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FIGURE S1 - Time-resolved fluorescence decay of 19¢ dissolved in DMSO at 25 'C [ F(¢), i.e.

the number of counted photons vs. time]. In the lower graph, the upper curve reveals biphasic
fluorescence decay, while the lower curve displays the instrumental response function. The upper
graph shows the weighted residual obtained by fitting the decay to a sum of exponential

functions.



SCHEME S1 — Original route towards BODIPY containing thiazolino 2-pyridones.'

2,4-dimethyl pyrrole O. .0
O__o NEts, BFyEt;0, DCE 7<
MWI at 140 °C,3h
DCC, DMAP
S1 DCM, 8 h
0~ "OH
S2 (16%)
S3 (82%)
S, 1
VM
COZMG
TFA S
= 3 - 0
DCE Overall yield = 11.1%
MWI 120 °C CO.Me
140's © 2
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SCHEME S2 — Revised route towards BODIPY -containing thiazolino 2-pyridones.

o BnOH Meldrum's acid

O  DwMAP OH DCC, DMAP
—— BnO
DCM DCM 7L
(98%) 0 (95%)
[ .S
\Q 0]

N
CO,Me BnO S Pd(OH), . HO AN S
11, TFA 1,4-cyclohexadiene | N
_—
DCE o  COMe MeOH O CoMe
MWI 120 °C
140 s 12 (80%) 13 (90%)

(i) (COCl),, DCM, 1t, 1 h

>

- Overall yield = 28.0% from 9

S (commercially available)

- No chromatography required until
cyclocondensation

(i) 2,4-dimethyl pyrrole
NEts, BF53 Et,O, DCE
MWI at 140 °C, 90 min

COsMe

rac-6 (41%) O




TABLE S1 - Screened hydrolysis conditions for BODIPY methyl ester 17a.

LCMS Notes/Reference
Hydrolysis Temp . conversion
Entry method Solvent (°C) Time (isolated
yield)
1 LiOH THF/MeOH t 2h - !
2 LiOH Dioxane rt 16 h -
3 NaOH THF/MeOH rt 30 min - Decomposition.”
4 KOH THF/MeOH rt 30 min - Decomposition.’
5 K,CO;, DMF rt 6h -
6 TMSI CCl,/CDCl; rt 6h - !
7 TMSI, MWI CCl,/CDCl;, 60-90 | 20 min - 4
8 Me;SnOH DCE rt 6h - ’
9 Me;SnOH, MWI DCE 80-110 | 30 min - >
. . Acetone
10 Mucor javanicus /phosphate buffer 38 6h -
1 Candida antartica lipase THF/phosphate 38 6h )
B buffer
Et;N (20 eq.), LiBr (20 MeCN/H,O o 6
12 eq.) (98/2) rt 24 h <16%
Et;N (20 eq.), LiBr (20 THF/H,O 6
13 eq.) (9812) rt 24 h -
Et;N (20 eq.), LiBr (20 MeOH/H,0 6
14 eq.) (98/2) rt 24 h -
Et;N (20 eq.), KBr (20 MeCN/H,O )
15 eq.) (98/2) | 24h
Et;N (20 eq.), LiBr (20 MeCN/H,0 o Complex mixture
16 eq.) (98/2) 40 >h 16% of products.®
DABCO (20 eq.), LiBr MeCN/H,0O 6
17 (20 eq.) (9812) 40 >h -
DBU (20 eq.), LiBr (20 MeCN/H,O 6
18 °q.) (9812) 40 5h - Decomposition.
DMAP (20 eq.), LiBr (20 MeCN/H,O 6
19 eq) (9812) 40 5h -
20 LiCl (15 eq.), MWI DMF 80 15 min - ’
21 LiBr (15 eq.), MWI DMF 80 15 min Trace
22 LiBr (15 eq.) DMF rt 16 h -
23 LiBr (15 eq.) DMF 60 4h -
24 LiBr (10 eq.), MWI DMF 90 2h 16%
25 LiBr (10 eq.), MWI DMEF/H,0 (90/10) 90 2h 20%
o
26 LiBr (50 eq.), MWI DMF 90 | 70 min 75%

(65%)




TABLE S2 - Lil halogenolysis in DMF of BODIPY methyl esters.

Compound Structure Conditions | Conversion Sg_lltld Lit. Conditions
MWI, (1) 0.1 M LiOH (aq),
S4 110 °C, 70%? 88% THF/MeOH (4:1) 2 h;
30 min (i) AcOH."
(i) Lil, pyridine, MWI,
MWI,
10°C 140 °C, 15 min; (ii)
140 °C, o/b
S5 _ Trace 29%" | BF,EL0, DCE, 80 °C,
10 min
15 min.!
MWI,
6 140 °C, 100%" n/a -
12 min
MWI,
0/ 2 -
S6 100°C, 1 h 40% n/a
MWI,
0/a -
S7 120°C, 1 h 50% n/a
MWI, (i) LiBr, NEt;, MeCN
S8 o 110 °C, 20 80%? 88% (2 v/A% H,0), 3h (ii)
min AcOH.'

0] COZMe

Notes: a = LC-MS conversion; b = removal of BF, observed. n/a = not available.




"H NMR spectra of 10 (CDCl5)
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H NMR spectra of 12 (CDCl3)
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'H NMR spectra of 13 (MeOD + CDCls)
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'H NMR spectra of 8 (MeOD)

Y
| GNP (
HO u 'bEJ;;_&
T o
(
(
L 4 JJ

S e e T w s o M B o o MRS ey e

C NMR spectra of 8 (MeOD)

- v
R
g COMe
o Too 150 % 1o " ko b b b L 3

10



'"H NMR spectra of 14a (MeOD)
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'H NMR spectra of 24b (MeOD + CDCls)
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"H NMR spectra of 14¢ (CDCls)
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'H NMR spectra of 15 (MeOD + CDCls)
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"H NMR spectra of 16 (MeOD + CDCl;)

A A A H HR H AH
Tppm h fo 3 : ’ 11 3 ) 3 : ! b
3C NMR spectra of 16 (MeOD + CDCls)
JaLa 5
L g4
T tome
ppm 20 180 160 1% % 10 I b b P2 3

15



'H NMR spectra of 6 (CDCls)

L4
£-0-N

1 e
~ N
~ ¥
L 4

L

'Y
I N /[. .r_s 1

hg

o

COM

U

TE S

]
Ml B W W

T T T T T - — o
3C NMR spectra of 6 (CDCl3)
S ©
N S
I g
T T I Ll
i — - T A e pn ,k....k..,.‘.'f

16



'"H NMR spectra of 17a (CDCl3)
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'H NMR spectra of 17b (CDCls)
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'"H NMR spectra of 17¢ (CDCls)
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'H NMR spectra of 18 (DMSO-d)
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'H NMR spectra of 19a (DMSO-Ds)
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'H NMR spectra of 19b (MeOD + CDCls)
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"H NMR spectra of 19¢ (CDCls)
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