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an inorganic base include, but are not limited to, the sodium, potassium, lithium, ammonium,
calcium, magnesium salts and the like. Salts derived from organic bases include, but are not
limited to salts of primary, secondary, and tertiary amines, substituted amines including naturally
occurring substituted amines, cyclic amines and basic ion exchange resins, such as
isopropylamine, trimethylamine, diethylamine, triethylamine, tripropylamine, ethanolamine,
lysine, arginine, N-ethylpiperidine, piperidine, polyimine resins and the like. Particular
pharmaceutically acceptable salts of compounds of the present invention are the hydrochloride
salts, methanesulfonic acid salts and citric acid salts.

The abbreviation uM means microMolar and is equivalent to the symbol pM.
The abbreviation uL means microliter and is equivalent to the symbol pL.
The abbreviation ug means microgram and is equivalent to the symbol pg.

Summary

The compounds of the present inventiendisclosure can contain several asymmetric centers
and can be present in the form of optically pure enantiomers, mixtures of enantiomers such as,
for example, racemates, optically pure diastereoisomers, mixtures of diastereoisomers,

diastereoisomeric racemates or mixtures of diastereoisomeric racemates.

According to the Cahn-Ingold-Prelog Convention the asymmetric carbon atom can be of

the "R" or ""S" configuration.

Also-an-embodiment-of-the-present-inventionisThe present disclosure provides a

compound as described herein and pharmaceutically acceptable salts thereof, more particularly a

compound as described herein.

In one aspect, the present disclosure relates to a compound selected from

2-(6,7-dihydro-5H-pyrrolo[1,2-climidazol-1-yI)-2-[6-[4-(1-ethyl-4-piperidyl)phenyl]-1-0x0-4-

(trifluoromethyl)isoindolin-2-yl]-N-thiazol-2-yl-acetamide;

2-(6,7-dihydro-5H-pyrrolo[1,2-climidazol-1-y)-2-[6-[2-[4-[[4-(hydroxymethyl)-1-
piperidylimethyllphenyl]ethynyl]-1-oxo0-4-(trifluoromethyl)isoindolin-2-yl]-N-thiazol-2-yl-

acetamide;

2-[4-(difluoromethyl)-6-[4-(1-ethyl-4-piperidyl)phenyl]-1-oxo-isoindolin-2-y11-2-(6,7-dihydro-

5H-pyrrolo[1,2-climidazol-1-yI)-N-thiazol-2-yl-acetamide;
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2-[4-(difluoromethyl)-6-[2-[4-[[4-(hydroxymethyl)-1-piperidyllmethyl]phenyl]ethynyl]-1-oxo-
isoindolin-2-yl]-2-(6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl)-N-thiazol-2-yl-acetamide;

2-[6-[2-[4-[T4-(hydroxymethyl)-1-piperidyllmethyl]phenyl]ethynyl]-1-ox0-4-

(trifluoromethyl)isoindolin-2-yl]-2-[rac-(6R)-6-fluoro-6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-

yl]-N-thiazol-2-yl-acetamide;

2-[4-(difluoromethyl)-6-[4-(1-ethyl-4-piperidyl)phenyl]-1-oxo-isoindolin-2-yI]-2-[rac-(6R)-6-
fluoro-6,7-dihydro-5H-pyrrolo[1,2-climidazol-1-yl]-N-thiazol-2-yl-acetamide;

2-[4-(difluoromethyl)-1-o0x0-6-[4-[rac-(3R,4R)-1-ethyl-3-fluoro-4-piperidyl]phenyl]isoindolin-2-

vI]-2-(6,7-dihydro-5H-pyrrolo[1,2-c]limidazol-1-yl)-N-thiazol-2-yl-acetamide;

2-[6-[2-[4-[(6-hydroxy-2-azaspiro[3.3]heptan-2-yl)methyl]lphenyl]ethynyl]-1-ox0-4-
(trifluoromethyl)isoindolin-2-yl]-2-[rac-(6R)-6-fluoro-6,7-dihydro-5H-pyrrolo[1,2-climidazol-1-

vI]-N-thiazol-2-yl-acetamide;

2-[4-(difluoromethyl)-6-[2-[4-[[4-(hydroxymethyl)-1-piperidyllmethyl]phenyllethynyl]-1-oxo-
isoindolin-2-ylI]-2-[rac-(6R)-6-fluoro-6,7-dihydro-5H-pyrrolo[1,2-climidazol-1-yl]-N-thiazol-2-

yl-acetamide;

2-[6-[2-[4-[(4-hydroxyazepan-1-yl)methyl]phenyllethynyl]-1-oxo0-4-(trifluoromethyl)isoindolin-
2-yl]-2-[rac-(6R)-6-fluoro-6,7-dihydro-5H-pyrrolo]1,2-c]imidazol-1-yl]-N-thiazol-2-yI-

acetamide;

or pharmaceutically acceptable salts.

In another embedimentexample a compound as described herein is selected from
2-(6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl)-2-[6-[4-(1-ethyl-4-piperidyl)phenyl]-1-o0xo-
4-(trifluoromethyl)isoindolin-2-yl]-N-thiazol-2-yl-acetamide;
2-(6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl)-2-[6-[2-[4-[[4-(hydroxymethyl)-1-
piperidylJmethyl]phenyl]ethynyl]-1-oxo-4-(trifluoromethyl)isoindolin-2-yl]-N-thiazol-2-yl-
acetamide;
2-[4-(difluoromethyl)-6-[4-(1-ethyl-4-piperidyl)phenyl]-1-oxo-isoindolin-2-yl1]-2-(6,7-
dihydro-5H-pyrrolo[1,2-climidazol-1-yl)-N-thiazol-2-yl-acetamide;
2-[4-(difluoromethyl)-6-[2-[4-[[4-(hydroxymethyl)-1-piperidyl]methyl]phenyl]ethynyl]-1-
oxo-isoindolin-2-yl]-2-(6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl)-N-thiazol-2-yI-

acetamide;
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2-[6-[2-[4-[[4-(hydroxymethyl)-1-piperidyl]methyl]phenyl]ethynyl]-1-oxo-4-
(trifluoromethyl)isoindolin-2-yl]-2-[rac-(6R)-6-fluoro-6,7-dihydro-5H-pyrrolo[1,2-
climidazol-1-yl]-N-thiazol-2-yl-acetamide;

2-[4-(difluoromethyl)-6-[4-(1-ethyl-4-piperidyl)phenyl]-1-oxo-isoindolin-2-yl]-2-[rac-(6R)-
6-fluoro-6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl]-N-thiazol-2-yl-acetamide;
2-[4-(difluoromethyl)-1-o0x0-6-[4-[rac-(3R,4R)-1-ethyl-3-fluoro-4-
piperidyl]phenyl]isoindolin-2-yl]-2-(6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl)-N-
thiazol-2-yl-acetamide;
2-[6-[2-[4-[(6-hydroxy-2-azaspiro[3.3]heptan-2-yl)methyl]phenyl]ethynyl]-1-oxo0-4-
(trifluoromethyl)isoindolin-2-yl]-2-[rac-(6R)-6-fluoro-6,7-dihydro-5H-pyrrolo[1,2-
climidazol-1-yl]-N-thiazol-2-yl-acetamide;

2-[4-(difluoromethyl)-6-[2-[4-[[4-(hydroxymethyl)-1-piperidyl]methyl]phenyl]ethynyl]-1-
oxo-isoindolin-2-yl]-2-[rac-(6R)-6-fluoro-6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl]-N-
thiazol-2-yl-acetamide;
2-[6-[2-[4-[(4-hydroxyazepan-1-yl)methyl]phenyl]ethynyl]-1-ox0-4-
(trifluoromethyl)isoindolin-2-yl]-2-[rac-(6R)-6-fluoro-6,7-dihydro-5H-pyrrolo[1,2-
climidazol-1-yl]-N-thiazol-2-yl-acetamide.

Processes for the manufacture of a compound of the present inventiendisclosure as

described herein are also an object of the inventiondisclosure.

The corresponding pharmaceutically acceptable salts with acids can be obtained by standard
methods known to the person skilled in the art, e.g. by dissolving the compound of the present
ventiondisclosure in a suitable solvent such as e.g. dioxane or tetrahydrofuran and adding an
appropriate amount of the corresponding acid. The products can usually be isolated by filtration
or by chromatography. The conversion of a compound of the present inventiendisclosure into a
pharmaceutically acceptable salt with a base can be carried out by treatment of such a compound
with such a base. One possible method to form such a salt is e.g. by addition of 1/n equivalents of
a basic salt such as e.g. M(OH),, wherein M = metal or ammonium cation and n = number of
hydroxide anions, to a solution of the compound in a suitable solvent (e.g. ethanol, ethanol-water
mixture, tetrahydrofuran-water mixture) and to remove the solvent by evaporation or

lyophilisation. Particular salts are hydrochloride, formate and trifluoroacetate.

Insofar as their preparation is not described in the examples, the compounds of the present
ventiondisclosure as well as all intermediate products can be prepared according to analogous

methods or
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according to the methods set forth herein. Starting materials are commercially available, known in

the art or can be prepared by methods known in the art or in analogy thereto.

It will be appreciated that the compounds of the present irventiondisclosure may be
derivatised at functional groups to provide derivatives which are capable of conversion back to the

parent compound in vivo.

A-certain-embediment-of-the-inventionThe present disclosure relates to the compound of
the-present-invention-as described herein, or a pharmaceutically acceptable salt thereof, for use

as therapeutically active substance._In another aspect, the present disclosure relates to a

compound as described herein for use as therapeutically active substance.

A-certain-embediment-of-the-inventionThe present disclosure relates to the compound of
the-present-invention-as described herein, or a pharmaceutically acceptable salt thereof, for the
use in the therapeutic and/or prophylactic treatment of cancer, in particular non-small-cell lung

cancer._In another aspect, the present disclosure relates to a compound as described herein for

use in the treatment or prophylaxis of cancer.

A certain embedimentexample of the inventiondisclosure relates to the compound ef-the
present-invention-as described herein, or a pharmaceutically acceptable salt thereof, for the use in

the therapeutic and/or prophylactic treatment of non-small-cell lung cancer. In another aspect,

the present disclosure relates to a compound as described herein for use in the treatment or

prophylaxis of non-small cell lung cancer.

A-certain-embediment-of-the-inventionThe present disclosure relates to the compound of
the-present-invention-as described herein, or a pharmaceutically acceptable salt thereof, for the

manufacture of a medicament for the therapeutic and/or prophylactic treatment of cancer, in

particular non-small-cell lung cancer._In another aspect, the present disclosure relates to the use

of a compound as described herein in the preparation of a medicament for the treatment or

prophylaxis of cancer. In another aspect, the present disclosure relates to the use of a compound

as described herein in the preparation of a medicament for the treatment or prophylaxis of non-

small cell lung cancer.
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A-certain-embediment-of-the-inventionThe present disclosure relates to a pharmaceutical

composition comprising the compound ef-the-present-invention-as described herein, or a
pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable auxiliary substance.

In another aspect, the present disclosure relates to a pharmaceutical composition comprising a

compound as described herein and a therapeutically inert carrier.

A-certain-embediment-of-the-inventionThe present disclosure relates to a method for the
therapeutic and/or prophylactic treatment of cancer, in particular non-small-cell lung cancer by
administering the compound ef-the-present-invention-as described herein, or a pharmaceutically

acceptable salt thereof, to a patient.

A-certain-emboediment-of-the-inventionThe present disclosure relates to the compound of
the-present-invention-as described herein, or a pharmaceutically acceptable salt thereof, for the
use as a medicament in therapeutic and/or prophylactic treatment of a patient with EGFR

activating mutations suffering from cancer, in particular non-small-cell lung cancer, comprising
determining the EGFR activating mutations status in said patient and then administering the
compound ef-the-presentinvention-as described herein, or a pharmaceutically acceptable salt
thereof, to said patient.
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A-certain-embediment-of-the-inventionThe present disclosure relates to the compound of
the-present-invention-as described herein, or a pharmaceutically acceptable salt thereof, for the
use as a medicament in therapeutic and/or prophylactic treatment of a patient with EGFR
mutations T790M/L858R, T790M/L858R/C797S, L858R and/or L858R/C797S suffering from
cancer, in particular non-small-cell lung cancer, comprising determining the EGFR activating
mutations status in said patient and then administering the compound ef the-present-invention-as
described herein, or a pharmaceutically acceptable salt thereof, to said patient.

A-certain-embediment-of-the-inventionThe present disclosure relates to the compound ef

the-present-invention-as described herein, or a pharmaceutically acceptable salt thereof, for the
use as a medicament in therapeutic and/or prophylactic treatment of a patient with EGFR

activating mutations as determined with a cobas® EGFR Mutation Test v2 suffering from
cancer, in particular non-small-cell lung cancer, comprising determining the EGFR activating
mutations status in said patient and then administering the compound ef the-present-invention-as
described herein, or a pharmaceutically acceptable salt thereof, to said patient.

Furthermore, the irventiendisclosure includes all substituents in its corresponding
deuterated form, wherever applicable, of the compounds of the present aventiondisclosure.

Furthermore, the inventiondisclosure includes all optical isomers, i.e. diastereoisomers,
diastereomeric mixtures, racemic mixtures, all their corresponding enantiomers and/or tautomers
as well as their solvates, wherever applicable, of the compounds of the present
ventiondisclosure.

The compounds of the present irventiendisclosure may contain one or more asymmetric

centers and can therefore occur as racemates, racemic mixtures, single enantiomers,
diastereomeric mixtures and individual diastereomers. Additional asymmetric centers may be
present depending upon the nature of the various substituents on the molecule. Each such
asymmetric center will independently produce two optical isomers and it is intended that all of
the possible optical isomers and diastereomers in mixtures and as pure or partially purified
compounds are included within this trventiendisclosure. The present iventiondisclosure is
meant to encompass all such isomeric forms of these compounds. The independent syntheses of
these diastereomers or their chromatographic separations may be achieved as known in the art by
appropriate modification of the methodology disclosed herein. Their absolute stereochemistry
may be determined by the x-ray crystallography of crystalline products or crystalline
intermediates which are derivatized, if necessary, with a reagent containing an asymmetric center
of known absolute configuration. If desired, racemic mixtures of the compounds may be
separated so that the individual enantiomers are isolated. The separation can be carried out by

methods well known in the art, such as the coupling of a racemic
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mixture of compounds to an enantiomerically pure compound to form a diastereomeric mixture,
followed by separation of the individual diastereomers by standard methods, such as fractional

crystallization or chromatography.

In the embodimentsexamples, where optically pure enantiomers are provided, optically
pure enantiomer means that the compound contains > 90 % of the desired isomer by weight,
particularly > 95 % of the desired isomer by weight, or more particularly > 99 % of the desired
iIsomer by weight, said weight percent based upon the total weight of the isomer(s) of the
compound. Chirally pure or chirally enriched compounds may be prepared by chirally selective
synthesis or by separation of enantiomers. The separation of enantiomers may be carried out on

the final product or alternatively on a suitable intermediate.

Also an-embediment-ofthe-presentinvention-arethe present disclosure relates to
compounds efthe-presentinrvention-as described herein, when manufactured according to any

one of the described processes.

Assay procedures

HTRF Phospho EGFR TMLRCS assay (cellular)
Cell line and media

BaF3-TMLRCS cell line were obtained from Crownbio (San Diego, CA, USA). Cells were
maintained at 37°C, 5% CO2 in RPMI ATCC (Gibco 31870) + 2mM Glutamine + 0.5ug/ml

Puromycin supplemented with 10% fetal bovine serum (FBS) (Gibco).
Protocol

Cells are transferred as above to Greiner Bio-One, Nr. 784-08 micro-titerplate at 20000
cells/well in 12.5 pul of growth medium/well after the plates had been pre-filled with 12.5 nl of
DMSO solutions of the to be tested compounds (in dose response) or DMSO only. After
spinning the plates at 300 x g for 30 seconds the cells were incubated for 4 hours at 37C, 5%
CO2, 95% humidity. The cells were lysed by adding to the compound mix 4 ul/well of the
supplemented lysis buffer (Cis-bio, Phospho-EGFR HTRF kit, 64EG1PEH), followed by
incubation for 30 min at room temperature with shaking (400 rpm). The plates were then frozen
and stored overnight at -80C. On the next day and after thawing the plates, 4 pl of a mixture of
anti-Phospho-EGFR Cryptate and of anti-Phospho-EGFR-d2 antibody solutions prepared in the
supplied detection buffer was added to each well. The lidded plates were then incubated for 4 h
at room temperature before reading the fluorescence emission at 616 and 665 nm using an
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Claims
1. A compound selected from

2-(6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl)-2-[6-[4-(1-ethyl-4-piperidyl)phenyl]-1-o0xo0-
4-(trifluoromethyl)isoindolin-2-yl]-N-thiazol-2-yl-acetamide;
2-(6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl)-2-[6-[2-[4-[[4-(hydroxymethyl)-1-
piperidyl]methyl]phenyl]ethynyl]-1-oxo-4-(trifluoromethyl)isoindolin-2-yl]-N-thiazol-2-yl-
acetamide;

2-[4-(difluoromethyl)-6-[4-(1-ethyl-4-piperidyl)phenyl]-1-oxo-isoindolin-2-yl]-2-(6,7-
dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl)-N-thiazol-2-yl-acetamide;
2-[4-(difluoromethyl)-6-[2-[4-[[4-(hydroxymethyl)-1-piperidyl]methyl]phenyl]ethynyl]-1-
oxo-isoindolin-2-yl]-2-(6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl)-N-thiazol-2-yl-
acetamide;

2-[6-[2-[4-[[4-(hydroxymethyl)-1-piperidyl]methyl]phenyl]ethynyl]-1-ox0-4-
(trifluoromethyl)isoindolin-2-yl]-2-[rac-(6R)-6-fluoro-6,7-dihydro-5H-pyrrolo[1,2-
climidazol-1-yl]-N-thiazol-2-yl-acetamide;

2-[4-(difluoromethyl)-6-[4-(1-ethyl-4-piperidyl)phenyl]-1-oxo-isoindolin-2-yl]-2-[rac-(6R)-
6-fluoro-6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl]-N-thiazol-2-yl-acetamide;
2-[4-(difluoromethyl)-1-o0x0-6-[4-[rac-(3R,4R)-1-ethyl-3-fluoro-4-
piperidyl]phenyl]isoindolin-2-yl]-2-(6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl)-N-
thiazol-2-yl-acetamide;
2-[6-[2-[4-[(6-hydroxy-2-azaspiro[3.3]heptan-2-yl)methyl]phenyl]ethynyl]-1-oxo-4-
(trifluoromethyl)isoindolin-2-yl]-2-[rac-(6R)-6-fluoro-6,7-dihydro-5H-pyrrolo[1,2-
climidazol-1-yl]-N-thiazol-2-yl-acetamide;

2-[4-(difluoromethyl)-6-[2-[4-[[4-(hydroxymethyl)-1-piperidyl]methyl]phenyl]ethynyl]-1-
oxo-isoindolin-2-yl]-2-[rac-(6R)-6-fluoro-6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl]-N-
thiazol-2-yl-acetamide;
2-[6-[2-[4-[(4-hydroxyazepan-1-yl)methyl]phenyl]ethynyl]-1-ox0-4-
(trifluoromethyl)isoindolin-2-yl]-2-[rac-(6R)-6-fluoro-6,7-dihydro-5H-pyrrolo[1,2-

c]imidazol-1-yl]-N-thiazol-2-yl-acetamide;
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or pharmaceutically acceptable salts.

. A .compound according to claim 1 selected from

2-(6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl)-2-[6-[4-(1-ethyl-4-piperidyl)phenyl]-1-oxo0-
4-(trifluoromethyl)isoindolin-2-yl]-N-thiazol-2-yl-acetamide;
2-(6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl)-2-[6-[2-[4-[[4-(hydroxymethyl)-1-
piperidyl]methyl]phenyl]ethynyl]-1-oxo-4-(trifluoromethyl)isoindolin-2-yl]-N-thiazol-2-yl-
acetamide;
2-[4-(difluoromethyl)-6-[4-(1-ethyl-4-piperidyl)phenyl]-1-oxo-isoindolin-2-yl]-2-(6,7-
dihydro-5H-pyrrolo[1,2-climidazol-1-yl)-N-thiazol-2-yl-acetamide;
2-[4-(difluoromethyl)-6-[2-[4-[[4-(hydroxymethyl)-1-piperidyl]methyl]phenyl]ethynyl]-1-
oxo-isoindolin-2-yl]-2-(6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl)-N-thiazol-2-yl-
acetamide;

2-[6-[2-[4-[[4-(hydroxymethyl)-1-piperidylJmethyl]phenyl]ethynyl]-1-ox0-4-
(trifluoromethyl)isoindolin-2-yl]-2-[rac-(6R)-6-fluoro-6,7-dihydro-5H-pyrrolo[1,2-
climidazol-1-yl]-N-thiazol-2-yl-acetamide;
2-[4-(difluoromethyl)-6-[4-(1-ethyl-4-piperidyl)phenyl]-1-oxo-isoindolin-2-yl]-2-[rac-(6R)-
6-fluoro-6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl]-N-thiazol-2-yl-acetamide;
2-[4-(difluoromethyl)-1-ox0-6-[4-[rac-(3R,4R)-1-ethyl-3-fluoro-4-
piperidyl]phenyl]isoindolin-2-yl]-2-(6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl)-N-
thiazol-2-yl-acetamide;
2-[6-[2-[4-[(6-hydroxy-2-azaspiro[3.3]heptan-2-yl)methyl]phenyl]ethynyl]-1-oxo-4-
(trifluoromethyl)isoindolin-2-yl]-2-[rac-(6R)-6-fluoro-6,7-dihydro-5H-pyrrolo[1,2-
climidazol-1-yl]-N-thiazol-2-yl-acetamide;
2-[4-(difluoromethyl)-6-[2-[4-[[4-(hydroxymethyl)-1-piperidyl]methyl]phenyl]ethynyl]-1-
oxo-isoindolin-2-yl]-2-[rac-(6R)-6-fluoro-6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-1-yl]-N-
thiazol-2-yl-acetamide;
2-[6-[2-[4-[(4-hydroxyazepan-1-yl)methyl]phenyl]ethynyl]-1-ox0-4-
(trifluoromethyl)isoindolin-2-yl]-2-[rac-(6R)-6-fluoro-6,7-dihydro-5H-pyrrolo[1,2-
c]imidazol-1-yl]-N-thiazol-2-yl-acetamide.

A compound according to any one of claims 1 or 2 for use as therapeutically active
substance.
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4. A pharmaceutical composition comprising a compound according to any one of claims 1 or
2 and a therapeutically inert carrier.

5. A compound according to any one of claims 1 or 2 for use in the treatment or prophylaxis of

cancer.

6. A compound according to any one of claims 1 to 2 for use in the treatment or prophylaxis of

non-small cell lung cancer.

9.7.The use of a compound according to any one of claims 1 to 2 fer-in the preparation of a
medicament for the treatment or prophylaxis of cancer.

10.8. The use of a compound according to any one of claims 1 to 2 for-in the preparation of a

medicament for the treatment or prophylaxis of non-small cell lung cancer.






