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Optimization reactions yielding P2-Ind or C2-Ind

Table S1. Reaction conditions for the optimization of P2 or C2 coupling with Ind-OH, using standard Steglich
reactants (entry 1) and Steglich-type reactants (entry 2-4).

Entry P2/C2 acid Ind-OH (eq) Carbodiimide Base Additive Solvent Temp. Time Comments

Approximately 50% yield for P2-Ind.
Difficult purification due to the

1 P2 2.5 DCC (2 eq) DMAP (cat.) - DMF rt. 20hcurs presence of dicyclohexylurea
(observed by *H NMR)
Vi I ield fi d thacil
2 P2/C2 25 EDCHCI(2eq)  KCO;(2eq)  HOBt(2eq)  CH,Cl, 0°C |mhours| ToSTHNIESIINAAmMERAch

conjugates.

Starting porphyrin or chlorin were
totally consumed (by TLC), but it was
3 p2/C2 0.5 EDC-HCI (2 eq) K,CO; (2eq)  HOBt (2 eq) CH,Cl, 0°C 24 hours also observed a significant amount of
side products (by TLC). Reaction not
reproducible.

88% yield for P2-Ind and 95% yield
4 P2/C2 3 EDC-HCI (1 eq) DMAP (cat.) - CH,Cl, 0°C 4 hours  for C2-Ind. Reaction reproducible for
at least 4 times

Numbering scheme for indomethacin fragment of the conjugates




NMR spectra of conjugate P2-Ind
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Figure S2. 3C{*H} NMR spectrum of porphyrin-indomethacin conjugate P2-Ind in CDCl;.
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Figure S3. ’F{*"H} NMR spectrum of porphyrin-indomethacin conjugate P2-Ind in CDCl.
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Figure S4. COSY spectrum of conjugate P2-Ind.
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ESI mass spectrum of P2-Ind
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Figure S5. ESI mass spectrum of conjugate P2-Ind.



Relative Abundance

Figure S6. Zoomed-in section of the mass ion peak 1311.2089 of the ESI mass spectrum of conjugate P2-Ind.

P2ind#214 RT: 4.01 AV:1 NL:1.78E5
T: FTMS + p ESI Full ms [400.00-2000.00]

1311.2089
[M+H]*

90

@

70 1312.2126

13132112

1314 2062
1315.2103

: 1316.2194 133399
13280024 1335.1956
1298. ?:554 I [ : R 1335

1206 1288 1300 1302 1304 1308 1308 1310 1312 1314 1316 1318 1320 1322 1324 1326 1328 1330 13 1334 1338 133 1340
mfz

1338.4285




NMR spectra of conjugate C2-Ind
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Figure S8. 13C{*H} NMR spectrum of conjugate C2-Ind in CDCl;.
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Figure S9. °F{*H} NMR spectrum of conjugate C2-Ind in CDCls.

Current Data Parameters
RME

ppm :xereo JLMD%

PROCNO 1

= -2 F2 - hcquisition Parameters
Date_ 20190524
% o Time 18.23
INSTRUM spect
PROBED 5 mm PADUL 13¢

e | PULPROG cosygpMEGE
2

™
SOLVENT €Del3

8
E 0 SWH 8012.820 Hz
FIDRES 3.912510 Hz
A0 0.1277952 sec

oW £2.400 usec
. | DE 6.50 usec
) TE 298.2 K

00000300 sec
50000000 sec
.00000400 sec
00020000 sec

% .00012480 sec
A .
* = CHANNEL f1 = =
- o & sFO1 4001424057 MHz
o F 3 NOUC1 b |
F1 9.00 usec
. a PLW1 25.00000000 W
== = GRADIENT CHANNEL =
o 9 o ¢ - 4 GENAM(1] SM5Q10.100
GPNAM(2] $MsSQ10.100
GPNAM[3] SMsQ10.100
& P Gpal 16.00 %
GPa2 12.00 ®
GEL3 40.00 %
F 5 P16 1000.00 usec
L] Qo o
Fl - Acquisition parameters
™ 256
sFol 400.1424 MHz
F 6 FIDRES 62.600159 Hz
Q [:] E 20.025 ppm
. FnMODE oF
‘eg F2 - F t
- Processing parameters
[ F 7 s1 1024
SF 400.1399997 MHz
] WOW SINE
o ssp 0
LB 0 Bz
F 8 GB 0
ec 1.40
g %ﬂ F1 - Processing parameters
s1 1024
F g Mc2 oF
s 400.1599997 MBz
SINE

2
o
cooro

SRR LR BRI LR R AR AN RN R R B gg: o
8 7 6 &5 4 3 2 1 o -1 ppm @z i

Figure S10. COSY spectrum of conjugate C2-Ind.



ESI mass spectrum of C2-Ind
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Figure S11. ESI mass spectrum of conjugate C2-Ind
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Figure S12. Zoom-in of the ESI mass spectrum of conjugate C2-Ind at [573 and 694 m/z]
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Additional information on compounds phototoxicity
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Figure S13.A) Zoom-in section (80-100% cell survival) of all compounds and B) chlorin C2 (0-10% cell survival)
phototoxicity towards HEp2 cells using 1.5 J/cm? light dose and the Cell Titer Blue assay.

DFT calculations

P2
P2-Ind
Cc2
C2-Ind

Figure S14. Side (A) and top (B) views of the indomethacin moiety in P2-Ind-1, with a zoom on the right, showing
the almost parallel arrangement of the two aromatic groups in the most stable conformation.
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AE=-13.7 kJ/mol B

Figure S15. Structures and reaction energy, in DMF, obtained by DFT calculations to produce the most stable
isomers of P2-Ind (A) and C2-Ind (B).

L C2-Ind_T

J*-f" AE=134.8 kd/mol

Figure S16. Structures of the excited triplet state of P2-Ind and C2-Ind found by DFT calculations. The enlarged
pictures on the right show the larger distortion from planarity of the porphyrin ring of P2-Ind.
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Photophysical properties of the conjugates in DMF, MeOH and DMSO

Table S2. Spectral data of porphyrin P2, chlorin C2 and indomethacin conjugates P2-Ind and
C2-Ind in N.N-dimethvlformamide. methanol and DMSO at 25 °C

Absorption Fluorescence

! rrav'fnm (IOESJ.msx)

Amad M ($ )
solvent Compound  Soret Band Q Bands
P2 413(5.44)  507(4.23)  536(3.46)  581(3.73)  652(3.35) 640, 652, 705 (0.085 + 0.001)
c2 408(5.14)  503(4.08)  530(3.79) 594(3.68) 643 (4.64) 650, 712 (0.32)
R P2-Ind 413(5.58)  507(4.40)  536(3.61)  581(3.91)  652(3.52) 640, 654, 704 (0.077 £ 0.003)
C2-Ind 408(5.23)  503(4.15)  530(3.76) 594(3.70) 648 (4.61) 652, 717 (0.288 £ 0.002)
P2 409(5.24)  505(4.08)  536(2.90)  582(3.60) 653 (3.30) 642, 708 (0.051 +0.001)
c2 400(5.19)  503(4.08)  530(3.74)  594(3.86)  647(4.54) 648, 714 (0.157 +0.001)
i P2-Ind 409(5.74)  505(4.54)  538(3.72)  582(4.02)  652(3.64) 641,653, 706 (0.050+ 0.001)
C2-Ind 402(5.06)  504(3.99)  530(3.65) 594(3.53) 648 (4.44) 651, 714 (0.256)
P2 415(5.38)  508(4.24)  537(3.45)  582(3.76)  653(3.16) 642, 705 (0.079 +0.001)
c2 410(5.20)  507(4.16)  534(3.84)  596(3.72) 648 (4.61) 652, 713 (0.306)
DMSO
P2-Ind 414(5.12)  507(4.18)  538(3.39)  582(3.70)  653(3.29) 641,654, 705 (0.080 £ 0.001)
C2-Ind 411(5.01)  505(3.93)  532(3.59)  597(3.50) 649 (4.37) 652, 714 {0.279)
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