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B2 Amine-1-pyridin 3-ybutan-t-ol

(o159 L and 100 mg . T rsactin mivtss wat thes " oy
S (M) 167.1; 30.21 i (LCWS mathod 1)

Ty S yriin Sy sosolitinone

toren 090 ot nCHLI 5 Bl (314 4. 569 mmal) 20°C. Then, it e o o prr—

M o 00 % rdr 100 B.LC-MS: M#H) 163.1 R 043 min LM mothod 1) A)'H NAR (400 Mz, CHClyo): 670-862(m. 1H) SB0-856 (m 1H) 776771 (m. 1H).7.42:7.35 (m, 1 K} 578 (d, 1 H) 4D8-338 (m. 1 ),

121105 (m. 2H1, 084 (13H). B) 'H NMR (400 Mz, CHCIyd) 670-962 (m. ZH), 760,76 (m IH)7.427.35 (m, | W) 521 (d, 1H),3.75-368 (m, 1 H), 165-169 (. 2H), 105 (, H).

Inteemedizte 6 Methy15-p3ridi3-yosazalidin 2 one

)2 it -pyridin-2y propan-tal

107621 To a oluion of LA, @M in THF) 114 ., 2. mmol) iy THF (110mL) at0°C. wasskowly aeded -nftosthane (2.00 ... 26 ] s gan. et 20 i at0 2, icfabtyds (264 e 25 o) was addad nons porton Tha mitue vas stited for 16 hours, whis alcuing e tangaturs b rks om0 The eactior ot 1uk,
15 minues and then fere 1005 ncrcr LOMS: [MH] 183.4; REO41 min (LOS mothod 1) A;'H HMR (400 Mk,

(CHClyl 855848 (m, 24),7.68 (4, 1H)7 59 -7 25 (m, 1H) 54253 (m, 1K), 470460 (m. 1H), 330200 s, TH), 146 (4, H). B) T NMR (403 Mz, CHty o 855-8.48 (m, ZH).7.68 4.1 H)733-7.23 (m, 1 H) 508 (, 1), 476480 (m, 1H), 330290 (b, 1H),1.31 4, 2H).

b) Moy pynoin-Syroxzzolain 2-one

(ore 2205 e ygen. The 16 hours undr 1y b il COIL. The o s thon
which s ed inthe 700 mg 450 rgen B (160 L 115 mml) 0 °, lowed by tiprosans 1819 ma, 276 o, dssokad i 5 mlof CHCk). Th rsacts brperabre was alousd o
K 73.20%).LC-MS: DAH] 1701, RID.31 i (LOWE mattod 1)
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31 (4565)4-Hy roxymet ybS-phonyloxazolidin-z-one
fores) 12 o - 245 ol 37 KaCOg 105 . 120 mend) s ca1ged o a fss ikt macharicl sive ard a vgrwrcolur. bt at 135 %,

The macsin P e — o 3741, MR (400 iz, OUES
(5=, 1 H)7.50:2.30 (m SH1 5.7 2 1, 523517 (m. 1 H0 3.70-330 {m. 1 H), 3601350 (. 24).

(oree] 17:2mmon, Nety (430 mL, 3.4 mmo1, and DUAP (105 g, 661 ol in CF. TE0PSCI .66 L 199 The TeuE T—
S0 s s © » i

] 305 et and 325 ot in DUF (10 TeDPECI (007 mL, e ™ o
He i EOAin heptns togheme 5% Re0#, wim 20,1 WMR.(40C Mz, COCK: 785 (. 41, 7.357.30 (m, OH),
724 (4.2H) 692 (4. 2H)524 4, 1H).5.20 (brs, 1H],3.54 1m,4H). 377 (m, 2H), 108 5, 4],

oo e et 12 02 e The wacion

5%). TLC (JoisnefTEME 2:1)Fy=0.84: b = 1,084 min (UPLC 1) LC-MS: [WeH] 354:¢ 102 i (LCWS mthed 21; 'H EMR, (400 M, COCk) 708 (o, 24,6.88 1, 2H), 495 (1 1 ) 4.58 (m, 1 H), 412 (4 24), .75 (4, 2H) 375 (5 3H) 347 (5, 3H) 305 m. 24), 144 5, 0H)

o n789.267 Ly (04s90.267 e < Combima
indovar T st 52%). TIC {hoplanfEIOA 12) Ry-0.19;15= 0680 1 (UPLE 1) LC-MS: Mr-4) 296; 08 mi; (LOME matioc 2], ' NHR (400 WHz. CO3L 7,38 (4, 24),6.03 4, 241 5.88 b1, 1H),
562 (1K) 430 . 1H)4.16 (64, 2K). 348 (5.3H,, 379 (4. ). 348 .34}

] 70 ) in BCH nportors 2105 o, 17.1 ol B HCI (1€ ) 2105 08 Cominsd
dindovar =0408 mn (UPLE "} LC-MS: M4H] 36, RO min; L.CMS mothod 21 'H NMR(900 MKz, COCIo 7.1 (4 2H), 6.8 (4, 241,645 (s, 1H),5.33 (4, 1H), 530 (85, 1K), 375430 (m, ), 3.47 s, ).

(o3 prapared ic araogyto 0 TeDUS <l g E0RC e
(PapINWEIOAC 1) Ry =026: = 1.28 min (UPLC. 1 LC-MS [M¥H]392.2:RE 117 i (LCMS rethod Z; ' N, (400 M-z, COCHI7.30 6, 2H), 637 [, 2H), 549 b . 1H) 523 (& ), 4. 1€ 4, 26 370-325 (m, 51 348 (= 3H), 091 (5, 0HL 0.11 5,68

(o7 armedist TLC (aplans/EIOAC 11 Ry 0.5 = 1764 min (JPLC 11LC-MS: MeH] 487 Bt 157 min, (LOMS matacd 1) THNMR (00 Mz, COCk: 731 (. ZH),6.9 . 24),5.28 (rs, 1 H). 522
(8 1H1.4.13 (m,2H), 400 (m. 2H} 378, 1H). 387 (m, 2H) 093 (s GH).032 5, 8H), 0.1 (m, 124).

TLC (heptarafEIOAC 1:1) Ry 9.40; .+ 1,852 rin (UPLE 1) LC-WS: [M+H] 498 R 162 iy (LC-IS method 11 H KR, (400 iz, COCb):7.90 (4, 24), 695 (4, 2H), 527 (rs, 1H)

ayte
5.2 (. 1H) 412 3, 24),4.00 (m 2H) 340 (m, 3], 374 (m, 24). 201 (m, 24), 093§, 5K, 091 (5.3, 0.10 5 6H), 008 5,64

Intesmesiate 16; (45, SR 4 Hethyl-thazob2-yoxazalidiv2-one

(o7

(o) o ©90g, o at-20°. the tscton 180 f THE,whon TBAF (1 M in THF,634 ml 63 rmmol) was acded, and the acton misture was std o1
4 The reacton Eoxcin 0% n oot to ke s (143,035, LC-MS BAOH) 2892: RIOTS mini(LCMS mithod 1)

b2 Amin-Tthisz -2y -propan-teal

forsg) 2 . (385,534 50 mLof diosans. 134 i (534 mol) of 4t i e aaton o 2 paratus. The saction s the s compound 3 2 whis salt 2 2
dissbiaomeri mitu (115 .92%).LC-MS: [MoH] 150.1;RED.22 mir; (LCMS mathed I).

)45, ERY& Myt S1h azok2 ozl din-Zore

(oren 04162 in 100 mLofCHLCE: (111 638 . ol by .09 mm dkzoled n 40 . of CHEh - " washed uith
R —— 9502w 100% in orar b g the 2,18 ,645%). LCMS: [ +4] 185.3; RID.45 i LOWS mthcd 1). W MR (400 Mz, CHClpol: 775 (e, H) 7.35(d, 1 H), 550 (b, TH), 532 (d. 1 H),4.18:408 (m 1H), 1453,

am

Intesmesiate 15 €5, 55)4-Methyh-Shiszol-2 3k axazoldin-2-one

U
.
Q0
.
‘
g
S~
NN
W, N,ka od N
[0185] 14, 14) (470 g, 20.1 in70mL. *C. NaH (964 mg. 80% inoil, 24.1 nmol) . (370 . 201 mmol) dissohved in 30 ml of DM F was adced, and e reacton mixtu'e was strred for 3 howrs a: 0
(0180 To in stop a) 1) in 20 mL mol), mg, 262 pmol) and 2 M (511 mL, 10.2 nmol). The.
[M#+H] S02.0; Rt 11 "H NMF, (400 MHz, 1H) 792, 1H), 787 (d, 1H).7.64 (brs 2H). 741 (=, 1H). 589 (d TH), 5.-0-5.04 (m, 1H),375-3.55 m, 8H), 152 (c

Exsmpie2 45°

Yo
el F
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a1 asess

(oo £17 e, 0.8 ol in DU (2 under sgoniaH (514 mg, 118 mmei) A .08 mmolin DMF (11mL)wae s, and th rescion 0 bor 20 minuts.-

“Cuth aqumos L, w ot b ghe Q1) L2-MS: (4H]4 1011 1.2 i, (LOWS mathcd 1),

b s

[0169] To 3 colsbon of (4R 5% ‘ ma, 026 mron, w072 @6 m.
ol “C e 1 hour cookd o g [ e 117 i LOMS ot 1) 1H) 788 5. 1H).7.31{0.2H), 026 d. ), 549 b1, 2H), 527 6, 1 KL 486451 i

544 (94 583575 m 4, 230200 m 30, 108, 30

Emes

(o190

[0191] Toasohtonot (tsimecist 10} (165, 357 o) (20,

o 11 51 0t 007C,

(01921 A sotor of 45,53

[E—_—_y
(COCE 754 (7 4H). 754 (6, 14],7.55.35 (m,CH), 725 (m, 2H), 395 (& ), 5.21 @, 1 HL456 (m 1 H),4.22 (9, 14], 396 6, 1 H) 354 (5 ), 360340 (m. &), 108 &, OH).

{17€0. 520t indoar (2w s 2G13 lh i -5y 03 ey (5T 25 ol and sl 65 0,007 ), b

m. 228 m

120 mg, 228 po,

ma,364 pron,

LA i s 1001 O 1550 90 o b o U Ll o o s ol 2,391, 949, TG (mplanEIOA 1.1) Ry

mol) in DME (2 L) ndorargon was st at

i
C (Watars Sun F e C 16, 30 % 100mm, 5 um; 0. 1% min to atford (18 mg. 509%); TLC (CHZCRMBOH 19:°) Ry =04t B
J—
i s i i
@ NHR (400 MHz, CHOly 0 864 . 1H), 763 (s, H), 7.39- 7.90 m. SH), 582 (0, 1H), 546 (o5, 2H). 5.C2 456 (n, (-GS 2
e g o e
PN
T
Ve (E:54) 022
3 T WM, (400 M2, CHOlga) 82 (5, 1H), 787 (5, 1H). 7,82 0 ) 580 . S50 .2 S F. JGTEY
14.60-464 (m, 1H), 385 (s, 34). 3.76(m, 8H) 230-200 (m, 2H). 1.11 {t. 3¢
| mathod 21: Retention Tme: 1.18 min
{(4R?, 5R*)-3 (2-AmI10-2-marpholino-4- (rifl. oo meth i - [4. 5- bipyrimidin]-&-yij- 4-thy - 5- (>-methoxy ghen yloxa 2ol d in- 2-one (ass (M+H]. 548.2
.
p
W { - Retantion Time: 1,08 min
b T b
|mJ D) ¢
: : s
5 | CHS imethod 11
T
- [4.57: (Wass [M+H]: 517.5.
g inaratioo 2101 NMR (400 Wiz, OMSDGgh 676 |Gl (eliod 1
r“‘] 18,58 (m, 3H), 7.96-788 (m, "H), 7.82 (br 5, ZH), 7.54-7.48 (m, 2H), EOS (d, 1H). 5.27-5.20 (m, 1H), 3763.62 (m. &H1, 095
N 9. 2H) trans diastorsoiscrmor: H HR (4CO MHz, DMSO-Gg) 8.76.6 55 (m, 3H), 7.96-7.88 (m. 1H, 762 (brs. 2H), 7.54
A0
Wegge
: s
0 1 NHR (400 MHz, OMSO.Gg) & 61 (5, 1H), 7.61 (brs, 2H), 7.53 6, 1H). 7.60.7.31 (m, SH), 585 (d, 11). 5,34 (L 1H, Ky
N e N L LN L
[4,51bi Vass (M+H]: 518.1
1 TH NMR (400 MHz, DMSO-d) 880 is. 1H), 7.8 (d, 1H). 7.89 (d. 1H1, 7.64 (brs. 2H) 7.44 (5, 1H), 628 (d, 1H). 5.305.20 {-CMS
e
e T T
. e N
RO I Retenton Time. 085 mn
F‘"A"‘I Pl
Frebew : = S
13 1H NMRLAmMHz DMSO-dgr 861 (s. 1H). 7.63 {brs, 2H), 7.54 (s, My 7.3 . 2H7 7.02(4,2H), 5.55(d, 1H)L 531 1t LS imethod 11
e i e o
e
‘ = i
12 41 NHIR (400 MHz, DMSO-Gg) 8 8Os, 1H), 7,62 [brs, 2H), 7.53 (5, 1H). 7.81 @, 24, 700 (3, 2H), 5.57 d, 1H), 530 {.
1H), 480 (m, 1H), 4.53 {t, 1H), 404 m, 2H),3.90 (i, 1H), 381 {m, *H), 385 (m, 8H1, 3.55 (m, 2H), 1.85 (m, 2H).
e
: e
——

Proparaion of compound dikions (38a-vell)

[o19e) ouso (10 14 mfat bt o Vihaped .. hute The. - Forthe
(oo ouso. iCepeats inor balw f estoc ot prcfing i S6%-uells The dutan
proilton P, masto plts’ and “sszy pate’
(o108 e, ™ bl 1. &
T 1
Vol (L) Conc (o] ol [LIOMED. Vol Conc g il o Fino] concontiation ()
Co0 B = 165 55 K
ez 3 = 166 [
i o = = 3
2 0 = g6 (RS [
EQ 0 = T8 3 o1
: £l 82 s i = 166 e 003
3 £ 23 o o = 750 T3 [
gl £ T 3 T, = 6 [ [
{DMS5 s Salurmiad wilh 120 10  corcantiaton of 10%. Vol volums Conc: Concentaton, Dl rat: Dilfon @i, Fin & Finl conosntration
(01991 Wssior pstes: 1004 ot pltes maste it s, 103,545, 10.2 548, 102, 0% omsC.
[0200] asay i thomaste plts” into 3 esay pitc” et s 0.3 1181 diton ansbing 10,50, 10,03,0.1,003,0.01 3n 0.003 4, ospacthaly. Tho pisparatin of e master Jate was.

‘sz plabe’

ation ot ‘msay pltae’

Method o gone e expression constructs
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PATENTKRAV

1. Forbindelse af formlen | og/eller et farmaceutisk acceptabelt salt og/eller solvat

(A

CF, NI/KN R
"iwb‘/g/ﬁ
N
(1

hvor,

deraf,

R' er methyl, ethyl eller hydroxymethyl;

R? er phenyl, som er usubstitueret eller substitueret i meta- og/eller para-positioner
med 1 eller 2 substituenter uafheengigt valgt blandt D, F eller methoxy for meta-
positionen og blandt D, F, C4-Cs-alkoxy, hydroxy-C.-Cs-alkoxy eller C4-Cz-alkoxy-C»-
Cy-alkoxy for para-positionen,

eller

pyridyl, som er usubstitueret eller substitueret i meta- og/eller para-positionerne med 1
eller 2 substituenter uafhaengigt valgt blandt D, F eller methoxy for meta-positionen og
blandt D, F, C+-Cs-alkoxy, hydroxy-C»-Cas-alkoxy eller C1-C2-alkoxy-C2-Cs-alkoxy for
para-positionen,

eller

en 5-leddet monocyclisk heteroaryl indeholdende 2 til 3 heteroatomer valgt blandt N, O
eller S, som er usubstitueret eller substitueret med 1 til 2 substituenter uathaengigt
valgt blandt D eller F;

0g

R3 er H eller methyl.

2. Forbindelse ifglge krav 1, af formlen Ib
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/k e )\
HNT N s °

(Ib).

3. Forbindelse ifglge krav 1 eller krav 2, hvor

R? er phenyl, som er usubstitueret eller substitueret i meta- og/eller para-positioner
med 1 eller 2 substituenter uafheengigt valgt blandt D, F eller methoxy for meta-
positionen og blandt D, F, C4-Cs-alkoxy, hydroxy-C,-Cs-alkoxy eller C4-Cr-alkoxy-C»-

Cy-alkoxy for para-positionen.

4. Forbindelse ifglge krav 1 eller krav 2, hvor

R? er pyridyl, som er usubstitueret eller substitueret i meta- og/eller para-positioner
med 1 eller 2 substituenter uafhaengigt valgt blandt D, F eller methoxy for meta-
positionen og blandt D, F, C4-Cs-alkoxy, hydroxy-C2-Cs-alkoxy eller C4-C2-alkoxy-C»-
Cs-alkoxy for para-positionen.

5. Forbindelse ifglge krav 1 eller krav 2, hvor
R? er en 5-leddet monocyclisk heteroaryl, som indeholder 2 til 3 heteroatomer valgt
blandt N, O eller S, som er usubstitueret eller substitueret med 1 til 2 substituenter

uafhaengigt valgt blandt D eller F.

6. Forbindelse ifglge ethvert af kravene 1 til 5, hvor

R' er methyl.

7. Forbindelse ifglge ethvert af kravene 1 til 5, hvor
R' er ethyl.

8. Forbindelse ifglge ethvert af kravene 1 til 5, hvor

R' er hydroxymethyl.

9. Forbindelse eller farmaceutisk acceptabelt salt deraf ifalge krav 1, valgt blandt
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(4S,5R)-3-(2'-amino-2-morpholin-4-yl-4'-trifluormethyl-[4,5"bipyrimidinyl-6-yl)-4-methyl-
5-thiazol-2-yl-oxazolidin-2-on,
(4S*,55%)-3-(2'-amino-2-morpholino-4'-(trifluormethyl)-[4,5-bipyrimidin]-6-yl)-4-ethyl-5-
(4-methoxyphenyl)oxazolidin-2-on,
(4S,5S)-3-(2'-amino-2-morpholino-4'-(trifluormethyl)-[4,5-bipyrimidin]-6-yl)-4-
(hydroxymethyl)-5-(4-methoxyphenyl)oxazolidin-2-on,
(45*,5R*)-3-(2"-amino-2-morpholino-4'-(trifluormethyl)-[4,5-bipyrimidin]-6-yl)-4-ethyl-5-
phenyloxazolidin-2-on,
(4S,55)-3-(2"-amino-2-morpholino-4'-(trifluormethyl)-[4,5-bipyrimidin]-6-yl)-4-methyl-5-
phenyloxazolidin-2-on,
(4R*,5R*)-3-(2'-amino-2-morpholino-4'-(trifluormethyl)-[4,5"-bipyrimidin]-6-yl)-4-ethyl-5-
(3-methoxyphenyl)oxazolidin-2-on,
(4S8,5R)-3-(2'-amino-2-morpholino-4'-(trifluormethyl)-[4,5-bipyrimidin]-6-yl)-4-ethyl-5-
(thiazol-2-yl)oxazolidin-2-on,
3-(2"-amino-2-morpholin-4-yl-4'-trifluormethyl-[4,5"|bipyrimidinyl-6-yl)-4-ethyl-5-pyridin-
3-yl-oxazolidin-2-on,
3-(2'-amino-2-morpholin-4-yl-4'-trifluormethyl-[4,5Tbipyrimidinyl-6-yl)-4-methyl-5-
pyridin-3-yl-oxazolidin-2-on,
(4S,5S5)-3-(2"-amino-2-morpholin-4-yl-4'-trifluormethyl-[4,5"bipyrimidinyl-6-yl)-4-
hydroxymethyl-5-phenyl-oxazolidin-2-on,
(4S,5S)-3-(2"-amino-2-morpholin-4-yl-4'-trifluormethyl-[4,5"bipyrimidinyl-6-yl)-4-methyl-
5-thiazol-2-yl-oxazolidin-2-on,
(48,5S5)-3-(2"-amino-2-morpholino-4'-(trifluormethyl)-[4,5"-bipyrimidin]-6-yl)-4-
(hydroxymethyl)-5-(4-(2-methoxyethoxy)phenyl)oxazolidin-2-on,
(4S,5S)-3-(2"-amino-2-morpholino-4'-(trifluormethyl)-[4,5-bipyrimidin]-6-yl)-5-(4-(2-
hydroxyethoxy)phenyl)-4-(hydroxymethyl)oxazolidin-2-on eller
(48,5S5)-3-(2'-amino-2-morpholino-4'-(trifluormethyl)-[4,5-bipyrimidin]-6-yl)-4-
(hydroxymethyl)-5-(4-(3-hydroxypropoxy)phenyl)oxazolidin-2-on.

10. Forbindelse, eller et farmaceutisk acceptabelt salt deraf, ifglge krav 1, som er
(4S,5R)-3-(2'-amino-2-morpholin-4-yl-4'-trifluormethyl-[4,5' | bipyrimidinyl-6-yl)-4-methyl-
5-thiazol-2-yl-oxazolidin-2-on.

11. Farmaceutisk sammensaetning omfattende en terapeutisk effektiv maengde af en
forbindelse ifglge ethvert af kravene 1 til 10 eller et farmaceutisk acceptabelt salt

deraf, og ét eller flere farmaceutisk acceptable baerestoffer.
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12. Kombination omfattende en terapeutisk effektiv maengde af en forbindelse ifalge
ethvert af kravene 1 til 10 eller et farmaceutisk acceptabelt salt deraf, og ét eller flere
terapeutisk aktive co-agenser.

13. Forbindelse ifglge ethvert af kravene 1 til 10 eller et farmaceutisk acceptabelt salt

deraf, til anvendelse som et lzegemiddel.

14. Forbindelse ifglge ethvert af kravene 1 til 10 eller et farmaceutisk acceptabelt salt
deraf, til anvendelse ved behandlingen af ikke-melanom hudcancer eller prae-maligne

stadier af ikke-melanom hudcancer.

15. Forbindelse til anvendelse ifglge krav 14, hvor den ikke-melanome hudcancer er
pladeepithelcarcinom og det prae-maligne stadie af ikke-melanom hudcancer er

aktinisk keratose.
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