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BEHR
3.26-ACTF
2,36-DCTF
26-ATF
3,6-HmTF
6-TF-3-CHO
6-TFNA
2,6-HTF-3-CAM
2,6-CTF-3-CAM
26-CTF
2,34,56-TCTF
6-TF-2-CO2Et
2,6-CTFNA
2,6-HmTF

ftame &/8)
o0-2-chloro-6-(trilfuocromethyl) pyridine
-2-200-6-(FUD)ILAOXFIVEUI Y

hloro 6~ (trifluoromethyl) pyridine
OO0-6-(~FU2ILAOXFIVNEI I Y

0-6-(triflucromethyl) pyridine
J-6-(FUD)LZOXFIVEU DY

~(Trifluoromethyl pyridine-3-methanol
~(FUDIVADXFIVE) I V-3-X5 ) —)U
~(Trifluoromethyl) pyridine-3-carboxaldehyde
(FUDIVAOXFIVL) EUIV-3-NILUIRFIP)ILTE R
-(Trifluoromethyl) nicotinic acid

~-(FUDIVAOXFIV) ZDF Vg
-Hydroxy-6-(trifluoromethyl) pyridine-3-carboxamide
2-E ROFY-6-(FUD)LAOXFIV) EUIV-3-DILIKNFTI R
2-Chloro-6- (trifluoromethyl) pyridine-3-carboxamide
2-2700-6-(~FU2)LAOXFIV) EYUIY-3-DILNFTI R
2-Chloro-6-(trifluoromethyl) pyridine
2-2700-6-(~FU2ILAOXFINEI I Y
2,3,4,5-Tetrachloro-6-(trifluoromethyl pyridine

2,34.5-7 ~5200-6-(FUIILAOXFILNEY IV

Ethyl 6-(trifluoromethyl) picolinate
6-(FUDIAOXFIVEDII VBT FIVIZATIL

2-Chloro-6-(trifluoromethyl) nicotinic acid
2-200-6-(~FJJ)VADXF)V) ZIFVER

6~ (trifluoromethyl pyridine-2-methanol
G-(FUDIVADXFIV) EUI-2-X5 J—)u

NI S
ERACEE
35 QO \3

N OO O OO I\)I\) NN OOOO

B-CFs EVUI LS

BEHR
2,6,3-DCTF
3-TFPA
2,5-ATF
2,3-ATF
2,5-CmTF
2,3-MTF
3,5-CTF
2,56,3-TCTF
2,3-CTF
2,3-HTF
3-TF-2-CO2Et

e&me (&/8)

2,6-Dichloro-3-(trifluoromethyl) pyridine
26-I700-3-(FU2)LAOXFIVEUI Y

3-(Trifluoromethyl picolinic acid
3-(FUDILAOXF)L)ED VER

2- Amlno 5-(trifluoromethyl) pyridine
P -5-(FUDILAOQXFINEI DY

l\)

2-Amino-3- (triflucromethyl) pyridine
2-PX /-3-(~FUD)LAOXFINEI DY
2-

Chloromethyl-5- (trifluoromethyl pyridine
2-200XFIL-5-(FUTILAOXFILNEI I Y

2-Mercapto-3- (trifluoromethyl) pyridine
2-X)VATF-3-(FUD)LAOXFIVEUI Y

3-Chloro-5-(trifluoromethyl) pyridine
3-2700-5-(~FJIACXFINEI I Y

2,5,6-Trichloro-3- (trifluoromethyl) pyridine
256-~J)200-3-(FJIILAOXFIVEI I

2-Chloro-3- (trifluoromethyl) pyridine
2-2700-3-(~FJ2IAOXFINEI I Y

2-Hydroxy-3- (trifluoromethyl) pyridine
2-E ROFY-3-(FUDIAOAFIVVEUI Y

Ethyl 3-(trifluoromethyl) picolinate
-(FUDIVADBXFIVED) VBT FILI ATV
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2,5-HmTF
5-TF-2-CO2Et

3,5-CTF-2-CO2Et

2,5-MTF
2,5-HTF
2,3,5-ACTF
2,3,5-DCTF
2,5-CTF
3-TF
2,3-HmTF
5-TF-2-CN

5-TF-2,3-Bis-CO2Et

2,53-HNTF
2,53-MNTF
2,53-ANTF

5-(Trifluoromethyl pyridine-2-methanol
-(FUDIVADXFIVE) I Y-2-X85 ) —)U

Ethyl 5-(trifluoromethyl) picolinate
5-(FUDILADXFIVEDY VBT FILI ATV

Ethyl 3-chloro-5-(trifluoromethyl) picolinate
3-2700-5-(~FJ)ILAOXFIVED) VEETFILIRFTI)U

2-Mercapto-5- (trifluoromethyl) pyridine
2-X)VAT-5-(FUDIAOXFIVEUI Y

2-Hydroxy-5- (trifluoromethyl) pyridine

2-E ROFY-5-(FUDILAOXFILED I Y
2-Amino-3-chloro-5- (trifluoromethyl) pyridine
2-P=_/-3-200-5-(FJ2JILZAOXF)ILEIIY
2,3-Dichloro-5-(trifluoromethyl) pyridine
2,3-I000-5-(FU2)LAOXFILED I Y

2-Chloro-5-(trifluoromethyl) pyridine
2-200-5-(~FU2)LAaXF)NEUIY

3-(Trifluoromethyl pyridine
(FUDIABXFIVEYIY
(

3-
3-(Trifluoromethyl pyridine-2-methanol
S3-(FUDIADOXFIVE I V-2-X5 ) —=)U
2-

Cyano 5-(trifluoromethyl) pyridine
2-IP )-5-(FUDILAOQXFINEI I Y

Diethyl 5-(trifluoromethyl) pyridine-2,3-dicarboxylate

ITFIL 5-(FUDABKAFIVED IY-23-INIMFI L —

2-hydrocy-5-nitro-3-(trifluoromethyl) pyridine
2-ERO+Y-5-Z ~O-3-(FUDILAOXFIVEU I
2-Mercapto-5-nitoro-3- (trifluoromethyl) pyridine
2-X)VAT~-5-Z+0-3- (FUDIAOXFIVL) EUIY
2-Amino-5-nitoro-3- (trifluoromethyl) pyridine
2-P=/-5-ZF0—-3-(FJDILAOXFILEII Y

r-CFs EU I LEW

B
2,6.4-DCTF
2,4-CTF
2.4-ATF
4-TF
4-TFNA
2,356,4-TCTF
4-TF-2-CO2Et
2,6,4-ACTF
2,54-DCTF
2,6.4-DATF
2,6,4-CHrTF

e&me (&/8)

2,6-Dichloro-4- (trifluoromethyl pyridine
26-I2000-4-(FU2)LAOXFIVEII Y

2-Chloro-4-(trifluoromethyl) pyridine
2-200-4-(FJ2)LAOXF)ILEI I Y
2- Ammo 4~ (trifluoromethyl) pyridine
2-7 4-(FUDIILAOXFIVVEU DY

A= (Trlﬂuoromethyl)pyr|d|ne
4-(FUDILAOXFIVEI I Y

4~ (Trifluoromethyl nicotinic acid
4-(RUDILAOXFIV) ZDIFVEE
2,3,5,6-Tetrachloro-4-(trifluoromethyl) pyridine
2,356-7 ~52000-4-(FJDIAOXFILED I
Ethyl 4~ (trifluoromethyl picolinate
4-(FUDIVAOXFIVNEDIY VBT FILT ATV
2-Amino-6-chloro-4- (trifluoromethyl) pyridine
2-P=_/-6-200-4-(FJDJILZOXF)ILEUI Y
2,5-Dichloro-4- (trifluoromethyl pyridine
25-I2000-4-(FU2)AOXFIVEIIY
2,6-Diamino-4- (trifluoromethyl) pyridine
26-IPZ/)-4-(FUDIVAOXFIVEIIY

2-Chloro-6-hydrazino-4- (trifluoromethyl) pyridine
2-0700-6-ERSY /-4-(FUDILAOXFIVNEY DY

44

45

46

47

48

49

50

51



Bis-CFs EVJ I 1EEW

ESFR
2,4,5-CBiTF
2,3,6-CBiTF
2,6,3,5-DCBITF
3,5-BiTF
2,4,6-CBiTF
3,5,2,6-DCBiTF
26-BiTF
2,4,6-ABTF
2,3,5-ABITF
2,4,5-HBTF

e&mes (&/8) g8

2-Chloro-4,5-bis (trifluoromethyl pyridine

2-000-45-CR(FUDVLAOXFI) EUYY o5
2-Chloro-3,6-bis(trifluoromethyl pyridine 56
2-200 36-ER(FUDILADXFIV) EUIY
2,6-Dichloro-3,5-bis(trifluoromethyl) pyridine 57
26-I2700-35-EX(LUI)IWVAOXFIV) EUIY

3,5-Bis(trifluoromethy) pyridine 58
35-ER(FUDILADXFIV) EUIY

2-Chloro-4,6-bis(trifluoromethyl pyridine 59
2-200-46-EA(UDILAOXFIL) EUIY
3,5-Dichloro-2,6-bis(trifluoromethyl) pyridine 60
35-I2000-26-EA(RUDILAOXFIV) EUIY

2,6-Bis(trifluoromethyl pyridine 61

2,6-E(RUTILAOXFIV) EUIY

2-Amino-4,6-bis (trifluoromethyl) pyridine
2-P2/-46-EA(FUTIVADXFIV) EUIY

2-Amino-3,5-bis(trifluoromethyl pyridine 63
2-P2/)-35-BRA(~UDIADXFINEIIY

2
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-Hydroxy-4,5-bis (trifluoromethyl pyridine
-E ROFY-45-ER(FJDILADXFIVED DY



3-Amino-2-chloro-6- (trilfuoromethyl) pyridine
3-7%/-2-/00-6- (M)7Z)NAQXAFIN) EVS
N2

F:.C~ N7 Cl

M5# 3,2,6-ACTF

J—-KFHS I1SK-a-1

= =N,
: [ N—R
US 20180111925 7 N7
; )~

(Janssen Pharmaceutica NV, Belg.) (:__ ,»EX‘NH

<AMPA receptor modulators> -EN .
"0

O.H.O Oﬁ."" ) H
. Eﬁ"‘q NH, E!' /[r’ I’NH T ~ONO . ﬂ'ﬂ‘w "NN hydralysis F. jHHMT._:,N
. o "F - T
il Vel Pi0] O M F
F 'FI ? F ? ;
WO 2007023882 DY e e
Fh_}f__,.- N.:;:. ___5;, 1\_},-" N~ LI“--u_ _{_,;J
(Shionogi & Co., Ltd.) F " T(.;I
<DERIVATIVE HAVING PPAR AGONIST
ACTIVITY> RSC-451061
S
~s-MHz ke tap H’T‘Tr‘ﬂ_ sy _S0:Lh Hﬁ““'“’Nﬁ_m
F-. | A e | A _\_(-.;_z e —_— F - “N.‘::’--“S'f
> N7 e DIMF oM F-l
Fr F F

Synthesis 2018, vol20, 2027-2032




2,3-Dichloro-6- (trifluoromethyl) pyridine

2,3-70a0-6- (M)7ZNAAXFIV) EVS >

\CI

FaC N/ Cl

¥ 2,3,6-DCTF

J—-kFHBS I1ISK-a-2

FoLF
X
W0 2009117421 N ) E
A~
( Kalypsys, Inc., USA ) 4Ny Cl K
. N _,_-;,L M., |
< modulators of GPR119 activity > b ‘“H’ [ -
0 H
,[i__,-'",_:::‘___,_-':” 1 'I NH N H',: Tr’“&:]___..ﬁ'
| P FH e -ﬂ;ﬁ
T, T Ll l'| N
£ N7 2) NaOCl F,>Fr

US 2013261310 (DOW AGROSCIENCES LLC)




2-Amino-6- (trifluoromethyl) pyridine

2-73/-6- (M)Z)ARXFIV) EVI Y
| N
=

CF;~ "N~ “NH,

M 26-ATF

J—-K&S  ISK-a-3

WO 2020012423
(Richter Gedeon Nyrt., Hung.) W Q<

< a7 nicotinic acetylcholine receptor activity \//\\/ N~
modulators>
L H
W0 2019089512 NN
- N2 N
(Eli Lilly and Company, USA) B U
< Btk inhibitors > N \(r)l/\
>N
W0 2019161224 .
N YT T
(GIRAFPHARMA LLC, USA) F N N)\\N N
< kinase, especially CDK4 or CDK®6, inhibitors for FF H o]
treating cancersr > F
/ N
WO 20190244049 N,N\//
\=N
(Novartis AG, Switz.) N N{
< the treatment of leishmaniasis, African . | NP F
trypanosomiasis and Chagas disease> F

oA Il




6- (Trifluoromethyl) pyridine-3-methanol

6- (MJZNATXFIV) EVI-3-28 /-l

NN SN0H

FiC N/

M# 3,6-HmTF

J—-K&S  ISK-a-4

F
F~.~|_~ N
WO 2018083635 2 N g .
(AUCKLAND UNISERVICES LIMITED) Egﬁ*agx*hﬂwoflmfj
<Colony stimulating factor | receptor (CSF-1R, 0-1
also known as ¢c-FMS kinase) inhibitory activity> N
|
..k
WO 2018067786 f:ﬁn ! N ~
. F«H T e N ’
(Janssen Pharmaceutica NV, Belg.) F’;[ ‘“' T =0
<GIuN2B receptor modulators> N H
:l'\ [
R W anw
O_-H __.H 3 .-'L. '!“I\ -;’.-"} |
US 20190322673 T ,'T f
. H.N "'?-."N hN -~
(Vertex Pharmaceuticals Incorporated, USA) | A
<the treatment of cellular proliferative disorders> © SJH




6- (Trifluoromethyl) pyridine-3-carboxaldehyde

6-(MIZNAQXFIN )EVI Y -3-ANEFXF T NVTER

X\ ~CHO

FsC N/

ME# 6-TF-3-CHO

J—-F&S ISK-a-5

US 20130274259

H
ML
(PLEXXIKON INC., DAIICHISANKYO COMPANY, LIMITED) N N/w;
<KINASE MODULATION AND INDICATIONS> o1~ N
W0 2016179412 = R = ff
(PLEXXIKON INC., DAIICHISANKYO COMPANY, LIMITED) Pexidartinib
<SYNTHESIS OF 1H-PYRROLO [2,3-B] PYRIDINE>
=
L-‘" .-'IJ"-'. -
W0 2018226771 M /i:j _
WF
HM—4 \
(MERCK SHARP & DOHME CORP.) o= N e
<PYRAZOLOPYRIMIDINE PDE9 INHIBITORS> _,i;:iN ; I
= Yy
WO 2019238633 ~ e
I:';;. _.-'".‘_\_\'\-\_?. ___.N-\-.lll
(F. HOFFMANN-LA ROCHE AG) F E _,]
M. i
<GABAx o5 receptor positive allosteric modulators ! 7~ l
(PAMs) > "‘ﬁ_{;F"




6- (Trifluoromethyl) nicotinic acid

= (M)7ZNAQXFIV) —OF B

N CO2H

FC” N7

BE# 6-TFNA

J—-KF&S  ISK-a-6

F._\ F
W0 2019183145 F— .
h— ¢ NH
(Plexxikon Inc., USA) N HO =\
<inhibit indoleamine-2,3-dioxygenase (IDO) "‘}_Nf *: ,ri {qu’
and tryptophan-2,3-ioxygenase (TDO) > ) S — ) Cl
]
WO 2018167629 Eﬁi"ﬂw
(Richter Gedeon Nyrt., Hung.) hN i
<GABADb receptor positive allosteric i\ ‘— N N HHL
Modulators> iy
R
. G e _COC .
A {JUHSGE:|2 r CH,CN  NHa NH2 F f‘wﬁH NH
F. .-'| eJ - F. ;E = - N:- =l
F:;[’ M I ‘»ll_* M LE3A \NH,
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2-Hydroxy-6- (trifluoromethyl) pyridine-3-carboxamide

2-eRO*-6- (NJZNVFAAXFIV) BV -3-HANEXTIR

N “NH,

F:C~ “NZ “OH

B5¥5 2,6-HTF-3-CAM

J—-F&S ISK-a-7

R
f ,/ j]
~N | ’
WO 2007041052 7 NG
L ’ .___.I --\._f: 5
3 = T
( Merck & Co,, Inc., USA ) =00 {7
< melanocortin-4 receptor modulators > AN tandil v
-"NlI.N-;‘PII‘
= Cl
WO 20191499359 *F Yo .
:;L - /-""-._r.-" e .-"-r'::.;b .
W == '\.
( GlaxoSmithKline Intellectual Property {H__,J' L ;:J/\\’“
Development Limited, UK ) o) OH
<ghrelin O-acyltransferase inhibitors> O
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2-Chloro-6- (trifluoromethyl) pyridine-3-carboxamide

2-700-6- (M)7ZNhAQXFN) BV -3-HIvEF Y IR

N

FC” N2

NH:

Cl

# 2,6-CTF-3-CAM

J—-KF&S ISK-a-8

H:N
WO 2005117883 /=0
. ) III'II"-h-_ M £ )
( Vertex Pharmaceuticals Incorporated, USA ) F =N \ N -1/,:""‘-5
< Modulators of muscarinic receptors > F7 "'._f’;_ e
]
US 20080146569 ﬂT& H
. F t_-'l"’ - ._\1 = '-;N 7 [:l
( Pfizer Inc., USA ) F | J Lo
s N e e,
< H-PGDS (hematopoietic prostaglandin D- H Lc JL o

synthase) inhibitors >
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2-Chloro-6- (trifluoromethyl) pyridine

2--700-6- (N)7ZMAQXFIN) EVS Y

N

FC~ N2 el

¥ 2,6-CTF

J—-F&S ISK-a-9

W0 2018134695 Fol

F—y .
(Pfizer Inc..USA) N N7
<MAGL inhibitors useful in treatment of MAGL- G —e “",rm,x-J
= ()
mediated diseases>
F... ,Jl N7 N
W0 2018226769 Fl A
Lk
(BlackThorn Therapeutics, Inc.,USA)
<V1a receptor antagonists for treating [ *L
neuropsychological disorders> ClI
~1 =
Y= R
WO 2019002571 F—y{ {
F.- "'.l Y
(Recordati Industria Chimica e Farmaceutica
SpA, ltaly) /
<modulators of mGIluR5 receptors> R
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2,3,4,5-Tetrachloro-6- (trifluoromethyl) pyridine

2,3,4,5-7h3700-6- (M)ZNAOXFIV) EVS

¥ 2,3,4,56-TCTF

J—K&S ISK-a-10

o
s
Gl ,,J%f_m NaS.CNMe. S A O
1 -""I\ F . .]m ".J-']"-w ___.l
Gl "N7 “I;F Cl~ "N “r.,l
|

Zhurnal Organicheskei Khimii {1993), 29(9), 1872-7.

N 5H SH
Cl .
o L _cl NaSH Cl._A, -SH Hs.

e o e J H‘\L +
—_—
I T | P .-'F
e,

Y . o Ll
Gl N Hl-fi' = N '_F“F '1‘1

JP 04049282 (Ricoh K. K., Japan )

WO 9841093 P
(ISK Americas Incorporated, USA) Cle 2~ ,~4(3'*~ﬂ~’?~1~¢f*' 0
<Preparation of diaryl ethers as herbicides cl ,.,-ﬂ-‘::;.._,_.,!“a‘ 0~ ~F “‘N"L'N‘Nl |2
and desiccants> Cl AL

14


https://scifinder.cas.org/scifinder/references/patent/basic/WO9841093?nav=eNpb85aBtYSBMbGEQcXQwsXcyNnMJMLCzM3Y1MDcJcLU1NLUxNHEzNjEwsDc1cnZyQWoNKm4iEEwK7EsUS8nMS9dzzOvJDU9tUjo0YIl3xvbLZgYGD0ZWMsSc0pTK4oYBBDq_Epzk1KL2tZMleWe8qCbiYGhooCBAWx3fnEhQx0DM5DHWMLAVFSGar5Tfn5OamLeWYWihqtzfr0Dmh8FM7-AAQCL-Tnp

Ethyl 6- (trifluoromethyl) picolinate

6- (M)ZMNAOXFIV) EQVBETFIIATN

N

OEt
FsC N/

¥ 6-TF-2-CO2Et

J—-kFBS I1SK-a-11

WO 2013102431 f ,IT .
HN™ ™7 g
(AGIOS PHARMACEUTICALS, INC.) Py \,I '
<Isocitrate dehydrogenase (IDH) -2 inhibitors> T {1 N l_,.F
::# .-"FH'\-\.N - Q‘N el mr
WO 2017024134 o T w0 [
<Methods of Preparation> Enasidenib
G‘A“‘] 0
W0 2018234342 N~ A
| \N_‘ s
(F. HOFFMANN-LA ROCHE AG) - | HN~ ‘“‘*:;fLw’ —{-oH
<Interleukin-1 Receptor Associated Kinase | o N __,.J:r;:_p F )
(IRAK4) inhibitors> I .:::;_‘
US 20190192668 v
" . g
¢ ohy AN . O A by At
(Kymera Therapeutics, Inc.) = -IT“.—{-:_;}'—‘-‘\ “]: i =0
<Preparation of peptide conjugates as HC,-:;\ -

IRAK4 protein kinase degraders>
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2-Chloro-6- (trifluoromethyl) nicotinic acid

2-700-6- (M)ZNAQXAFNV) —aF B

COOH
N

FsC N/ Cl

¥ 2,6-CTFNA

-8 I1ISK-a-12

Dy
P
WO 2019006295 %
=
( ENANTA PHARMACEUTICALS, INC) SA o
<Respiratory Syncytial Virus (RSV) Inhibitors> PN e
Ay gNH
;o Y
WO 201949660 S~ P
| P
( BOEHRINGER INGELHEIM INTERNATIONALGMBH ) N "--l'-:;:“ e b‘ﬁr'N"N
< GHRELIN O-ACYL TRANSFERASE (GOAT) OR MH:
INHIBITORS > R=alkyl, cycloalkyl
WO 2019166822 DO
F -.___v___.-' " b = "'v"-':'ﬁ"x Py —
( THE UNIVERSITY OF SUSSEX etc. ) [ : ﬁ ;I_F Y
e pf"mv, —

< MODULATES AMPA RECEPTOR FUNCTION >

16



6- (Trifluoromethyl) pyridine-2-methanol

6- (MJZNATXFIV) EVD-2-28 /-

Z OH

¥ 2,6-HmTF

J—-K&S  ISK-a-13

F

CI\©
WO 2018172852 o L
(Arbutus Biopharma Corporation, Can.) N
< treatment of hepatitis B virus infection> FF%/Q ~

F o»/l\fH ¢

O

® W
WO 202028706 YOVT (o~
(Araxes Pharma LLC, USA) //\/C\S\E\\N

< the treatment of cancer>

W0 2017178510 ((NN
=
(Laboratorios del Dr. Esteve, S.A., Spain) N N\H/@
< multimodal activity against pain> e ,\O/ o
N

N MeSO,ClI m
cry NT O BN o N O80Me
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2,6-Dichloro-3- (trifluoromethyl) pyridine

2,6->700-3- (M)7ZMhAAXFIV) EVS >

FsC N

cl” SN2 ol

¥ 2,6,3-DCTF

2—K&S I1SK-b-1

F. F
US 20080275057 o\
( Canbas Co., Ltd., Japan ) N';"'-.N ,'%L.w,»-ao,emv,ﬁi;
=N
< Preparation of pyridinylaminopyrrolinediones Yy '\
i o
for treatment of cell proliferation disorders> 0
CBS-9106, SL-801
O'Z>~HH_~.
WO 2018229543 N
= N0
(LifeSci Pharmaceuticals, Inc., Barbados) | P o "'TN H
< complement factor D inhibitors > - }._H)""‘{
LT
o N F
F [ p!] «f: l
US 20180111933 > l NoF
( Janssen Pharmaceutica NV, Belg.) J: f[
< AMPA receptor modulators > « Q?"# Gl
N—MH

18



3- (Trifluoromethyl) picolinic acid

3- (N)ZAOXAFN) Q) BE

X CF,
L

N COOH
B 3-TFPA

J—K&S ISK-b-2

W02019147782

(Bristol-Myers Squibb Company, USA)
< inhibitors of Cbl-b >

W0 2018071526

(Research Triangle Institute, USA)
< apelin receptor (APJ) agonists >

WO 2018071454

(Array BioPharma Inc. USA)
< RET kinase inhibitors >

19



2-Amino-5- (trifluoromethyl) pyridine

2-73/-5- (M)Z)AQXFIV) EVI Y

FsC N

N/ NH>

¥ 2,5-ATF
J-KBS 1SK-b-3

e [
WO 2018227065 S r,
T H
(Bristol-Myers Squibb Company, USA) NH; .,‘\:-,IN,LH]_‘N R '*:r;-L
<Piperidinone formyl peptide 2 receptor and L~ 0O N_= |F
formyl peptide 1 receptor agonists> j
O

WO 2019102494

. . - , N )T N I t]
(Jubilant Biosys Limited, India) Foy ' =N OH me L
<PRMTS5 inhibitors> P
oMy /]
DS
W0 2019166824 Fe =N ]
|-\7{ .--R‘.:. ..-N .-"'T-::-N
(Karus Therapeutics Limited, UK) f | A| I ,,J
<histone deacetylase inhibitors> T e
|
_:_-;:::"-...L._‘__.__._-.I"'J\
WO 2019178129 G W N
e e . —_I.II L N‘—_\\
: , , FE No W N~
(Shire Human Genetic Therapies,Inc., USA) i N P
<inhibitors of plasma kallikrein> O '}:l

20



2-Amino-3- (trifluoromethyl) pyridine

2-73/-3- (M)ZAQXFIV) EVI Y

\ c F3

F
N NH:

M#H 2,3-ATF

J—K&S ISK-b-4

W0 2018020474

(Lupin Limited, India) Ny N N
et Ll LIy L
<Mucosa Associated Lymphoid tissue ‘-5. N O R L
lymphoma transiocation protein-1 (MALT1) Il_—_-N-'H
inhibitors>
W0 2018197714 r
Fu o/ 1
(Sentinel Oncology Limited, UK) F'po\ ‘["KTJL-H- N H-C
— - . |
<selective Polo-Like Kinase 1 (PLK1 cl—/ Y N T
=/ %1
inhibitors> -
W0 2019099307 \ .
ST -
4N T
(Hepagene Therapeutics, Inc.) NxN,;LH N N A
<Inhibitors OF Apoptosis signal regulating ﬂ j \g . J

kinase 1 (ASK1) >
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2-Chloromethyl-5- (trifluoromethyl) pyridine

2-700X4FIV-5- (M)7ZNAQAFIV) EVS

FsC N

F |
N C

E# 2,5-CmTF
J—K&S ISK-b-5

F
WO 2018141984 SL .
§ l | \\.1. ""'Il N ':;::
(Janssen Pharmaceutica NV, Belg.) ~NF N N i HL"N )
<0-GlcNAc hydrolase (OGA) inhibitors> S H
W0 2016171181 -
(SUIMITOMO - I = ~ TN .-Nﬁ_{}[\l hl]
DAINIPPON PHARMA CO., LTD.) N A=
<selective dopamine D4 receptor agonists>
- F i
wo 201 21 77635 [ --'.':""-..__|'__,--".:;.;;:__ - '3“::3_-]\
N NN N
(Viamet Pharmaceuticals, Inc., USA) N™ ™~ \[| ' I F,N:N
<metalloenzyme inhibitor compounds > H'“*?I;LKT i Nk-_-.rx'l
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2-Mercapto-3- (trifluoromethyl) pyridine

2-AWHTR-3- (MIZNVAQXFIV) EVS Y

\ CF3

NZ “SH

E# 2,.3-MTF
J-KES ISK-b-6

4 ="
0. NH L
f/'_:-i
WO 2014029722 [ on™)
O
(F. Hoffmann-La Roche AG, Switz.) 7 N ﬂ F
<cathepsin inhibitors> = N
A
F
" ;:ﬁ'x
. (s
.’/ = E] o _
W0 20151095276 | AL e (S|
Fey” 1 HN |\
(Merck Sharp & Dohme Corp., USA) Frp  S- 45'*=N| |
<HIV protease inhibitors> >“D © /»Q
! /-._ Y
HN— 7 P
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3-Chloro-5- (trifluoromethyl) pyridine

3-200-5- (M)7ZhAQXFN) EVS Y

Z
N
¥ 3,5-CTF

J—F&S ISK-b-7

W, 4 A
W0 2018169880 N N X0, i
-:: _,‘:, — e y _:: 7l ._“
(Abide Therapeutics, Inc., USA) e a;‘:;—x—{Ff
<Dual MAGL and FAAH inhibitors> n
0
NS
W0 2019106146 ;6
0 %
(Step Pharma S.A.S., Fr.) Py N*:[‘“‘ P
| o . o
< Cytidine triphosphate synthase 1 (CTRS1) Pl JL ’J H
inhibitors> 1]
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2,5,6-Trichloro-3- (trifluoromethyl) pyridine

2,5,6-M)7On-3- (MZNAQXFIV) EVD

F3GC Cl

N

Cl N/ Cl

BE#H 2,56,3-TCTF

J—KF&S ISK-b-8

OMe
Meo. L
W0 2005041663 Q
0. S
ol - r
(Ishihara Sangyo Kaisha, Ltd., Japan) - T ! OMe
I Wl e
<Preparation of benzoylpyridine derivatives as : >l JJ |
synergistic fungicides for controlling plant disease> ] P
ClI~ "N ~Cl
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2-Chloro-3- (trifluoromethyl) pyridine

2-200-3- (N)7ZMAQXFIN) EVS Y

\ 0F3
NZ Cl
B#% 2,3-CTF

J—-KF&S ISK-b-9

WO 2012004299

| /
(Novartis AG, Switz.) O N HNY LN —%
<Phosphatidylinositol 3-kinase (PI3K) enzyme . L } L_Nfﬁ_ . "‘lN
activity modulators> L :[ J
o a:-N.a
W0 2013/001445 Leniolisib
<Methods of Preparation>
F.F
oo L
-___.-"-\. lr___ X
WO 2019081303 | D
:.—\] JL -
( Bayer Aktiengesellschaft, Germany ) ‘-—{'jr‘ B Tu,
M= M
<treating renal and cardiovascular diseases> T
Y
.I'u_\'{\.
W0 2019113190 =/
el M
( Array Biopharma Inc., USA ) “r _.-'?'f N hfk___;b-..,

< inhibitors of TAM kinases >
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2-Hydroxy-3- (trifluoromethyl) pyridine

2-eRO*-3- (N)ZNARXFIV) BV

N

F

CFs

OH

M#H 2,3-HTF

2—-K&S I1SK-b-10

W0 2007126765

1 P
(The University of California, USA) F. —-,.'I—‘{
<androgen receptor modulators> H M'f:;\\.“‘lr"’r“]“ N Vo
vt 4 ¢ =N
II I|
W0 2011103202 0 A
Apalutamide
(Aragon Pharmaceuticals, Inc., USA)
<Methods of Preparation>
3 .
W0 2017223016 VA
y .Y,
( Bristol-Myers Squibb Company, USA; S~ N ./
Syngene International Limited ) e d
. O=""" ~ L
< LPA antagonists> | L°F
OH F
i __.-"H.,_h__.-':“%
F.. H o | L
W0 2019200120 ']| ’H“rr“‘r'“‘*’; 0
P U —
(Lycera Corporation, USA) T C S
<Inhibiting Hematopoietic Progenitor Kinase 1 [ ] N
-\."J.-'

(HPK1) activity>
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Ethyl 3- (trifluoromethyl) picolinate

3- (M)ZMAQXFI) EQVBETFINIATN

N CFs

Ay O
0

¥ 3-TF-2-CO2Et

J—K&S ISK-b-11

W0 2019147782 e

(Bristol-Myers Squibb Company, USA) r;.N N «{r

y

<receptor interacting protein kinase 1 N A=/
(RIPK1) inhibitors> ,\EH_‘

0|
. 0 F..HI,A\N y
N
H NS

W0 2016161960

(BeiGene, Ltd.)
<indoleamine and tryptophane 2,3-dioxygenases
inhibitors for treatment and prophylaxis of diseases>

|
o LF j,,F
r'"“a P mCPEA "“‘*‘:1” FOTMSCN J”‘m\[ ~F
2 —_— = - - o
N7 TCOOE M NG N COOE
0
F
f - F
Jr.i:: FOCl, -~ #_lsz

—_—

AcsO -
oo™ T -/
HOOOH - “N® cooEt |oMene _.z':fd "COOER

0 M

=

HM ._,
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5- (Trifluoromethyl) pyridine-2-methanol

5- (MJZNATXAFIV) EVI Y -2-252 /=)

FsC A

OH
N/

¥ 2,5-HmTF

J—K&S ISK-b-12

F
WO 2018181456 P o N
(Kaken Pharmaceutical Co., Ltd AN (O e
Meiji Seika Pharma Co., Ltd., Japan) =/ (J/?‘“-CIH
<ROR v t inhibitors > Cl
F;g'l: - ____..-:3.; M[‘S{}z(” F3C 'mﬂ"‘.:bﬁ;:_
““‘N*"’; _OH — P 0S0:Me
l "‘--L: - D
EZ N .
W0 2015115507 L o L
(Ajinomoto CO., INC.) b, © Q,N--f
<TRPA1 antagonists for treating pain, digestive _}J-—ﬁ” 0
diseases, and inflammatory diseases> ;""i\‘,f---""'
N
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Ethyl 5- (trifluoromethyl) picolinate

5- (M)ZMAQXFIV) EQVBETFIIATN

Fac \
AN
o)

¥ 5-TF-2-CO2Et

2—K&S I1SK-b-13

f 0 =i
W0 2019003141 Pl o ’JL_LOJ_J,_E |
(GlaxoSmithKline Intellectual Property | l H o
Development Limited, UK) ) JT I
<modulators of indoleamine 2,3- [ﬁ’ ‘|“‘
dioxygenase> S
RF
__/F
W0 2019204180 LY
N_~ N
(Merck Sharp & Dohme Corp., USA) o fr ““U
<indoleamine 2,3-dioxygenase inhibitors> F/ 3 M )' i
I':_\-_\_\__:_/L"N
H
P T
W0 2019236710 Y ) v
--.,_N-'::- ."'"]‘-"N _LN ,.-H.,_L_T DH
(Praxis Biotech LLC, USA) o LN N o
<inhibitors of integrated stress response pathway> H ﬁ:[ _
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Ethyl 3-chloro-5- (trifluoromethyl) picolinate

3-200-5- (M)7ZMhAQXAFI) EQV/BETFIVIATII

FsC

N

F
N

Cl

O

OEt

¥ 3.5-CTF-2-CO2Et

J—-K&S ISK-b-14

G\
ILIL--\//:"'/
|
WO 2018129287 S N M
|] a*,[ "'II INH l"- I
(Enanta Pharmaceuticals, Inc., USA) I \'H"*\\ N-“}_'[? "
<RSV inhibitors> N
b J:;J-..___H,f
ot fl-r
|
Fh B
W0 2019142111 Fo Cl ,-O-H?,inf

(Novartis AG, Switz.)
<Preparation of salt forms of an oxazine
derivative BACE inhibitor>

..’.;;M.:T_, - ’

N -

. M. M. %h A
) - ':'-:f o N# HNI
- N

Umibecestat
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2-Mercapto-5- (trifluoromethyl) pyridine

2-AWHTM-5- (MIZNVAQXFIV) EVS Y

FsC

N

F
N

SH

BE#H 2,5-MTF

J—K&S I1SK-b-15

WO 2019/140387 ["”“I*E'* “ N
A e LA
(Kymera Therapeutics, Inc., USA) 0 H 0 ~F
<inhibition of cereblon (CRBN) > !
B =" i
NH; g —4 \
WO 2018089786 N %:Tf{_m
I L
(Millennium Pharmaceuticals, Inc., USA) - N
<antitumor agents and Atg7 enzyme inhibitors> | ..{’h?
) O
" S0.NH-
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2-Hydroxy-5- (trifluoromethyl) pyridine

2-eRO*-5- (N7 ARXFIV) BV

FsC N

F

N OH

ME#H 2,5-HTF

J—K&S I1SK-b-16

F
F._,___|_. N
W0 2019193062 F- “ !
. N7 07 e COOH
( AbbVie S.a.r.l, Luxembourg ) AR
< Cystic Fibrosis TransmembraneConductance = 'N-}_ _Nr"‘
Regulator (CFTR) modulators > L~ o
US 20190315681
( THE TRUSTEES OF COLUMBIA i ~p NH
UNIVERSITY IN THE CITY OF ' e N W{} N »JL-W;D\F?H-
NEW YORK ) " o qh_,ﬂ&

< Preparation of small molecule
ferroptosis inducers as GPX4 inhibitors >
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2-Amino-3-chloro-5- (trifluoromethyl) pyridine

2-73/-3-/00-5- (M)ZNAQAFIV) EV

FsC

N

P
N

Cl

NH:

ME#H 2,3,5-ACTF

J—-K&S I1SK-b-17

Cl

H NO:
AN, .
EP 31257 QIR o
Fo = N ,,,l F
(Ishihara Sangyo Kaisha, Ltd., Japan) Fl 0N “*T;’_F
<Fungicide> . '
Fluazinam
Cl
WO 2018211324 T a6
Z N N
( Oppilan Pharma Ltd, UK ) f _.,[.:;;:_ H;?”HNJL\ « ¢ H
o \-,.I-" \\\T__d- _,N __.[)

<sphingosine-1 -phosphate (S1P) receptor
modulators>

US 20180111933

(Janssen Pharmaceutica NV, Belg.)
<AMPA receptor modulators>
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2,3-Dichloro-5- (trifluoromethyl) pyridine

2,3-/a0-5- (M)7ZhAAXFIV) EVS

¥ 2,3,5-DCTF

J—K&S I1SK-b-18

F
W02018235851 F cl
F | X H = IN (@)
(Raqualia Pharma Inc., Japan) NG N/\/N A N)K
< Nav1.7 and Nav1.8 blockers> H 0] H
F
W0 2019222267 F Cl
F | X
(The Scripps Research Institute, USA) N/ N s /N
< Abhd12 inhibitors useful in treatment of Q\ )J\ . |
. N N
diseases> H H
F F 0=S=0
JP202059651 F
(Kaken Pharmaceutical Co., Ltd., Japan: \ N 0
Meiii Seika Pharma Co., Ltd. ) o’ MN or
H
<pyrazole derivative as ROR v t inhibitor > N-N
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2-Chloro-5- (trifluoromethyl) pyridine

2--700-5- (M)7ZMhAQXFIN) EVS Y

M 2,5-CTF

J—-K&S I1SK-b-19

W0 2018237084

F
F
(SHY Therapeutics LLC, USA) Fj\(j Jw
N~ Do ©

<the Ras superfamily for the treatment of

cancers, inflammatory diseases, rasopathies, \©\o/©

and fibrotic disease>

F

F
WO 2019126081 F’\@
P /\ §
. . N~ N
(Bristol-Myers Squibb Company, USA) bN O Y Q o\
<TLR inhibitors> 8 o

WO 2019189555

(0]
e oY
FONTS N
(Takeda Pharmaceutical Company Limited, | O
bz "
N ” = /N—-‘
=N

Japan )
< CDK12-inhibiting effect>

W0 2019213340

N 0]

o - n [T
(Bristol-Myers Squibb Company, USA ) FX@L )N@ j@ Q
N N 2o O O .

< Mer-Axl inhibitors >
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3~ (Trifluoromethyl) pyridine

3- (M)ZNhAQXFIV) EVSI Y

CF
N S
S
N
i 3-TF

2—-K&S 1SK-b-20

F
WO 2019/034702 SN
(GlaxoSmithKline Intellectual Property [h-H-:iLhﬁ-ﬁﬁ F E
Development Limited, UK; Bioversys AG) x'—ﬂ“-an,f"m ,f’:-,:
<the treatment of mycobacterialinfections> O
F
Pl \—cooH
W0 2012/102297 Fovye ™ 7__
(Kyorin Pharmaceticals Co., Ltd., '}{1 N
Kissei Pharmaceutical Co., Ltd.) N
< E P 1 Receptor antagonism > ¢
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3= (Trifluoromethyl) pyridine-2-methanol
3- (M)ZNAQXFIV) BV -2-X%)—)

XN CF,

|/ OH
N

M# 2,3-HmTF

J—K&S ISK-b-21

WO 2019141803 PL Q

(Idorsia Pharmaceuticals Ltd., Switz.) FE N N“'Q
<C5a receptor modulators >

o)
/
F
F
FO
W0 2019137927 SN
N NYO
(ldorsia Pharmaceuticals Ltd, Switz.) _N\NI/N

<C5a receptor modulators> \O\l F

~CF3 socl, X CFs
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2-Cyano-5- (trifluoromethyl) pyridine

2-27/-5-(M)ZNARXFI)EVS

M# 5-TF-2-CN

J—K&S ISK-b-22

W0 2015060368 o F F
(TAKEDA PHARMACEUTICAL COMPANY LIMITED) YN o o
N

\
™ N
<SELECTIVE PDE2A INHIBITORS > HNﬁ N

0
CFs
CF
CF3 AN ’ |\ | — H @)
» NP NH2 N
N~ >CN - N~
COOH
F F
F
W0 2018189340 —
\ N
(ITALFARMACO S.P.A.) { /\©\\<H\OH
<SELECTIVE HDACG6 INHIBITORS > N/ Nl\\l
\N// (6]
CFav NaNa, NH,CI CFan X
| I
N~ CN DMF NN

N-N
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Diethyl 5- (trifluoromethyl) pyridine-2,3-dicarboxylate

SIFN 5= (NIZNAQXFI) EVS-2,3-FANEFSL—b

CF3._ -~ CO:Et
X

N~ >CO,Et

ME# 5-TF-2,3-Bis-CO2Et

J—K&S I1SK-b-23

W0 2009016088

L
F
AN ~
( F. Hoffmann-La Roche A.-G., Switz.) qu °

<substituted benzamide derivatives for use as CNS
agents>

CF; \(\/ECOZEt \(\/[002Et I\/ECOZEt CF3 COOH ITCOOH
- |
N CO,Et N/

N~ "CO,Et N” "CO,Et N COOH

US 5679622 Fl 2
F
( BASF) MN{*
<herbicides> o)
F F o)

F F
- ~COOH E N
» - . | 0
cI”” N

Cl N COOH
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2-Hydroxy-5-nitro-3- (trifluoromethyl) pyridine

2-eROF-5-Zpa-3- (M)7ZNAOXFIV) EVS

O,N

¥ 2,53-HNTF

J—-K&S ISK-b-24

W0 2016037578

(GlaxoSmithKline Intellectual Property %/ | N N\>_
. . /

Development Limited, UK) HN
<RET kinase inhibitors> /§o

OZNﬁCFs 02N | SN CF3 N | AN CF3 2 | N CF3
| —_— _ —_— _ —_—
N” OH N N7 >Cl

(0]

WO 2020111087

F
(Takeda Pharmaceutical Company F% NN
Limited, Japan) /N Z Sy Nf
l

<MALT1 inhibitory effect, antitumor agent>

<treatment of cancer >

US20110124628 O LL/ S NE—Q
(Abbott Laboratories, USA)

O,N._~CF3 HoN CF3 CIO,S CF, H2NOZS CF3
PR p o s of

Cl
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2-Mercapto-5-nitro-3- (trifluoromethyl) pyridine

2-AA7d-5-=pa-3- (M)ZIATQAFIV) EVS

O,N.__~_CF;
»
N~ “SH
M¥# 2,5,3-MNTF

O—K&S I1SK-b-25

NO PATENT
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2-Amino-5-nitro-3 - (trifluoromethyl) pyridine
2-7=%/-5-=pa-3- (M)Z)AQXFIV) EVS Y

0N~ CF;

w

N~ “NH,

ME# 2,53-ANTF

2—-K&S I1SK-b-26

<MALT1 inhibitors>

|
0]
W0 2018020474 F HoH N
(Lupin Limited, India) F%/ \([)]/ |\/ \>_
HN” °N NT S
/go

02N N CF3 O2N AN CF3 H2N BN CF3
L — L
NH, N~ "NH N~ NH
o} 0
. F
WO 2009023179 P
. =N N
(Genelabs Technologies, Inc., USA) p
<antiviral agents> H,N XN 0]
Cl
o CF; NCS CF3
O,N CF _ —
T Ao T O
e
N” "NH, o) O,N" N 0 o,N" N o)
CF4 CF3 Cl
J
HN T Nﬁo HNTS Nﬁo
Cl Cl
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2,6-Dichloro-4- (trifluoromethyl) pyridine

2,6->700-4- (M)7MhAAXFIV) EVS
CFs
N

ol” N2 ol

¥ 2,6,4-DCTF

J—-KFBS I1SK-c-1

F
F oy F"'{
WO 2018083103 Fo\ (-::N
( Janssen Pharmaceutica NV, Belg.) / =\ ~— j*N_ﬁbfﬂ
< PDE2 inhibitors > TNy NE
inhibi AN A
F.F
W0 2018136887 H L ra
Og-N7—
( TESARO, Inc., USA ) N A N— y
— NS | 4
< inhibitors of indoleamine 2,3-dioxygenase - % }q_\}b
and/or tryptophan dioxygenase > N
F OH
3% ﬁrx
W0 2019135975 [N Hcon
W N-’ NLN e
( Stratos Genomics Inc., USA ) HO, #_l_
) =™
<nucleic acid polymerization enhancers> HO.C—{ ‘E‘;- N-py N
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2-Chloro-4- (trifluoromethyl) pyridine

2--700-4- (N)7ZMhAQXFIN) EVS Y
CF3
AN

N/ Cl

M#H 2,4-CTF

J—-KHBS I1ISK-c-2

W0 2019105915 P AL
F 1 = 1
(F. Hoffmann-La Roche AG, Switz.) | N \ﬂ#f*“'m; -
< inhibiting monoacylglycerol lipase > 0

WO 2018217805

. Pl | S
S, ! |
( Abide Therapeutics, Inc., USA ) TR N J \[ J

o Ny
< MAGL inhibitors useful in treatment of pain > o
W0 2019165290 A~ .
( Genentech, Inc., USA ) :'j::y--*""“-‘a-"' N j Cl-. r’ T % |
< novel compounds having sodium ' LHT g =
channelblocking activity that are useful for M H

the treatment of pain >
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2-Amino-4- (trifluoromethyl) pyridine
2-7=2/-4- (M)7ZNAQXFIV) EV Y
CFs

N

N/ NH.

M 2,4-ATF

J—F&S ISK-c-3

[,CJ.H

W0 2014064058 ; ’1

( Novartis AG, Switz.) 1 Nﬁ uN
< Improved process for manufacturing J ]f h P[I ?:l
phosphatidylinositol 3-kinase (PIK3) inhibitor > HoN™ N I

W0 2010052569 _ “‘T‘
FoLF
( University of Basel, Switz.) J T H
< phosphoinositide 3-kinase (PI3K) and mammalian N7 ENL# HD
target of rapamycin (mTOR) inhibitor compds> HaN™ N7 ~
PQR309
i _F_,‘F T O
W0 2009006389 Y D}a_ KS - “‘N"u““ N
Cl—t A — I . |
Cl— A " N
( Sunesis Pharmaceuticals, Inc., USA ) N H RN |- H:r.fN
< Raf kinase inhibitors > MNH;

MLN-2480, TAK-580
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4- (Trifluoromethyl) pyridine

4- (M)ZNAQXFIV) EVI Y

CFs
N

F
N

i 4-TF
J—K&S ISK-c-4

.
WO 2019081353 G PN
, T Ef T i 070
(Bayer Aktiengesellschaft, Germany) :;:,N---;{
< o 2B-adrenoreceptor antagonists> {{E—__T"’f
\N -0
W0 2016/081290 N i
MERCK SHARP & DOHME CORP. LR LT o
<AMINOPYRAZTNE COMPOUNDS WITH adenosine-2 T HNTON H“rhf P,
receptor ANTAGONIST PROPERTIES>
rFF FhF F FhF
[,i.::. m-CPBA “ HJ TMSCN Hl PdiC ﬂ-ﬁ::l
W7 > EN; ‘NZCN H- oy F e MHz
O
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4- (Trifluoromethyl) nicotinic acid

4- (M)7NAQAFIV) —aF B

CFs O
N OH
N/
¥ 4-TFNA

J—F&S ISK-c-5

EP 580374 T8

(Ishihara Sangyo Kaisha, Ltd., Japan)

<Preparation of nicotinamides as pesticides >

EP 30700084 i gl o TV g
( Rottapharm Biotech S.r.l.) [|]L‘H S HTN“‘:*#N E” Y]
<new selective FYN kinase inhibitors> N7 " NH
F_F
WO 2018/231745 A
(TREVENA, INC. USA) r y __;..-"’_{‘}4 A AN

<MODULATING S1P1 ACTIVITY>
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2,3,5,6-Tetrachloro-4- (trifluoromethyl) pyridine

2,3,5,6-Fh7700-4- (N)Z)AQXAFIV) EVS

CFs
oA
ol N7 ol

¥ 2,3,56,4-TCTF

O—KF&S ISK-c-6

| HF,| |EF| |
P
CI““H P __I:| NHHE(:NH‘]{:‘: __S - .___.a-:::: !5\
[l o= ] J »=o0
Cl-" N7 STeNT TS

Khimiya Geterotsiklicheskikh Soedinenii (1994), (9), 1278-84.
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Ethyl 4- (trifluoromethyl) picolinate

4- (M)ZNAQXFIV) EQVBETFIIATN

CFs

|
N/ oFt

¥ 4-TF-2-CO2Et

J—-KF&S ISK-c-7

- .-.."\-.r‘.j
W0 2019089412 S J
F““a o F L
(Merck Sharp & Dohme Corp., USA) IF |1 H L T ]
< indoleamine 2,3-dioxygenase inhibitors > = i “T" N
0
f l‘.c-. ‘:;"I'I'
US 20190127358 - A\
<_I‘l"' — \3_01 A -\:I
(SyngenelnternationalLimited, India: NS — i
Bristol-Myers Squibb Company) " bH S|
= N —Cl
<farnesoid X receptor modulators> , J}
-
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2-Amino-6-chloro-4- (trifluoromethyl) pyridine

2-73/-6-/00-4- (M)ZNAOXAFIN) EVS Y

¥ 2,6,4-ACTF

J—F&S ISK-c-8

W0 2014163162

(Takeda Pharmaceutical Company
Limited, Japan)

< inhibitors of cholesterol 24-hydroxylase >

US20130225567

(Boehringer Ingelheim International
GmbH, Germany )
< 5-alkynylpyridines as SMAC mimetics>

W02010034798
(Boehringer Ingelheim International
GmbH, Germany ) Cl
< anti-inflammatory agents> H—? N\
—N
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2,5-Dichloro—-4- (trifluoromethyl) pyridine

2,5-7a0-4- (M)7MhAAXFIV) EVS

CFs

Cl

¥ 2,54-DCTF

J—F&S ISK-c-9

O 0 _.-’\_\
L e, __.-J‘L.. .:5'-‘-"{_
US 20160340309 : T Wb
[ g
(Genentech, Inc., USA; Xenon Pharmaceuticals Inc.) =l A~ f,r-[d_v,
<sodium channel inhibitors> - _,.l.‘._v N
o g |
WO 2013102826 e L N
=N i Y H
L WP
(Pfizer Limited, UK) FJ_ T
<Nav 1.7 inhibitors> o
WO 2015/089327 - .-
F-y =
(BIOGEN IDEC MA INC,, / f Vo
Cle— =\ =
SUNESISPHARMACEUTICALS, INC.) }--{N"/
M I
<inhibitors of Bruton's tyrosinekinase> 0
F F F
F F F F.\-l,F
BINAP Pdidepficl, Cle

o L|CIH
[ 1 ,_;‘ EtOH “"_‘latn.- \[l

THFMeOHH, O I ]
"NTTCOOMe
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2,6-Diamino-4- (trifluoromethyl) pyridine
2,6-73/-4- (M)ZNAQXAFIV) EVS Y
CF3

N

4
H:N N NH:

¥ 2,6,4-DATF

J—K&S ISK-c-10

WO 2009/068468 N iOH o
F e 1:;‘31?"‘*. LA 5'; g
(F. Hoffmann-La Roche AG, Switz.) I H I:ﬂ]/ o T - N
<fructose-1,6-bisphosphatase inhibitors for N . Lh"i —0
use in treating diseases such as diabetes> '
.___...-_:::::__'___.N\
US 5332744 (1994) o S
(Merck and Co., Inc., USA) P;J'*NN r:;«,j’;
<angiotensin Il antagonists.> N %
S
e
I'Illll_'\___?’)
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2-Chloro-6-hydrazino-4- (trifluoromethyl) pyridine

2-/00-6-ERZ2/-4- (N)7Z)AQAFN) EVD

BE# 2,6,4-CHITF

J—-kFES I1SK-c-11

HO =N F
WO 2017059191 QN F
(e} = | F
(Quartet Medicine, Inc., USA) HN
< sepiapterin reductase inhibitors > 0O

US20050080087

(Bristol-Myers Squibb Company, USA )
< cannabinoid receptor modulators >
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2-Chloro-4,5-bis (trifluoromethyl) pyridine

2--00-4,5-ER (M)7AQXFIV) EVS

CFs
FsC S

Z o

M#H 2,4,5-CBiTF

O—K&S ISK-d-2

F
|

WO 2019043635

(Richter Gedeon Nyrt., Hung.)

e

< D-amino acid oxidase inhibitors (triazolopyridinone compounds )> [

N

I
F
F.. ,.I'::::
f

0O
f

L

| NH
e

CF, CF4
F.C -LH hydrazing hydrate F;': . ,l:ﬁ M M -carbonyldimidazole
3 .\[# .HH\L ¥ L | 1 - largel
N7l "N TNHNH,
CF 3 F a l:\ _.-'I:: F 3
FaCo NiCl,/PPhs = =
[l’ ' =  FC—, 4 CF
N et 0 Zn e M —

Tetrahedron Letters (2015), 57(21), 2231-2232.

245CEBTF ~ | 3 -

Heterocycles (1990, 31(7), 1217-20.

LIV
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2-Chloro-3,6-bis (trifluoromethyl) pyridine

2-700 3,6-ER (M)ZIARQXAFIV) BV
CF
N 3

FsC N/ Cl

¥ 2,3,6-CBiTF
O—R&S ISK-d-3

Fo
W0 2018078360 p =
= o R N
- 1] r k i
(E-Therapeutics PLC, UK) & PN O8N N T
Y N T n_MNH
<cancer, fibrosis and chronic F—/ 0
graft-vs.-host disease (cGVHD) > S
Ff ‘t;ﬂ\:}
. . ! f;’_N.
(Vernalis (R&D) Limited, UK) N = =0
) I
<PDK inhibitors and for inhibition of cancer F—, S
o FF { )—OH
cell proliferation> )
HO
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2,6-Dichloro-3,5-bis (trifluoromethyl) pyridine

2,6-/00-3,5-EX (M)7ZMhAAQXFIV) EVS

FsC_ N CFs

oI NN ol

E#H 2,6,3,5-DCBIiTF

J—K&S ISK-d-4

F F i i
f I
P~ LF P Pl
F H_.:-_'.-‘”-T""I.-' ‘*-F ||.-'_"~.‘\.\_*-_-_.|\ d) F B H"" F . F - mr_..- |
A + e = o e e T, = e sy -_I‘ p
1 ST e TR SN TN Yy H] H*‘ ST N
Mo LN

a} High pressure or atmospheric pressure

Chemistry Express (1992 7(6).473-5.

LF

“F
-

4

i

T

M. =
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3,5-Bis (trifluoromethyl) pyridine

3,5-ER (M)ZNAQXFIV) EVS Y

FaC_-CFs

F
N

ME# 3,5-BiTF

J—F&S ISK-d-5

WO 2018108704 F NS N0
Fs PNy P
F - .-__..---.._ . __.J-H__N-:_" __N p "\_\*—:._;.___ H;.:_'.' . -
(Boehringer Ingelheim International GmbH, . | H
Germany) ,
<BCL6 inhibitors> Fro
| T
W0 2008098859 AN
O\-\.\_ _,\1 s -~
(F. Hoffmann-La Roche A.-G., Switz.) Cuj' \ i
<HCV polymerase inhibitors> Ny “"’“*l
o 0 L=k
el Br
. . FaCo o~ uCF- FaC o~ CF1
I "'I:.l,_\_L e, L e} “2 = " = 3 =
j E J 1 PLO T; C T‘Nr | TN]
M [ or P N H
F 3'[:.\ .-":_,.q .___l::l ‘] n-BuLi FEC.H __.--".\_'\-\Q:L ___C-Fa
T ] 0 - [lm —
TNT 2 N~ "COOH

Tetrahedron (1994), 50{42), 12259-66
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2-Chloro-4,6-bis (trifluoromethyl) pyridine

2-/00-4,6-ER (M)7Z)AQXFN) EVS
CFs
AN

FsC N/ Cl

M# 2,4,6-CBiTF

J—F&S ISK-d-6

I
TNTOTCI

F.C” "N

lournal of the American Chemical Society {1396), 118{17), 400517,

cr: + o
'-f:: ’ L | lfli_d-o-"’ﬂ"'-\""'hlll @\<
\, -___; L) 1 e, Ll
S’ ! ¥

Heterocycles (19903, 31(7), 1217-20.

-".-"

FiC~

CF4 CF3
§ RSO.NH. Py
—h. N
J\ o T ‘::" .
F.07 N7 G F:C7 "N™ "WNHSO:R
H=Fh, alkyl elc

Chemical & Pharmaceutical Bulletin (2011}, 59(6), 7T83-786.
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3,5-Dichloro-2,6-bis (trifluoromethyl) pyridine

3,5-/00-2,6-EA (MZNAQXFI) EVI

Cl N Cl

F
FaC N CF;

¥ 3.5,2,6-DCBiTF

J—F&S ISK-d-7

[he tille compd, (K = R, = Cl) was aminated al 8 kbar and 100°C with a

H_ e R
variety of secondary aminas to give 3 5-diamino-2 6- ]I “T I
bis(triflucromethyljpyridines (R = B, = pyrroliding, perhydroazepino, Fo - o F
piperidina, morphaoling, 4-methylpiperazino thiomorphaoling; R = morpholing, F"’:f IF'F
R1 = thiomorpholino) in excellent yields

Chemistry Express (1988), 3(12), 7359-42.
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2,6-Bis (trifluoromethyl) pyridine

2,6-ER (M)ZNAQXFIV) EVS Y

N

b
FsC N CF3

¥ 2,6-BiTF
J-KBS 1SK-d-8

e LDA
L
F4C” "N CFy  BIO-isoPris

E

»l

HO. OH
F.C” NT CF,

Mew Jowrnal af Chermistry (2017, 4108, 30283035

- Bis pinacalatodiborane
i
0l P
FaC” N7 CCFy [IrCHCOD: ,ﬂh p

F1GC™ "N® ~CF;

Synthesis (2017} 4208), 13271334

g '.\ ._,'
- W, —,
il - LDA ¥ ‘
-~y =
(1« L 2 v Xy - DO
E . e ’ 0 4 I, L o
F.C7"N™ "CF, N Ry 8(C-isaPr)s P N e !
{ } —
__I' bl

Optical and Electronic Devices (2018), 7{26)
7953-7958
{Nanjing University) |

Journal of Materials Chemistry C: Materials for Fac N <
£+
\'ﬁf |. H

61



2-Amino-4,6-bis (trifluoromethyl) pyridine

2-73/-4,6-ERX (M)7ZNMAQXAFIV) EVS
CF;
N

F
FsC N NH;

M 2,4,6-ABITF

J—-F&S ISK-d-9

F
Fo f
WO 2018108704 PR
(Ishihara Sangyo Kaisha, Ltd., Japan) Fo [ N7 SN Vs
<Preparation of pyridyl-methanamine derivatives as j [ k I_ \)
pest control agents> N2 M
_F
WO 2003084927 "
(Ishihara Sangyo Kaisha, Ltd., Japan) | 0
<Haloalkene amides, process for production : ,1 NT N f"‘"\___ JON_f
| - 5
thereof, and pest controllers containing the same > f F
[ | [
W0 9533719
(Zeneca Ltd., UK) [""{::“] 0 H
<Preparation of substituted pyrrolidones, : P NT ) \ ..A\/D H”(N i
thiazolidones, or oxazolidones as herbicides> F L/ 0 '
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2-Amino-3,5-bis (trifluoromethyl) pyridine

2-72/-3,5-ER (M)ZNAAXFIV) EVS Y

# 2,3,5-ABiTF
J—KF#S ISK-d-10

NO PATENT
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2-Hydroxy-4,5-bis (trifluoromethyl) pyridine

2-ERFOFS-4,5-ER (N)ZMFATXFIV) EVS Y

CF;

M#H 2,4,5-HBITF

J—-K&S ISK-d-11

US 4725607 cl

F —
(Imperial Chemical Industries PLC) F%-Q*N /
< INSECTICIDAL > F
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