=z
E pharmaceutics ml\l)ﬁ

Supplementary Materials: Synthesis and Characterization of a
New Norfloxacin/Resorcinol Cocrystal with Enhanced
Solubility and Dissolution Profile

1. Characterization of Norfloxacin initial batch and its resorcinol cocrystals
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Figure S1. XRPD of Norfloxacin initial batch.
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Figure S2. DSC of Norfloxacin — resorcinol cocrystal.
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Figure S3. TGA of Norfloxacin — resorcinol cocrystal.
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Figure S4. XRPD of Norfloxacin - resorcinol cocrystal.
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Figure S5. 'TH-NMR (dmso-ds/delay: 1 second /pulse: 45°/scans: 32) of Norfloxacin — resorcinol cocrystal.
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Figure S6. DSC of Norfloxacin — resorcinol cocrystal monohydrate .
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Figure S7. DSC (crucible without hole) of Norfloxacin — resorcinol cocrystal monohydrate.
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Figure S8. TGA of Norfloxacin — resorcinol cocrystal monohydrate.
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Figure S9. XRPD of Norfloxacin — resorcinol cocrystal monohydrate.

400

6.18
6.16
6.16
4.62
4.60
4.58
4.56
3.32H20
3.24
23
22
90
l 89
87
51 dmso
50 dmso
2.50 dmso
2.50 dmso
2.49 dmso
£
N 1.23

............ 380

—o9.13
— 895
793
7.90

7.

7.

6.

va
e
L
A
yA
X

360

340
320
300

sy
260
240
220
200
180
160
140
120
100
80
60

40

A B U B
B £

F-20

0.91]

~

130{
7o

T T s

T T T T T T T T T T T T
9.0 8.5 8.0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0

f1 (ppm)

T T T
1.0 0.5 0.0

Figure S10. '"H-NMR (dmso-ds/delay: 1second /pulse: 45°/scans: 16) of Norfloxacin - resorcinol cocrystal monohydrate.

5 of 9



6 of 9

2. Norfloxacin and Resorcinol Molar Extinction Coefficients
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Figure S11. MEC absorption profiles of the different ionic species of Norfloxacin and Resorcinol: H2Nor* (—); HNor* (—);
Nor (—); H2Res (—); HRes™ (—).

3. Norfloxacin species distribution diagram
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Figure S12. Norfloxacin species distribution diagram: HaNor* (—); HNor* (—); Nor (—).
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4. Characterization of Norfloxacin tetrahydrate form
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Figure S13. DSC of Norfloxacin tetrahydrate form.
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Figure S14. TGA of Norfloxacin tetrahydrate form: a weight loss of 17.4% is detected from 30 °C to 140 °C which could be
attributed to 4 molecules of water per one molecule of Norfloxacin (theoretical weight loss of 17.6%).
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Figure S15. XRPD of Norfloxacin tetrahydrate form.
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Figure S16. Comparative XRPD diffractograms of Norfloxacin tetrahydrate form (black) and simulated from the cif: mon-
ohydrate (CONYOU, blue) [1], 1.125 hydrate (COTZIV, green) [1], 1.25 hydrate (CONYIO, red) [1], 1.42 hydrate (ROM-
DUT, light blue) [2], sesquihydrate form I (PUZGAT, grey) [3], sesquihydrate form II (PUZGATO1, brown) [3] and dihy-

drate (XAYGE]JO01, dark blue) [4].
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5. XRPD of the new multicomponent forms of Norfloxacin

The XRPD characteristic peaks of the new forms of Norfloxacin are included in Table
S1.

Table S1. Characteristic 2Theta peaks (°) of the new forms of Norfloxacin.

Norfloxacin resorcinol cocrystal Norfloxacin resorcinol cocrystal monohydrate
Pos. [°2Th.] Rel. Int. [%] Pos. [°2Th.] Rel. Int. [%]
7.8059 46.58 9.1209 75.37
9.2018 72.24 10.2392 3.95
10.6092 10.34 12.0623 6.68
12.2935 16.06 12.3965 12.19
13.1946 10.61 12.8007 8.03
13.7225 9.35 14.5179 4.47
15.658 29.44 15.087 5.46
18.4556 28.74 15.2627 6.66
18.9756 17.06 17.2056 6
19.7401 9.97 17.6454 5.07
19.9502 23.11 18.4232 4.87
20.0678 223 19.4757 6.5
21.0941 100 20.0528 5.33
21.37 16.83 20.5515 10.5
22.6395 26.1 21.5662 21.54
23.4864 9.02 22.4607 11.01
24.6803 42.16 22.6753 100
25.2092 10.81 23.4653 36.23
25.9875 1591 23.6142 18.53
27.3743 15.46 24.4836 80.12
30.8358 5.05 25.3098 5.99
31.2678 8.43 26.0984 6.41
31.7145 6.51 27.0588 13.69
34.9451 3.15 28.4384 6.58
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