g ®
4. pregrane | B
3 - TE
E{g. “E’s "ﬁ%ﬁ« :
R S &
W X B
® g &
& MPBA | & |
<§‘3 Fr—gT——gTyy .:E. ..% f@ j}? é} »%
£ "%,:3 2 g g 1 2 ,2} {?« Experimentsl con;
FHGIDE comanigme i»$§{~§*§,§{:‘§
({}) PLS analysis of THC (f) Mixture of prognane and THC
. ¥
e - S v
T B AR 0088 e
g ® g %8 2
EES 5 04" )
\-§ gﬁw h T g@»ﬂ
b Sl I
§ m'&n : § %u \
8 : § % ¥ k" k! L L 4 1 L]
«*% ,sg wﬁ F R 9 B 82 M % 88 W
Experimental con.; & Experimental pregnane {%)
LogiTH{}

FIG. 15



WO 2019/139543 12/15 PCT/SG2019/050022

(a) #202 <204 @206

& e s |28

R ® g ® —_— 8 ¥ §

&5 g R ey s N
225 235 238

(b)

AgNC/4-MPBA

FIG. 16



13/15

WO 2019/139543

96 32 8% 56 S5 1m0
Experimental pregnans (%)

(c)

L2008 count
%\ N _100%
[ N . ggw
i\ A 88%
LA Ao 87%
, B\ S, BE%
U& N\ 00%

&3{3 3&& "§§§3§} 33{}{} ’§§§3€} ’§$§3§}
Raman shift fom™)

(e) PLS pradiction

i %

< B

97.220.8%
{38:1)

Predicted con. (%!}

Punaunannn

S o % % 1
pregnansf{THC+pregnane)
soncentration{®:}

FIG. 17

PCT/SG2019/050022

Simulated stable  Sinndated
prognaney sracariags

7. 200.8%

88,930, 3%
¥ 3 3
«f 0.8 ¢ 8.5

Principal component 1

— %3.‘?%
T 2000 cou nt

600 800 1000 1200 1400 1600
~Raman shift {cm”)



WO 2019/139543 14/15 PCT/SG2019/050022

(a)

3 R'=0.99

Sqpp- Stable pregnancy @ 3
@ >98.7% iy BT
g gg‘ MR!ili!‘xl!¥!¥l¥lﬁ!l!i!i!‘!¥&
52
e
&

.&lk'kit’,

xvzvnvst%ww
P X

&?iécawmg&
"%‘%? 4%

3& %3 §é~ §$ 33 ‘%i}i}
Experimental pregnane (%)

() forewn g N ) ey 0

\Wwww&v&\wwmww AL 58% _ A A sz
WMQ’”} —— § g\ §§ 5;@3
SN _ 1 88% R W}a}m J M2
Wﬁ&% R MW?\%W

§00 808 1000 1200 1400 1600 600 800 100D 1200 1408 1600
mma;? s}m&‘% §sm } Raman abift {eay}
i >
§§ 8.4+ ‘ .
& Successiul delbvary {81}
& 0.2+
g
SV ¢ b
B
Soed
£ Miscarriage (M1}
= off o
0.8 ¥ ¥ ¥ i H ¥
«% ~§.5 g 8.5 % 15 28
Fringipal component 1

FIG. 18



15/15 PCT/SG2019/050022

WO 2019/139543

Meoan = 41,5 o

S0 =48

Ayisusp sponied

FIG. 19



