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(2-chlorophenyl)diphenylmethanol (3): Clotrimazole (50 mg, 0.14 mmol) was added to
a round-bottom flask equipped with a stir bar. 10 mL of acetonitrile were then added to
the flask, followed by the dropwise addition of concentrated hydrochloric acid (500 uL).
The mixture was placed in an oil bath heated at 80 °C and stirred for 2h. Next, the
solution was neutralized with a saturated sodium bicarbonate solution, the organic layer
separated, and the aqueous phase extracted with ethyl acetate (3x). The combined
organic layers were dried with anhydrous sodium sulfate and the solvent was removed
in a rotary evaporator system. The product was purified using a silica gel column
chromatography with a hexane:ethyl acetate (7:3) solution. White solid. 71% yield. 'H-
NMR (500MHz, CDCls): IH-NMR (500 MHz, CDCls) 27.39 (dd, ]=7.9,1.2 Hz, 1H), 7.36—
7.21 (m,11H),7.10 (td, J=7.7,1.3 Hz, 1H), 6.70 (dd, ] =7.9, 1.6 Hz, 1H), 4.42 (s, 1H). HRMS

Calculated: 294.08 Found: 277.0778 (M-OH).

(2-chlorophenyl)diphenylmethanol (3) — Formed via the forced degradation of
clotrimazole in the presence of itraconazole. Clotrimazole (1 g, 2.9 mmol) and
itraconazole (1 g, 1.4 mmol) were added to a mixture of benzyl alcohol (5 mL) and
acetonitrile (5 mL) and stirred at 50 °C for 24 h. Next, the organic layer was separated,
and the aqueous phase extracted with ethyl acetate (3x). The combined organic layers

were dried with anhydrous sodium sulfate and the solvent was removed in a rotary
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evaporator system. The product was purified using a silica gel column chromatography
with a hexane:ethyl acetate (7:3) solution. White solid. 6% yield. HRMS Calculated:
294.08 Found: 277.0765 (M-OH).
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Figure S1. Analytical calibration curve for clotrimazole.
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Figure S2. Analytical calibration curve for itraconazole.
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Figure S3. IR spectra of clotrimazole, itraconazole and their binary mixture (1:1).
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Figure S4. HPLC chromatogram of compound 3.
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Figure S5. HPLC chromatogram of the decomposition product formed via the forced
degradation of clotrimazole in the presence of itraconazole.
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