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Supplementary Information — S1
Chemical synthesis and characterization of intermedtes and final compounds.

General Procedures 2,2,3,3-Tetrafluoro-1,4-butanediol was purchageth Exfluor Research
Corp., Round Rock, TX, USA, and 1,4-bis(bromomeudy#,5,6-tetrafluorobenzen&)(was
purchased from Molport, Riga, LatviAll other reagents, including redistilled analyticsade
trifluoroacetic acid, were obtained from Sigma-Adtir and used without further purification.
Proton nuclear magnetic resonancié$ KIMR) spectra were recorded at 600 MHz on a Bruker
600 NMR spectrometer or at 300 MHz on a Bruker BIMR spectrometer. Carbon nuclear
magnetic resonance$®¢ NMR) spectra were recorded at 150 MHz on a Br@&® NMR

spectrometer or at 75 MHz on a Bruker 300 NMR gpeuweter. Fluorine nuclear magnetic



resonances'{F NMR) spectra were recorded at 282 MHz on a Br@g& NMR spectrometer.
Chemical shifts are reported in parts per millipprg) from an internal standard acetone (2.05
ppm), chloroform (7.26 ppm), or water (4.79 pprm)'té NMR; and from an internal standard of
either residual acetone (206.26 ppm), chloroform.q@ ppm), or dimethyl sulfoxide (39.52
ppm) for*C NMR. NMR peak multiplicities are denoted asdalb: s (singlet), d (doublet), t
(triplet), g (quartet), p (pentet), bs (broad setpldd (doublet of doublet), tt (triplet of trip)e
ddd (doublet of doublet of doublet), and m (mu&ipl Coupling constantd)(are given in hertz
(Hz). High resolution mass (HRMS) spectra were ioled from the Mass Spectrometry Unit of
the Bioscience Research Collaborative at Rice Usiiye Houston, Texas. Thin layer
chromatography (TLC) was performed on silica gelF&®4 plates from EMD Chemical Inc.
and components were visualized by ultraviolet li@84 nm) and/or phosphomolybdic acid, 20
wt% solution in ethanol. SiliFlash silica gel (2800 mesh) was used for all column
chromatography.

Procedure for compoundl1. To a solution of compound glycerol (50.00 g, ®4&mol), in
acetone (2L), was added 2,2-dimethoxypropane (1QQ0 &©6.0 mmol), followed byp-
toluenesulfonic acid (1.03 g, 5.429 mmol). The migtwas stirred at ambient temperature for 12
hours, followed by addition of solid anhydrous siam carbonate (6.00 g, 4.34 mmol). The
mixture was stirred for a further 30 mins followed filtration of solids. The filtrate was
concentrated by rotary evaporation to obtain th&irdd acetonidd, quantitatively as a clear
residue, used in subsequent steps without furthefigation. *"H NMR (300 MHz, CDCJ) §
4.4.14 (p,J = 4.8 Hz, 1H), 3.96 (dd] = 8.4, 6.6 Hz, 1H), 3.69 (dd,= 9.6, 6.0 Hz, 1H), 3.60
(dd,J=12.0, 4.8 Hz, 1H), 3.52 (dd,= 12.0, 4.8 Hz, 1H), 3.13 (s, 1H/OH), 1.35 (s, 3HR9 (s,
3H); **C NMR (CDCE, 150 MHz)8 109.30, 76.21, 65.81, 62.94, 26.59, 25.18.

Procedure for compound2: To a solution of compount (50.00 g, 378.3 mmol), in pyridine

(500 mL), cooled in an ice/water bath, was adgedluenesulfonyl chloride (93.70 g, 491.8



mmol). The mixture was stirred at 4 °C for 12 hodioiowed by removal of pyridine by rotary
evaporation. The residue was diluted with 500 mLH®! and extracted (3X) with diethyl ether.
The combined organic extracts were rinsed witheyralried over MgS@and concentrated by
rotary evaporation to obtain a clear residue whiels dissolved in DMF (400 mL) followed by
addition of NaN (92.00 g, 1.4 mol). The ensuing mixture was heatetD °C for 12 hours, after
which it was cooled down to ambient temperature fbered through a pad of celite. The
filtrate was diluted with water and extracted (3Xith diethyl ether. The combined organic
extracts were rinsed with brine, concentrated gpevation to obtain a clear residue. This was
subjected to column chromatography on silica geteel with a diethyl ether/pentane mixture
(1:9), to obtair? as clear oil (32.80 g, 65 % yield over two stepld)NMR (300 MHz, CDC}) §
4.21 (p,J = 6 Hz, 1H), 3.99 (dd) = 8.4, 6.0 Hz, 1H), 3.70 (dd,= 8.4, 6.0 Hz, 1H), 3.33 (dd,

= 13.2, 4.8 Hz, 1H), 3.23 (dd,= 13.2, 4.8 Hz, 1H), 1.40 (s, 3H), 1.30 (s, 3tk NMR (75
MHz, CDCk) 6 109.81, 74.53, 66.47, 52.73, 26.50, 25.12.

Procedure for compound3: To a suspension of NaH (60% in mineral oil, 845 144.1
mmol), in THF (500 mL), cooled in an ice/water baths added diacetone glucose (25.00 g,
96.05 mmol). The mixture was stirred at 0 °C forr8hs, followed by addition of propargyl
bromide (17.1 mL, 115.3 mmol), and the ensuing urxtallowed to warm to ambient
temperature overnight. Unreacted NaH was quendyeg@ouring the reaction mixture into
crushed ice and further diluted with water, resgltin two phases. The organic phase was
removed and the aqueous phase extracted (2X) vathytiether. The combined organic extracts
were rinsed with brine, dried over Mg®@nd concentrated. The ensuing brown residue was
subjected to column chromatography on silica gateel with 10% ethyl acetate/hexanes mixture
to obtain compoun@® as pale yellow oil (16.50 g, 55% yieldHd NMR (600 MHz, CDC}) &
5.87 (d,J = 3.6 Hz, 1H), 4.62 (d] = 4.2 Hz, 1H), 4.28 (m, 3H), 4.13 (ddl= 7.2, 3.0 Hz, 1H),

4.08 (m, 2H), 3.98 (dd] = 8.4, 5.4 Hz, 1H), 2.49 (8 = 2.4 Hz, 1H), 1.49 (s, 3H), 1.41 (s, 3H),



1.34 (s, 3H), 1.31 (s, 3H}*C NMR (150 MHz, CDG)) § 111.85, 108.99, 105.20, 82.82, 81.52,
80.99, 79.26, 74.96, 72.51, 67.17, 58.08, 26.8),(2€23, 25.36.

Procedure for compound4. To a stirred mixture of propargylamine (4.0 mR,45 mmol) and
diisopropylethylamine (21.8 mL, 124.9 mmol), in FH150 mL) at 0 °C was added
trifluoroacetic anhydride (13.1 mL, 93.68 mmol) drwise. The mixture was allowed to warm to
room temperature over 3 hours, at which point #ation was judged complete by TLC. The
mixture was poured into 1N HCI solution (300 mL) extracted (3X) with ethyl acetate. The
combined organic extracts were rinsed sequentvailly saturated NaHC®solution and brine,
dried over NgSO, and concentrated to obtain the crude product. Wais further purified by
column chromatography on silica gel eluted with3084 ethyl acetate/hexanes gradient to
afford 4 as pale yellow oil (8.680 g, 92% vyieldHd NMR (300 MHz, CDCJ) § 7.34 (bs, NH),
4.14 (s, 2H), 2.32 (s, 1HYF NMR (282 MHz, CDG)) § -76.11;*C NMR (75 MHz, CDC}) 5
157.34 (qJ = 9.4 Hz), 115.59 (q] = 71.3 Hz), 72.84, 29.59.

Procedure for compound6. Compoundb (10.00 g, 61.70 mmol) was added to a suspension of
NaH (60% in mineral oil, 3.702 g, 154.2 mmol), ikA (300 mL), cooled in an ice/water bath.
The mixture was stirred at 0 °C for 30 mins, folemvby addition of propargyl bromide (22.1
mL, 148.1 mmol), and the ensuing mixture allowedverm to ambient temperature overnight.
The reaction was quenched by pouring into crusbhedeaxtracted with ether, rinsed with brine,
and dried over anhydrous p&O,. Following filtration, the solvent was removitvacuo to give

a crude mixture which was purified by column chromgaaphy on silica gel eluted with 10%
ethyl acetate/hexanes to obt&ir(13.80 g, 94% vyield) as a colorless df NMR (300 MHz,
CDCls) § 4.29 (d,J = 2.4, 4H), 3.99 (tt) = 14.2, 2.6 Hz, 4H), 2.54 (§,= 2.4, 2H);"*F NMR
(282 MHz, CDC}) 6 -121.69;"*C NMR (75 MHz, CDC}) 5 115.96 (ttJ = 62.8, 7.7 Hz), 78.00,

75.97, 65.94 () = 6.4 Hz), 59.24.



Procedure for compound8. NaN; (19.35 g, 297.9 mmol) was added to a solutior (0.00 g,
29.77 mmol) in anhydrous DMF (150.0 mL) and theult@sg mixture heated at 70 °C for 5 h,
after which it was cooled to room temperature. FBhéds were filtered off and the filtrate
concentratedn vacuo. The ensuing residue was diluted with water andaese¢d (3X) with
diethyl ether. The combined organic extracts vagred over NaSO, and concentrated to obtain
8 as a pale orange solid (7.580 g, 98% yield), wigabe a single spot on TLC, and was used in
the next step without further purificatiodH NMR (300 MHz, CDCJ) & 4.51 (s, 4H)**F NMR
(282 MHz, CDC}) & -142.24;°C NMR (75 MHz, CDCJ) & 144.94 (dm,J = 50.5 Hz, 4C),
115.13 (m, 2C), 41.90 (§,= 2.3 Hz).

Procedure for compound9. To a stirred mixture of glycerol (31.54 g, 34Zv&mol), p-
anisaldehyde (50.0 mL, 410.9 mmol), 4 A molecuiaves (20.0 g) in anhydrous DMF (200
mL) was added p-toluene sulfonic acid (3.250 gDQmmol). The mixture was stirred for 12 h,
after which it was poured into saturated NaHGOIution and extracted with diethyl ether. The
combined organic extracts were rinsed with brimel dried over anhydrous b80O,. Following
filtration, the solvent was removed vacuo to give a crude mixture which was purified by
chromatography on silica gel eluted with 30-50%yktacetate/hexanes gradient. Fractions
containing9 gave a white solid upon concentration (36.5 g, 5iétd). '"H NMR (300 MHz,
CDCls) & 7.43 (d,J = 8.7 Hz, 2H), 6.93 (dJ = 8.7 Hz, 2H), 5.34 (s, H), 4.20 (d#i= 10.5, 4.8
Hz, 2H), 3.85 (m, 1H), 3.78 (s, 3H), 3.48 Jt= 11.1, 2H), 3.36 (m, 1H)*C NMR (75 MHz,
CDCl3) 6 160.17, 129.92, 127.57, 113.78, 100.99, 71.688%&5.34.

Procedure for compoundl10. Alcohol 9 (8.4 g, 61.7 mmol) was added to a suspension &f Na
(60% in mineral oil, 1.4 g, 58.0 mmol), in THF (2B0L), cooled in an ice/water bath. The
mixture was stirred at 0 °C for 30 mins, followeg dddition of 3,5-bis(trifluoromethyl)benzyl
bromide (10 g, 32.6 mmol), and the ensuing mixalil@ved to warm to ambient temperature for

12 h. The reaction was quenched by pouring intsled ice, extracted with ether, rinsed with



brine, and dried over anhydrousS8&,. Following filtration, the solvent was removiedvacuo

to give a crude mixture. This was purified by ehedography on silica gel with 5-10% ethyl
acetate/hexanes gradient as eluent, to oHi@ifl3.4 g, 96% yield) as a white soltH NMR
(300 MHz, CDC}) 6 7.88 (s, 1H), 7.82 (s, 2H), 7.46 (Hi= 8.6, 2H), 6.95 (dJ = 8.6, 2H), 5.44
(s, 1H), 4.70 (s, 2H), 4.45 (dd= 8.4, 4.5 Hz, 2H), 3.88 (m, 1H), 3.83 (s, 3HY®B(m, 2H):*F
NMR (282 MHz, CDC}) & -62.90;*C NMR (75 MHz, CDCJ) & 160.18, 140.74, 131.80 (§~
33.8 Hz, 2C), 130.02, 127.43, 127.17 J& 3 Hz), 123.32 (q) = 270.8 Hz), 121.71 (9, = 3.8
Hz), 69.98, 69.82, 68.86, 55.21.

Procedure for compound 11. Compound10 (12.5 g, 28.6 mmol) was dissolved in 80%
AcOH/H,O mixture (200 mL), by warming in a water bath &t . The solution was then
allowed to stir at room temperature for 12 h. Thivents were removed by rotary evaporation
and the resulting residue chromatographed on siljgd eluted with 40-60% ethyl
acetate/hexanes gradient to did as clear oil (8.3 g, 91% yieldH NMR (300 MHz, CDCJ) &
7.83 (s, 2H), 7.81 (s, 1H), 4.76 (s, 2H), 3.85 (@ld;, 11.7, 4.8 Hz, 2H), 3.76 (dd,= 11.7, 4.8
Hz, 2H), 3.60 (pJ = 4.5, 1H), 3.50 (bs, 2H}*F NMR (282 MHz, CDG)) § -62.98;°C NMR
(75 MHz, CDC}) & 140.81, 132.10, 131.67 (4= 8.3 Hz, 2C), 127.38 (d, = 3.0 Hz) , 123.26

(9,J = 271.5 Hz), 121.56 (@,= 3.0 Hz), 114.34, 80.02, 70.31, 61.96.

Procedure for compound12. To a solution of compountll (8.0 g, 25.6 mmol), in pyridine
(150 mL), cooled in an ice/water bath was adgé¢dluenesulfonyl chloride (14.7 g, 76.9 mmol).
The mixture was stirred at 4 °C for 12 hours, fekal by removal of pyridine by rotary
evaporation. The residue was diluted with 200 mthidiromethane, rinsed with 1N HCI
solution, dried over MgS©Qand concentrated by rotary evaporation to obtaolear residue
(16.1 g). This was dissolved in DMF (150 mL) follesv by addition of Nap(16.6 g, 256.2

mol). The ensuing mixture was heated at 70 °C faobrs, after which it was cooled down to



ambient temperature and filtered through a padebfec The filtrate was diluted with water and
extracted (3X) with diethyl ether. The combined amg extracts were rinsed with brine,
concentrated by rotary evaporation to obtain arcteaidue. This was subjected to column
chromatography on silica gel eluted with 10% ethgétate/hexanes mixture (1:9), to obtah
as clear oil (7.9 g, 84 % vyield over two steps).NMR (CDCk, 300 MHz)3 7.88 (s, 2H), 7.86
(s, 1H), 4.84 (s, 2H), 3.78 (§,= 5.1, Hz, 1H), 3.49 (dJ = 5.1, 4H));**F NMR (282 MHz,
CDCl) & -63.03;*C NMR (75 MHz, CDCJ) & 140.08, 131.78 (q] = 33.0 Hz, 2C), 127.35,
123.29 (qJ = 271 Hz), 78.92, 70.94, 51.98.

Procedure for compound13. To a solution o# (8.0 g, 52.9 mmol)2 (10.0 g, 63.5 mmol), and
sodium ascorbate (1.0 g, 5.3 mmol) in a mixturenethanol/ethyl acetate/water (5:2:2, 180 mL)
was added Cu(OAg)528.6 mg, 2.6 mmol). The mixture was stirredcatrn temperature for 12
h then poured into a brine/water mixture (1:1, 26l0), extracted with ethyl acetate (200 mL, 3
times). The combined organic phases were dried Neg®O,, filtered, and upon concentration
gave a white solid which was washed with a mixwfrethyl acetate/hexanes to obta® as a
white crystalline solid (13.7 g, 84% vieldHd NMR (300 MHz, CDCJ) & 8.45 (s, NH), 7.80 (s,
1H), 4.61-4.39 (m, 5H), 4.13 (m, 1H), 3.75 (m, 14 NMR (282 MHz, CDGJ) § -75.82;*°C
NMR (75 MHz, CDC}) & 157.52 (qJ = 35.25 Hz), 142.79, 124.43, 115.81 Jg5 268.5 Hz),
110.34, 73.84, 66.26, 52.49, 34.81, 26.56, 25.08.

Procedure for compound14. To a solution o6 (6.0 g, 25.2 mmol)2 (9.9 g, 63.0 mmol), and
sodium ascorbate (1.0 g, 5.0 mmol) in a mixturenathanol/ethyl acetate/water (5:2:2, 180
mL), was added Cu(OAg)503 mg, 2.5 mmol). The mixture was stirred atnndemperature for
12 h, then poured into a brine/water mixture (200 mL), and extracted with ethyl acetate (200
mL, 3 times). The combined organic phases weradner NaSQ,, filtered, and concentrated.
The ensuing residue was chromatographed on silieh ejuted with 30-50% ethyl

acetate/hexanes gradient, then a mixture of ettetbse/hexanes/methanol (5:4:1) to affbdcas



a white solid (11.7 g, 98% vyield}4 NMR (300 MHz, CDCJ) & 7.76 (s, 2H), 4.75 (s, 4H), 4.58-
4.40 (m, 6H), 4.10 (dd} = 10.5, 8.7 Hz, 2H), 3.95 (,= 14.1 Hz, 4H), 3.75 (dd,= 8.7, 5.7 Hz,
2H); % NMR (282 MHz, CDGJ) & -121.72;°C NMR (75 MHz, CDC}) & 143.83, 124.34,
110.22, 73.97, 66.91 @,= 25.5 Hz), 66.40, 65.52, 52.36, 30.89, 26.64125.

Procedure for compoundl15. To a solution 0B (6.8 g, 26.1 mmol)3 (23.4 g, 78.4 mmol), and
sodium ascorbate (1.0 g, 5.2 mmol) in a mixturenethanol/ethyl acetate/water (3:1:1, 200 mL)
was added Cu(OAg)521.9 mg, 2.6 mmol). The mixture was stirredcatrn temperature for 12

h after which the solvent was strippedvacuo. The residue was diluted with water (200 mL),
extracted with ethyl acetate (200 mL, 3 times). Thenbined organic phases were rinsed with
brine, dried over N&Q;, filtered, and concentrated. The ensuing reswlag chromatographed
on silica gel eluted with 30-50% ethyl acetate/m®sa gradient, then a mixture of ethyl
acetate/hexanes/methanol (60:35:5) to afidsés a clear viscous paste which upon cooling and
vacuum drying, foams into a white glassy solid 82@.94% vyield)'H NMR (300 MHz, CDC}))

8§ 7.73 (s, 2H), 5.86 (d] = 3.6 Hz, 2H), 5.65 (s, 4H), 4.79 (db= 15.0, 12.6 Hz, 4H), 4.60 (d,

= 3.6 Hz, 2H), 4.29 (m, 2H), 4.07 (m, 8H), 1.486H!), 1.41 (s, 6H), 1.35 (s, 6H), 1.30 (s, 6H).
% NMR (282 MHz, CDGJ) & -140.86;**C NMR (75 MHz, CDGJ) 6 145.59, 122.74, 114.74,
111.89, 105.20, 82.56, 81.87, 81.06, 72.30, 66338, 41.08, 26.85, 26.77, 26.18, 25.39.
Procedure for compound16. To a solution ofL2 (6.0 g, 16.3 mmol)3 (12.2 g, 40.8 mmol),
and sodium ascorbate (711.3 mg, 3.6 mmol) in aurexdf methanol/ethyl acetate/water (3:1:1,
200 mL) was added Cu(OAc)X325.8 mg, 1.6 mmol). The mixture was stirred abm
temperature for 12 h after which the solvent wapsedin vacuo. The residue was diluted with
water (200 mL), extracted with ethyl acetate (200, @ times). The combined organic phases
were rinsed with brine, dried over )0, filtered, and concentrated. The ensuing reswag
chromatographed on silica gel eluted with 30-50Pfyleticetate/hexanes gradient, then a mixture

of ethyl acetate/hexanes/methanol (60:35:5) tordfi® as a clear viscous paste which upon



cooling and vacuum drying, foams into a white gfasslid (15.3 g, 97% yield)}H NMR (300
MHz, CDCk) & 7.82 (s, 1H), 7.73 (s, 2H), 7.59 (s, 2H), 5.86Xd; 3.9 Hz, 2H), 4.80 (s, 4H),
4.59 (s, 4H), 4.52 (m, 4H), 4.29 (m, 2H), 4.07 @hH), 1.48 (s, 6H), 1.39 (s, 6H), 1.30 (s, 6H),
1.29 (s, 6H).**F NMR (282 MHz, CDGJ) & -62.98;'°C NMR (75 MHz, CDC}) & 145.23,
139.24, 131.95 (gJ = 33.0 Hz), 127.23, 124.87, 124.28, 124.25, 122121.25, 111.88,
109.05, 105.20, 82.73, 82.70, 81.99, 81.04, 7273729, 67.36, 63.95, 26.82, 26.76, 26.16,
25.41.

Final step to ET0863 To a solution ofL3 (5.0 g, 16.2 mmol) in methanol (160 mL) was added
TsOH (617.0 mg, 3.2 mmol). The mixture was stiratdoom temperature for 12 h after which
the solvent was stripped vacuo. The residue was diluted with mixture of brine aadurated
NaHCQ; (1:1, 200 mL), extracted with ethyl acetate (200, i times). The combined organic
phases were dried over }0y, filtered, and concentrated down to 100 mL. Updding a few
drops of hexanes, the product precipitated oubhft®n and was filtered to obtalEiT0863 as a
white solid (3.8 g, 87% vyieldfH NMR (300 MHz, DO) § 7.99 (s, H), 4.1 (s, 2H), 4.58 (dil=
8.7, 2.1 Hz, 1H), 4.44(dd] = 8.7, 4.8 Hz, 1H), 4.13 (m, 1H), 3.65 (dt= 7.2, 3.0 Hz, 1H),
3.57 (dd,J = 7.2, 3.6 Hz, 1H)!*F NMR (282 MHz, BO) § -75.90;**C NMR (75 MHz, DO) &
158.85 (qJ = 22.5 Hz), 142.90, 125.15, 115.75 Jo= 172.5 Hz), 70.20, 62.60, 52.70, 34.50;
HRMS cled for CgH11F3N4O3" m/z (M+Na) 291.0664, found 291.0666.

Final step to ET0876 A solution of14 (26.3 g, 47.6 mmol) in AcCOH/AD mixture (2:1, 300
mL) was stirred at room temperature for 12 h aftkich the acid/water mixture stripped at high
vacuum. The residue was azeotroped 3 times with rhQOportions of toluene and then
methanol. The resulting residue was dried undehn kigcuum overnight to obtailBT0876 as
transparent glue which solidified into a white w@2.4 g, 99% yield) upon storage at Z8and
remains solid when left at room temperatureH.NMR (300 MHz, CROD) & 8.05 (s, 2H),

4.75 (s, 4H), 4.59 (ddl = 14.3, 3.9 Hz, 2H), 4.44(dd,= 14.3, 8.1 Hz, 2H), 4.13 (m, 2H), 4.03



(t, J = 13.8 Hz, 4H), 3.64 (dd,= 11.7, 4.8 Hz, 2H), 3.56 (dd,= 11.7, 6.0 Hz, 2H)*°F NMR
(282 MHz, CROD) § -121.57;*C NMR (75 MHz, CROD) & 143.00, 126.02, 70.22, 64.31,
62.64, 52.66, 48.84; HRMScd for CigH24FsNe¢Os” m/z [M+H]" 473.1753, found 473.1758.
Final step to ET0886 To a solution ofi5(11.1 g, 13.0 mmol) in AcCOH/¥D mixture (8:2, 150
mL) was added 300 pL HCI and the resulting mixtueated at 7€ for 12 h. The acid/water
mixture was strippedh vacuo and the resulting residue azeotroped 3 times BitimL portions
of toluene. The ensuing residue was diluted withewfl00 mL), titrated to pH 3.2 with NaOH
and freeze dried to obtain a white solid (8.9 g¥9geld). Analytical samples were further
purified by passing through a short pad of siliehejuted with 10-40% MeOH/CJEI, gradient.
'H NMR (300 MHz, CRQOD) 5 8.10 (s, 2H), 5.81 (s, 4H), 5.12 (= 3.6 Hz, 1H), 4.96 (s, 4H),
4.52 (d,J = 7.8 Hz, 2H), 3.82 (m, 3H), 3.67 (m, 3H), 3.4% BH), 3.30 (M, 3H)**F NMR (282
MHz, CD;0OD ) § -143.39;*C NMR (75 MHz, CROD) § 145.87, 145.77, 123.93, 96.73, 92.62,
85.27, 82.48, 76.40, 74.83, 72.35, 71.58, 69.993%%5.31, 65.17, 61.33, 61.21, 40.92; HRMS
cled for CogHaF4NgO12'm/z [M+H]™ 697.2098, found 697.2103.

Final step to ET0890 To a solution ofL6 (5.6 g, 5.8 mmol) in AcOH/KD mixture (8:2, 100
mL) was added 150 pL HCI and the resulting mixtueated at 7@ for 12 h. The acid/water
mixture was strippedh vacuo and the resulting residue azeotroped 3 times BitimL portions
of toluene. The ensuing residue was diluted withewfl00 mL), titrated to pH 3.2 with NaOH
and freeze dried to obtain a white solid (4.4 g%9%eld). Analytical samples were further
purified by passing through a short pad of siliehejuted with 10-40% MeOH/CJEI, gradient.
'H NMR (300 MHz, CRQOD) 5 8.05 (s, 2H), 7.83 (s, 1H), 7.71 (s, 2H), 5.13)(d,3.3 Hz, 1H),
4.98-4.51 (m, 8H), 3.82 (m, 3H), 3.68 (m, 3H), 3502 (m, 7H);*°*F NMR (282 MHz, CROD)

§ -62.65;*C NMR (75 MHz, CRQOD) & 140.69, 131.95 (¢ = 33.0 Hz), 127.52, 124.91,

124.28, 121.52, 121.12, 96.75, 92.62, 85.19, 88227, 76.82, 79.39, 74.84, 72.35, 71.55,



70.29, 70.07, 69.98, 65.19, 65.10, 61.38, 61.297(BOHRMS clcd for CzoH3eFsNsO13 M/z

[M+H]* 805.2456, found 805.2467.
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1 19 13
H, F and C NMR spectra of intermediates and final compounds
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