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(57) Abstract: The present invention relates to
polymorph I, polymorph II, and polymorph III of
N-(4-((3-chloro-4-fluorophenyl)amino)-7-((7-
methyl-7-azaspiro[3.5]nonan-2-
yl)methoxy)quinazolin-6-yl)acrylamide as represen-
ted by formula (I) below and a preparation method
for the polymorphs. Polymorph I, using Cu-Ka ra-
diation, has characteristics peaks at 6.7+0.2°,
7.910.2°,  8.6+0.2°, 12.0+0.2°,  13.9+0.2°,
15.9+0.2°, 17.3+0.2°, 18.3+0.2°, 18.7+0.2°,
21.0+0.2°, and 23.0+0.2° in X-ray powder diffrac-
tion expressed in terms of angle 28. Polymorph II,
using Cu-Ka radiation, has characteristic peaks at
6.910.2°,  8.5+0.2°, 14.8+0.2°,  15.6+0.2°,
16.7+0.2°, 17.1+0.2°, 17.9+0.2°, 18.7+0.2°,
19.1+0.2°, 21.5+0.2°, 23.5+0.2°, and 25.7+0.2° in
X-ray powder diffraction expressed in terms of
angle 20. Polymorph III, using Cu-Ko radiation,
has characteristic peaks at 4.9+0.2°, 6.1+0.2°,
7.4+0.2°, 11.4+0.2°, 12.2+0.2°, 16.6+0.2°, and
18.4+0.2° in X-ray powder diffraction expressed in
terms of angle 20.

67) TE: AR KT IR @ s B N-@-
((3-F-4-FOREHEE)-7((7- F HE7- BB
[3.5] T He-2-22 ) F 41 2 ) s R - 6- 328 TR A T

EF‘{E%@I\ e AR T, DLRCEATRM % 5. e, SR T cuKo @b, DL 20 MR X-Bt 4ok
fir Gl 1£

6.7+0.2°. 7.9+0.2°. 8.6+0.2°. 12.0=0.2°. 13.9+0.2°, 159+0.2°. 17.3+0.2°, 18.3+0.2°. 18.7+0.2°\ 21.0+0.2°. 23.0+0.2°

LIRS S (1 P

oo AF H CuKo %8 9, LA

B MR E M X B A& B K fT B

6.9+0.2°, 8.5+0.2°. 14.8+0.2°\ 15.6+0.2°. 16.7+0.2°. 17.1+0.2°\ 17.9£0.2°, 18.7+0.2°\ 19.1+0.2°. 21.5+0.2°, 23.5+0.2

° . 257+02° b B KR AL K,

fm B mn ff H Cu-Ke 48 8,

Lh 20 £ R OR B X- 8 208 R AT A £

4.9£02°, 6.1£02°, 7.4£002°, 11.4+02°, 12.2402°. 16.620.2°, 18.4+02°4bEFHEKE
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vk ok AT A A 8 AR R ) BT ik

AR

AE ORI B Ak gk AT A M N-(4-((3-R-4- AR F) B )-7-(7-F £
7- R BR[3.5])F A -2- 20 ) T AR )R wkobk-6- ) 7 M B i 4 o AR B AL 4
& kAR,

HEHEA

E G B 2 8RB (Protein tyrosine kinase, PTKs)Z — & 4§ #5822 )
N ATP 1B LEE#S 25 T & O R R B RBR R 088, AL F @it
ARFTREAR., FEARKETKREGE B AR KIS LFEER,
FHRAZEEYAE T ERNES, AT EBRAK. RA, £
XEEMHT, XEXARXFRERALETLE, RHEAW, FI8@0
RIS, FEMNBAEARK, RANAAFNER——F., £KHA
F AR G B R BRI B ) ) 18 L dp ) B AR R b id AR, RF|S TR
Fo A4 AR AR 4R B0 R AT ek KGR A .

F % A K BT % K (epidermal growth factor receptor, EGFR)& —#F
J SR T ARG AR @B LN S kg a, LEERIEEH
Ao 9% 9% #-(avian erythroblastic leukemia viral, v-erb-b)2 & 2 B Bl B AK,
A EGFR/HERI1/ErbB-1 &5 HER2 (human epidermal growth factor
receptor-2)/ErbB-2/Teu/p185, HER3/ErbB-3, HER4/ErbB-4 4 4% )2 A
HER/ErbB X3, F /& T%& @ B 2B % B (PTKs). & &A% &8, EGFR
EhEERRRGIFG, o kFEskkmioE. 3UgE. AME. WL
B BTARRE . B et R S S AT IPSE F ARi A k. Pan-HER B &
BRI BRI ) A @i 5 ATP 4 M4 AR Rl b, s+
MBS RBR Y B F BEER AL, MRS RBMEEIEAL, P4 HER RKARMIE,
I 37 ) 4m f B) B EEAZ L Amak RO R T K RS AR R .

EGFR 5feih4 465, 5 HER K4 BA B R _FKIK, Ke5 ATP
4 5-%E EGFR 8 5 B4 RBUHBEE M, 200 R 9B X 649 20/ BS R B %
EE A B G B0, Pan-HER B& & 884 B4 4 %) %) 18 1L B] 0045 A T EGFR.
HER2/4, #4) HER K& F, A 3| RAFGI7H v Ja £ KG/ER .

TR X ()T agh ek T A4 N-(4-((3-8-4- B AF L) BIL)-7-((7-
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W -T- AR R[3.5] 2 0-2-20) ¥ 8L e vdak-6- 3K ) A Bk (& & A W
#H W02012027960A1 F A 2~ FF) 4 Pan-HER 7~ ¥ i B4 2 B2 35 B 49 4 7)
WK 237 4%) EGFR, i HER2/4 BA #p4|4E A, A3+ HER/ErbB K
HRBA AT EWEMER G EHMRTRS T HME I, Ly T
M8 F A, 2T erlotinib #2549 H1975 e it 2 A B E 74145 A .

(jjAo e
N K(1)

EHYRR T ML T ER, RAMSHEY LA R
A VAR B A SRR, BTSRRI, BAE A A WA H
JE RREIE. ATk A FIER SRR KA.

AHAAE

ARE A B # A LR X ()T T8 N-(4-((3-R-4- AR )&
FN-T-((7-F 3-7- R 22 82 [3.5] F 45 -2- ) W 830 )b wik obk-6- 41 ) 7 M Bk i
a0 g R B EH &7 kA R iE

AT FEREXBE, KREPARITT RS, &5, &-FHH
W& HL— %K L& X ()BT =89 N-(4-((3-F-4- B R ) BIL)-7-((7-F £-7-
RIRHR[3.5]F45-2-20) F Bk bk obk-6- 5 ) A M BB 0 Sk, EAZ M
Ty R A F T LA, AR TR T KL,

ARz, KREA\TRTERBERAFE,

(1) X(I)FT7 8 N-(4-(3-F-4- B AR ) RIL)-7-((7-F 2-7-R %
$R[3.5]Ed-2-2) F B e rdak-6- ) A MBI s A 1, L EA 4T
ShA LM 42 Cu-Ka %841, vA 20 A EAT6 X-4&H RIT4HE
6.7+0.2°.7.9+0.2°. 8.6+0.2°. 12.0+0.2°, 13.9+0.2°. 15.9+0.2°. 17.3+0.2°.
18.3+0.2°. 18.7+0.2°. 21.0£0.2°. 23.0+0.2°4k A 4% fr ¥,
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Omo N
A X(1).

(2) 4= (1) FERAE T, LEATaALH: 44 CuKa
AT, vA 20 A JE AT 0 XA & RATAE, LA 16.2+0.2°. 23.0+0.2°,
23.4+0.2°. 25.3+0.2°. 26.0+0.2°. 26.5+0.2°, 27.7+0.2°. 28.0+0.2°4 A
HEAEME AR 13.6£0.2°. 21.5+0.2°, 21.940.2°. 32.2+0.2°4L 7 4% 4,

(3) 42 (1) BrEag A 1, 2 DSC £ 75-150 CH AR KRET
M, KR TUR A 113-114 °C, ik KRB AT B E A 113.85
C.

(4) 4 (1) FrRe) A 1T, EMRAhREMH, EE5KEH 2.5 %-4
%, it 2.5 %-3.0 %.

(5) 4= (1) Frafegm® 1, HREAKESY, &H 1 45T K.

AEAZREX(T ML A 18R &%, £+, X(1)Hk
A4 T AR B B % ) F 35 WO2012027960A1 F A FF 44 7 sk A .. R( 1)
et eg e A T A F@RARSAE 1) Al i F i 7 ik 445

(6) 42 (1) -(5) PAE—REGHAE 1 696 &5 %, L4l
T, B R Mo AARBRE KA HUE 7] RAKRKES KA AR F) 5 KRB
KA A F) L AR R E R B E I A TR BIAR KB T4 HIFE) K,
Wk, Tk, PERE T,

KB LA HGRFI M T, KRB KA HUEF Mk T8 LB R
WER LB, IRABREAIERANKLETE., TEXARE, RREINMK
K. bR K R B SRR .

KBRS 25 R MU A B AR AR B 26 A AUIR 7 28 AR Y IR A 7 it — AR
%t LR LB/ RBE (10:1) .

(7) ERX(T)FT T8 N-(4-(3-F-4- AR ) BIL)-7-((7-F #-7-
AR [35])Ek-2-4)F &4 Erdok-6- L) A E Bt BB 1, L 2K
4o F e B LA 428 Cu-Ko $84F, VL 20 A E A T8 X4t &8 RAT4
A 6.9+0.2°. 8.5+0.2°. 14.8+0.2°. 15.6+0.2°. 16.7+0.2°. 17.1+0.2°.
17.940.2°. 18.7+0.2°. 19.1+0.2°. 21.5+0.2°. 23.5+0.2°. 25.7+0.2°4
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HEAEE,

(8) 4= (7) FFAMHAN, LEFLTHAELH: 4A CuKa
i dt, vA 20 B E AT XA & RATHE, 4 11.6£0.2°, 17.3+0.2°,
22.140.2°.26.1+0.2°. 28.3+0.2°4L A 4% 4E5: 1L f£ 14.0+0.2°. 16.0+0.2°.
19.740.2°. 20.6+0.2°. 22.4+0.2°. 24.5+0.2°. 28.6+0.2°. 31.7+0.2°.
34.6+0.2°4L A 43 ARV,

(9) 42 (7) FRE&g A T, # DSC £ 75-169 CHAFKIET
M KR A TIBE A 123-124 C, ik KB AGE TR E £ 123.54
c.

(10) 4= (7) Fri& ey s B I, Lk ARESY, £E4KEH 3 %4
%, ik 3.3 %R 3.4 %.

(11) 4= (7) Pra&egah B I, MR AHKEY, 28 1 4T K.

AEPAERAEX(T ML A T a4 &5k, £F, X(1)ML
A4 T AR B B % ) F 35 WO2012027960A1 F A FF 44 7 sk A .. R( 1)
o ah B I (A F @ AR sh B D) FT Al i F i 7 ik 445 .

(12) 4= (7) - (11) $AE—IMATE G HA T 094 &7 %, HL4Fie
BT, BX( )G AIKAEE KA IIEF . FHBREFEA . KA
Ag KA AR F] B AR R BE KA HUEF) 69 R E R B m N TR BIEF R
HELMFR SR, LIk, TBR, BPAME I KB IKKE R IR
FlBFFLER A EFD LA,

IKABEEAIIER L G CRRTES. FROE. LRVYEEXRNCHR A
ABS, FHEBEAIENLE TR, KRABFEAIENLE FE. &
BERFREE, RREFMLIEK. BB EFebk K S RA M EF .

KRB 2K HUR ) B KRB K AL ) 09 Ba- s ik LBR LEg/
WEE, LRAFAR/ AR, CRUE/FAEE (15:1) .

(13) @£ # X (1)FF74 N-(4-((3-R-4-AF )R L)-7-((7-F
A-T-RARER[3.5]F40-2-20) F 8L e vdkodh-6- 0 ) A BL R 69 A AL T, AL
EH 4T A EMBFIE: 48 Cu-Ka 228, VL 20 AARTH X-H4A
B RATHHAE 4.940.2°.6.1+0.2°. 7.440.2°. 11.4+0.2°. 12.240.2°. 16.6+0.2°.
18.4+0.204L A 4% fE bk,

(14) 4= (13) FrEHAEN, LEH o T HAELEMFIE: 28
Cu-Ka %4+, vL 20 AEERTH X-H & RAT4, LA 11.2+0.2°,

4
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13.4+0.2°, 14.840.2°. 19.2+0.2°. 20.4+0.2°. 20.8+0.2°. 23.2+0.2°.
23.8+0.2°. 25.7+0.2°, 27.5+0.2°4 A 4 bk iF fE 9.2+0.2°. 22.4+0.2°,
30.1+0. 2040 A 4 A bk,

(15) 4= (13) PRSI, H DSC £ 50-125C & £ Bk T
M, FORR AT IRE A 96-97°C, Rk R KB AEETIRE £ 96.79°C,

(16) 4= (13) PFi&égap I, HAKESY, HEKEH 2.5 %4
%, ik 2.5-3.5%, #H—FHik 2.5-3.0%, EFE—FMHEH 2.69%.

(17) 4= (13) P& A, LAKRESY, E45H—o2FK.

A, RERAERBER(T VMBI H &7 %, X(1)Hk
AT VAR B R F ) P35 WO2012027960A1 F AN FF 49 F ik A k. (1)
ot i e B I (VA TF ARGy B I ) o7 vAad i F ik 5 ok ) 4%

(18) 4= (13) - (17) FE—AF R HA 44| &7k, L4
AR T, FrA( D)o AAREREE £ A HURF] ALK 1 ARE £ A AU
B EF L G A EFR ER, TR, TR, FPAARAI

IKBBE R AR AL FEE., B, RBEERSFHPEE, K% EHKE
R HGEAME — R F IR 47 .

(19) 4= (13) - (17) FE—RAF A HH 44 & 7%, L4
AR T, X (] Mo AARKER LA IR TSR, SRR AR
PERF), AFE) B, I8, TR, FFRAI,

KB EAIGEF LA, T, PETRRXNTLEFTEH, 55
IR KA AR TR IR RIS IR TR,

BR300k

AREBAHEFRX (1) /LG mE 1. sA 1 F= a8 EK,
BRI AR TR BRI SRR, BB AR R RS M BT,
FIF 2.

AREAHEFRXN (1) by A 1. A TAgi s L E
A, KRN BRE A FEF, FRPEK, ZEFTELS.

RERHEFIX (1) e mAE 1. S8 O B M4 8
B, #1682, FEiE, LEREHIEARE, & TFHITK

AL T A =

P B 5E A
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B 1 REX(IMeEHahR T 698 R X4 &AT4 B #(XRPD), R4
AFRTATAT 3R E(CPS), #& A AT R R ATH A JL(20).

H22X (T MebaddhR 16 TCGA B, ILIFETHEE 5 (%),
AT AT B A AT R R E(C).

32 X(T MebddhR T8 DSC B, P47 & 7 #H 35 F(W/g),
HAARRFBE(C).

B 4 2 X (1 )Mebdah R 1T a98 R X-4F & AT4 B #(XRPD), R4
ARR TATH 5% B (CPS), A& AAFE TATA A A(20).

B 52 X(T Mebd SR T84 DSC B, P 47 & 7 #H 3h F(W/g),
HAARRFBE(C).

B 62X (1M dhR 16 TGA B, ILIFE TR EE 5 (%),
AT AT B A AT R R E(C).

B 7 2 X (1 )ebdah B a8 R X-4F & AT4E #(XRPD), R4
AR R TATH 3R E(CPS), A& ARE TATH A JE(20).

H8R-X (I MbaMmMmA 4 TGAH, WAFE TR EE 2 (%),
AEAAT A B A A AT, R (min)--iRE(C).

B 92 X(T)Madahf M4 DSC B3, Y\ 47 & 7= h B (W/g),
HAARRFBE(C).

ERFERF X

EARTIFQGHA B FRF LB, LEWHRRBEIFLEHX
MG 6, WwRETFE LS YL EM e L B FEM T,
VAR s M X S AFE R XA A,

BEAEFEF, REZHBA, TR FAEMGHF KL
AR ARBEARAAR B FTEMBOESNL., Ri, AT EIFHEHRL
B, TERETHSMAXAEBGE L FBE. A, ARTFAMRE
89 KRB 04 & X A fd 5 RAUBILARA R BTl & B M 694 L R — T,
VA i BT R A 8 KB 0 7 S IR A fE

RE B FTiEE) ARBIEEFIIER” « URBRBEEE A IR F”
“URBH AR EF IR &5 UREBEEAHIUER” Fa) KRB 2
FemTF IR TFT A 1-6 89 HURF, MR AT AEH 1-4 897 AL

A
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AE PR P A R RIER, AT K (] S E L8 N %7,
g K. R K R B R SRR .

RERFTER) R AR TALTEF LA AER . LT A
SRR, TR RS IR 38 WA R AT A B AR A 3 — AR AR
PO A 28 % 0 RN T, OB AU T B K3 — AR AR PR ) 4R R 6 TRAASIR
F, Mk K GIKEREE KA AEF . IRBIREE KA AUEA . KRR LA
AU F) KB KA AR T F AL LB 4 R 4 RAEF, DR
F-T VA TR EFIKE B k). WEE/ZK (10:1) « ZBE/K (10:1) .
CTRE/IK (10:1) « WA &/ K (10:1) « &E/K (10:1, 3:1-4:1, ) .
14-Z 853K (10:1) %; FE/OH. FEE/wackh. T/ —a7F
Yo, VEE/LBR LA, VEE/PART AR, WEE/EDk., FPEE/¥ K,
LB/ LRE. LB/wW AR, LE/ AT, LE/LHB L. LBE/T
AT AR, CEBE/EOK. CEB/YR., FRE/LHF. FRE/W AL
W, FRE/ AT, CROB/AREE. FRE/TEARTEAR. +7&
BE/ECHE. FAEB/TR., LH/TARTAR. CH/CROEE. L/
—RA VY. LH/WArkH. CHE/EDKR. THE/FTER. FRERRT AR/
LB B, FaRARTAR/ AT, FRRTEAR/WARA®S. T
THB/ECK., PEARTAR/ PR, LRLE/ZAYHE. L8 LEs/
WAk, CRRUE/ECR. CRUE/FTR, —RAFk/WaArkh. =
AVIR/EDE. —2 T/ TR, WarkH/E . WAk H/ TR,
IE TR/ T RO BRAEF IR LE S 1:1). TR TE/+FAEE(10:1,
15:1)%F; HEER TN 1-4 9HAER XKE R TAKA 1-4
89 ) AL R 40 R 8 AT .

ARAEBAFTIER) “20 A L7 248 X H KATH AT VAA 3548 X(F 3
XA 2dsinG=nh) A Ik, H ¥4 07 IR A KA AH, ZAN
HANEA, 20 RIBATHA; “d7 ZI8miRamA T AALALRA B @
BE SR, ARAHFEAT; N B X HLAKK; ‘n” HEMEE
., HARFARA n BAT4. £ XRPD B4 & B RAT4HE 2T 57 09 4% A A7
B4 20 A, 545 FE 20 AR £ E H+0.3°, Hk+0.2°, A X A7
B ARK G ARL R, A B s TR AR B R A A, 3T
BepEm T AMA MR E, BIuEH R hesmnr, BigFhig £
FRAEN, AATEALMT 20 AENFET % £5EE(£0.2).
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£ T 4a4#F# % (differential scanning calorimetry, DSC ) & —#F #&
SR, ERFEAESAET, NERAZRXFRRA YO AEEL (b
AR TE R ) BRAENKE. £ 7B EAPELEE 6w LAk DSC ¥
&, CUAMF R R AR KGR E, BPMAE dH/dt (2 ZE B/ ) AU
AR AT, VAR B T 3BT 1] t AR AR AR, ST A 2 B AP I ) F ) 71 5 A 4K,
Blhe b AR RE#. #E#H. B, RE®RE, £hikE. HEY
L MRS, R ETLE S (-175~725C) . R .
RAFEAZTD.

#F 4 H7AL ( Thermogravimetric Analysis, TGA ) £ 48 £ 42 5 4= 4|
BETMNEEMNFROREEBELTAXZ OG- RASHTER, Ak
R TG RFE T iy, RERRLEARFIERT, NEYRBYR
g%m&(QNM)%Xmﬁ%o%ﬁm%ﬁﬁmaaﬁ¢ﬁﬁ%
A BB AKRRE F L AKE, NGB R R EASKE TR,
XM EHRARLZALAMAR TR, @d oA ETWHE, KT
Jo AR M RAES VER FAEWN, FHRBELREE, TUITEXE

2 MR, detkapk, i TGA LA B TAER sh KR 89 AL,
dekifb. KA. HAE %%W%%ﬁ%%ﬁ%% L B T AR
e, AL, LR ABRETHE. SBIEE. RO EELHN. B
B AF Rvd . Ko %%ﬁ% BENNFEMROILFILEL., KT
aATIE 7%-?7/\7!7 A HAEGERRHLA(ER). AT HRXEFI Y
ZARAMREWE(TG WA, TC WX AR EHENRNLIR, A EETETR
TR VAR (RE DA A AT, B AR AR TIEE(RE ) e,

X4t &4 X474 ( X-ray Powder Diffraction, XRPD ) 2 3§ — & X 4
K RBAE| IR Lot, BT R TR, BAR T AR AR,
Xk EARTH, R TAEMTH., FTHEE MG REHERNZE
BRI E ik, EEMFTE LRF., ST HER, BT HRGH
IREEH . X SFERATHAEF) R ATH R, A5 N MR8 sk,
LM B S, ARG RATHAR ST, ST, RE5H., T aK
A, BAEN SRS NS RETE AL, AR R A A LTH 6
B2 B ok, ARILAE XRD B Lt 2 LA R 4 AT 4 5% B a9 AT
A&, s FAERAMA, BT LENRAEMRKREMT R THII K
B A, RALTARTICE AL EEEAER T, $AF K449 XRD
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B G5 4 — sk 0% A% k%,

AREBAEREX(T Mo eg i 1. s A 1 S dh B LR &) &8 57
LI SRR AR PR R AR R A b A L

AEBAPT RS I A RAL B RERAERB AR, PTidREELR
b: NG, M. SR ER mieE. BERE. BE. WEE. BEIEE.
JRARE . LR . KFE. TEHE. TEARE. £H2ME. TE.
BE. BERE. RESRaE. EEFLREE. FPRWZE4%
NFIE . BT 5 ARR R TR, AE R ARRE G IR 5 IR0 R
A

ARERAERBER(T Mo egmA 1. B I RGHAENE —F X %
Ft 2 B BARF /[ IR F G MAF], HBHF ETENE—FE, #)
S IR A A e 2SR AR T IRE) A B, T NE R AR
SR AR IR S,

VAT 38 i AR 256 7 K A M8 2 K L ARt — 3L, 23X 53k
AT ARK G FRA] . ARARBARA T ARIE R L 25, T E &
AR, MARERLAHARSAFTHE.

EB %
AT RAERLA RS M T O EIRFTE, ARTRLA

o A F R AR, 28 BEM, TEEEFTEIR
RIS AR A B8 =), d AT ARR T B A IRA) . ARARIRIE AR
AR ERRLPBGHRF T, BT RLPGE AR T REATE B 895K
REE, AREH AL GFATFTCE

FEHH 1. KA, HAEDfHY IMaHEEHER

A 1 #REMH(HaRE): 25 E60 C-HFa, 60 C-HB. 40
‘C-RH 75 %-/F 2. 40 C-RH 75 %-H 2. RH 92.5 %-/F 2. RH 75 %-
Fa. RBUV)-Fa. LB(Vis)-F o XBE&FTHKE 10K, 554
%S5 RAH 10 R, 50 RAFSETIE, MAEER., HXHH. K
42+ XRPD B4,

mfl I B A 5E60 CHafEa), §i8025 C.RHT5%)
F2(25 C. RH92.5%)/F 2. 40C-RH75%H 2 . 40°C-RH75%M 2. %
BEHTHES R, 10 RERM;, 5 0 RAFRIATILE, MEZH XM

9
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. A%, B, K. XRPD B#%, A2 KA, F o Xt A
BARmMEORE,

s % REH A OFHEO0 C)yFafepla, FHE125 C. RHT5
%F= 25 C. RH92.5%)Fa &£ F4AE S5 K. 10 REBHF; @40 C.
RH75%F 2l 0 £ T E 5 K. 10 RERMFOARIF v L4 Tk
BSR,EIIRBF LM THRE 10 RERMA; 50 AT,
MAR KWF . AR KoFfedk4F 5. A BN, Xk
do 3 AR T AL,

ks X(I)eedegmB 1. A DA, L4&5 %0
A F A,

RIS

AEAMBEF @, BRFEHEL 2010 RHEE V D HR a4 &£k,
KR & AR — 0k FE AT A

BAk &1

L% &HRORAD €5 (Agilent 1200/1260 series)

GatAE: VAFIR A AE O AR A 3 A 8 &5 A2 (HC-Cy, 4.6 X
250 mm, 5 um)

AR 30 C

HrmkK: 230 nm

AEHA: AshARLA A 0.03 mol/L AR 8, —4:/0.03 mol/L & &8
IR TR, SRR RARAR AL

#ig: 1.0 mL/min

WAFE: 10 ul

KoMEFk: BHBFELE 2010 RMEFEZV I MKYMEES
—%k B EATEEIEMNE,

RKELEX
1. A T RBETHEESELER
FtF ERIN Ko (%) A KM (%) o
0 X FEEMR 5.0 0.78 L
60CF 7 KEEHR 4.9 1.3 50K—%
5k 60°C Ff] 12 FEEMR 5.0 0.75 50K—%
40C/RHT5% A 2 KEEHR 5.4 0.76 50K—%

10
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FtF ERIN Ko (%) A KM (%) o
40°C/RH75% W 7 HEFEH R 5.1 0.74 50K—%
oA AR KEEHR 5.1 0.74 50K—%
RH-92.5% FEEMR 5.5 0.78 50K—%
RH-75% KEEHR 5.5 0.78 50K—%
60CF 7 FEEMR 4.6 1.4 50K—%
60°C Ff] 12 KEEHR 4.8 0.78 50K—%
0 40C/RHT5% A2 HKEFEHR 5.2 0.79 50K—%
40°C/RH75% W 7 HEFEH R 4.9 0.73 50K—%
RH-92.5% FEEMR 5.8 0.79 50K—%
RH-75% KEEHR 5.7 0.70 50K—%
HIN PR FEEMR 5.2 0.89 50Xx—%

Wy A 1 238 T ) B,

B 60 C-FFua. #4548

Kot dE 18 nB 4 10 RikE4
R R 7 5% RH-75 %.RH-92.5 % &M F K59 513K 0.7 %.0.8 %,

E IR Y PR S SRS )

ARER T, s ERF RIS, FRilARE.

k2. AN BT ER

&k AR Ko (%) A R (%) an A

0 X KEEHR 3.5 0.37 an A 11
60CF 7 FEEMR 3.6 0.35 50X—%
60°C Ff] 12 KEEHR 3.6 0.33 50X—%
40°C-RH75%F 2 E&FZEHmR 3.7 0.38 50X—%
5Kk  40C-RH75%H v  R(&HEHER 3.6 0.34 50X—%
H R FEEMR 3.7 0.35 50ARA—%
RH-92.5% KEEHR 3.7 0.36 50X—%
RH-75% FEEMR 3.6 0.35 50ARA—%
60CF 7 KEEHR 3.7 0.43 50X—%
60°C Ff] 12 FEEMR 3.7 0.36 50X—%
40°C-RH75%F 2 E&FZEH R 3.8 0.33 50X—%
10 X 40°C-RH75%Ml v HKE&EHE 3.6 0.33 50X—%
H R KEEHR 3.7 0.35 50ARA—%
RH-92.5% FEEMR 3.7 0.34 50X—%
RH-75% KEEHR 3.7 0.36 50ARA—%
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WA 2 HIETHE, X(I Mo aB I aEE 10 A4
REFLRAARE/; XRPD B#4EN R 7, M KL A T, Hib
I B ARER B, R AL

A 3. GAMAEMEEER

E N AR Ko (%) EHXMR (%)
0 X H G R 3.5 0.66
60CJ o H G R 3.5 0.94
60C M o H G R 3.6 0.60
40°C/RH75%7 & H G R 3.9 0.63
5 AR 40°C/RH75%H] &2 H G R 3.6 0.57
TR H G R 3.7 0.68
RH-92.5% KGR 4.0 0.58
RH-75% H G R 4.0 0.62
60CJ o H G R 3.4 1.1
60C M o H G R 3.5 0.64
40°C/RH75%7 & H G R 3.9 0.62
1A 40°C/RH75%H] & H G R 3.6 0.59
RH-92.5% H G R 43 0.60
RH-75% H G R 3.8 0.56
IR EEEHR 3.8 0.70

WA 3OEETI, X(I Ve RRENAEAS SR, HE. LB
FMREHFT, SRS KEILFATIL, BB RE; SHEI

ﬁmm 60CH I EMHTHE S R.I0 RE, &H XMR 2513 K 0.28%
Fo 0.44%, TALE, BAE 60CH v fa i X &M T, EH XMR
JUFREA, FFaudl M R AT,

ZEH 2. BRI, HAD. SEMRAEALZHALSHE SD X &
AR ESE b e

PR AT S N ARHA I, L6 &F5ELEEHkS, X(1)
e uy Ko, Bl E&EFEARLBEREHNYHF (AFF WO
2012027960 A1) ‘Jl’/}ﬂ‘éﬁﬂﬁ\%zﬁwo

Z R SD KR, #iE, K& 190-250 &, M HAE 6 R,

12
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W) F T Ab T 2 A AR RIS B AR R,
F I T ik
BB d: s TmAE T, HEARBAESH(15.00 mg), AN KREFIE
H A K(Q27.273 mL), BF R, HEREY, BEF R 0.5 mg/mL &R E
5 0 AT I, M B ARBAA4(12.93 mg), An AN K B 24 K(24.168
mL), 8 F R, HrRE, BA R 0.5 mg/mL 4R &R, s FaAll,
A FEARBALE 4 (13.34 mg), AR B EH F K(24.036 mL), £ F R,
AR, AR 0.5 mg/mL R ER; T RAEZWY, HEARRLA
#(10.74 mg), AN RFIEHMFK(Q21.244 mL), #FRE, FHEFAE,
10 MR E, BHERBHEIFLE ERER.
SBhy BB, LHBFNEAH S mgke 4 HARA 10 mL/kg.
Ffofn: F#2%/5 10min, 30 min, L h,2h,4h,6h, 8h, 24 h, BT E
AR KA 0(% 100 pl), K E2|SH KEDTA L T, & ot
B ZHEBSHET 4 °C, 8000 55/54F, BN 654, HBELR, ARE
15 FERRREE 30 94 A TG S, FAKT-80 Cik4a,
oA R T AT o AR S 5T R R & @ UL R IR A (20 ul),
MmANRAFE ISR (200 ul, KA H 50 ng/mL #) THE®R ) , 500 4%/
AP IRIR S AT, SR B SHF 4000 /547 B S 20 540, BRI E
A (100 pL), FHAmAIK(I00 ul), HizBR2E, #HAT LC-MS/MS 2-#7,
20 I E A 2 IRE .
K 24694t B PK 54K Pharsight Phoenix 6.2 ##F3t & .
EA4, AT, HEN. SENfALEHBLEHE SD XK AIARA
PK %%k

Cmax AUCO-t AUCinf
/pc/\fr\#é] T1/2 (h) TmaX (h)
(ng/mL) (h*ng/mL) (h*ng/mL)
an A 1 3.16 4 134 1404 1414
ag 7 11 4.59 3 135 1536 1591
gh BT 3.35 4 134 1324 1340
FE 3.08 4 105 1145 1152
25 T1/2 /Pili % Llfh /’g]) ]%'\\;]i;&‘/ﬁﬂ ~ TmaX /Piti‘lﬁl‘ % /’T‘E& li'b% Hj» ]Eﬂ A Cmax /Pii

o R E KR E . AUC REH B A FTEAR 0-t. AUC AR E P
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& TEAR 0>

MR 4R LER T4, X(] MM ALLHARE SD K AR
MNEREREFRREFTAUCO)HARKTHE 1. 8 DAag 0, 5
BREHMAESD KA FZ KT HE 1. & DAHB U, 4
T, BN AGA MY LA RFHERS D FHR.

KB 3. XN (1) e EHBESAEHRZ LK

FREMH: 2AHX (1) AP aBE T, HREIT. HA N
TRGEOCEHTHIRE 0K, FTHS5KME 10 X455 AR,
SLEHEAR, MR KR .

X d: X (1) e aR 1. SEIARAEN, L£4&5
ERNAZA; XN(1) et e, L4E&5ELANEFREF
i (AF 5 WO 2012027960 A1) & 2 FF 84 B4k 5256149

AXMFRR Tk B EHE 2015 FRuEN 0512 G
AR Bk, SRR @A — kAT A

BAk &1

B HRORAE &% (Agilent 1260series)

GatAE: VAFIR A AE O AR A 3 A 8 &5 A2 (HC-Cy, 4.6 X
250 mm, 5 um)

AEME: 30 C

#m gk %k 230 nm

AEHA: AShARLA A 0.06 mol/L BB — £.41/0.06 mol/L & KB
s R-CHE, R RARK L

#ig: 1.0 mL/min

WAFE: 10 ul

KB R

£5. X (1) 4bodpeg A 1. 1. MARZHBEE BN REER

mm

mm

BHFEME (%)

FoAt
P V-7 R RN AR
0 X 1.1 0.23 0.64 0.81
60°CH 2-5 R 2.4 0.48 0.66 1.1
60°CH =-10 R 3.2 0.47 0.70 2.0
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HESHEKIETL, LE0CHFILEMHTHKES X100 XE, BF
[ I, 06y & A XA R, BB, mAEARR XS
T, X (1) oW REHHEH AR KRR, 5 0 Regnds
REML, KE S REEHAXMBEKRT 1.3%, AE 10 REEH XM
FKT 2.1%. @k T, HE 1. 0. A& 60CH 2 &4 Fagise
M AT LA

5% #6451

VAT 80 F XA ALY EALARZ eSS —F 95 au000.
12 R E b AR LB R A EPTE 6 SEAEBILE P . LA T ARLA Lk
AT R AR BT RLAKNTEE. Fol Lkt FREH LIRS
Pe 8 F ik, BREAFT EREMH, RERBH A B LE,

F#H 1 X(I oA 1 H4lE&—

BRA(I)YR&eM3 g 5.9 mmol), T B REAMT , i\ T (45 mL),
FBEER, BIRBFE ARBZEREHHEKR, i$JE, AT TR,
50 CAZTI 16 h, EKRNK XRPD, HmA 1.

O} R X-H &£ 4T (XRPD #74, KILA 1):

X AT4 M 2 89 & (Cu-Ka & 1.54A(£ &%), i#id D2 PHASER
B X S RATH AT,

12 Cu-Ka 584, WATH A F(20) % 7 89 X-4 &8 RATHA Tz
BA AR 6.7, 7.9, 8.6, 12.0. 13.9. 159, 17.3. 18.3. 18.7. 21.0.
23.0 /A KR M4 EiE; A A A 23.0. 234, 253, 26.0. 26.5. 27.7.
28.0 A AR F A 13.6. 21.5. 21.9. 32.2 &K 44k,

@DSC M Z (A LA 3):

DSC M7 &MU B R 5 Q2000TA £ FHEHBEHAL, RAMKI,
iRk & 5C/ 54

DSC £ 75-150 CHAERKIETIE, RRXBRAEREAAL 113.85
C.

OTGA ¥ (4 dh KM E, AILE 2):

TGA #M &AL ER 5 Q50TA, MEL&HZ 10CHEM4TRE
350°C)

I TGA B2 7~HA 1 £ 101.91 CHBK 2.901 %, & 149.2C

15




10

15

20

25

30

WO 2017/107986 PCT/CN2016/111774

BLK 0.312%, %7K 3.213%, 564 KE 3.4 %L,

FaH2 X(IVMoHHaEB I HHE—

BRA(I)Mes4#3 g, 5.9 mmol), E-F B EBEAMF , AN THF(30 mL),
BB R, BWREFE, BAAKASmL), ZEH BAIE, KR
J i &, EMRMK XRPD, Aahdl I,

F#hH 3 X(I Vo aBE I HHE=

BRA(T Mea#(15 g, 29.4 mmol), E-TF B EBEAMFT, mATERT
BE 5 5+ M BZ(EA/IPA=10:1, 90 mL)#9 RAER], A SR, BREF,
% 70 C, /mAK(18mL), HHFH K ZEAKIE, % £ 60~65 C
RP3h, BE 25 CHHM 12h, L&, 50 CAZFRFH EK(1.6g,
FE 77 %), BARK XRPD, AHmA I,

Fb 4 X(IVoHH B I HHED

P X (T MM (15 g, 29.4 mmol)m A B B AT, Ao LB LB
5 7 ®E(EA/IPA=10:1, 90 mL)&g BAER], A E R, BERIEWF, In
AK(0.75 mL, FdE 5%), £ 60-70 C, i#miEEH(90 mL), 40-45
CHLH 4h, 25 CHMATS 12h, #IE, 50 CEZFRFI EIKR3S
g, F % 90 %), E/KMKX XRPD, AHHA T,

FH 5 X(IMoHAHB I HHE—

BRA(I)Mes4#(3 g, 5.9 mmol), BT B JRBEAMF , e N LB LEE(35
mL), ABEER, BREFEORELZEEEHE B4R, L&, 50 C
AT 160, EAKRNK XRPD, AHHE I,

FFRCEE., CRAFAA. CBRTESR B EHED 1 F oA
LERLBS, AR G3AEF ik T IAFH ah 4 1T,

O K X-H ZFHT4(XRPD #74F, A ILA 4):

X AT4 M 2 89 & (Cu-Ka & 1.54A(£ &%), i#id D2 PHASER
A X S+ EATH AN AT,

12 Cu-Ka 584, WATH A F(20) % 7 89 X-4 &8 RATHA Tz
BEA A4S 6.9, 8.5. 14.8. 15.6. 16.7. 17.1. 17.9. 18.7. 19.1. 21.5.
23.5. 257 RA KRB, FEHAE 116, 17.3. 22.1. 26.1. 28.3
S AR LR 14.0. 16.0. 19.7. 20.6. 22.4. 24.5. 28.6. 31.7.
34.6 & 4 AR,

@DSC M Z (A LA 5):
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2=

DSC M Z &M (L ER % Q2000TA £ FHBEHAL, KA,
Fig ik & 5C/a4)

DSC & 75-169 CHAERKIETIE, RRXRAETRELE 123.54
C.

OTGA M (4 ah KM, AILE 6):

TGA ¥ &ML ER 5 Q50TA, MELMHZ 10CES4IRE
350°C)

B TGA B2 =R 1A 121 CHLK 2.389 %. £ 170 CTHLK
0.9164 %, Z3tHK 3.3 %, 5HEEEKE 3.4 %L,

FHH 6 X(I VLo aB N4 E—

BA(I a3 g 5.9 mmol), E-TEHEBEAMFY, AN TE8KTE
5 EF’@%(EA/MCOH 20:1, 14 mL)#q & BAERF, FHE 70 C, 75‘3)\7]((0 15
mL, H&E 5%), KR ZE 40 CHULX@A&, TEIE AT BAR, 4k 42140
EFE, ik, 50 °c;i§ﬂ§a 16 h, 1F28|EIK(1.357g, =% 45.2%),
B 4K 03X XRPD, # oA A 1.

FHH 7 R(I VAU BEBE T HHE=

BRA( T HMLA4(200 mg, 0.4 mmol), E F B EIEHF , A F K30
mL), A& ZE 90°C, WREFE, BREHE BEIK, ), 50 CAZF
B, EARMX XRPD, HamA I,

FHH 8 X(I VLo BB N HHED

BX(I)LEHM@ g 78 mmol), M AN LB LE LS F & B
(EA/IPA=15:1, 30 mL)#y BAEA], dn &R, R EH, mAK(0.2 mL,
e 5%), ZRBIERE 45-50 C, Hehd h, e REEEE 25 C
E4F 12 h, &, 50 CAZT&, HF7%028¢g F% 70 %), EKN
iX XRPD, A am# 11,

FHH 9 R(I VAN RBIHEHER

BRA(T MLe#(5.8 g, 11.4 mmol), E-FEEBEAMFT, WMATBKRF
A BE(90 mL)5 F R BF (20 mL) &Y RAER], R, BRER, 1%
EimE 45-50 C, #ah 4h, HEZEERE 25 CHHF 120, HHiE,
50 CAZRT®H, F7w2.7g, F& 46.6%), EKRMK XRPD, A
I,

£ 10 KN(1 Mo eh & B 84 4l&—

17
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BX (I YWsEHB.0g), BT 60CHAEE(30mL) P, LBPEF.
FO B ERFEER, WF2h B EKR, SOCAZTE 16h, EKRN
iX XRPD, A ahA I,

O & A 1T 694 R X-AF & ATHE

X-H EATH M 2 54 Cu-Ko & . 1.54A(R &%), @id D2
PHASER & X 4+ & ATHHL 0 4.

XRPD #74t: XRPD #74t B F, WAT4F A E(20) & 74 X-4t &8 K
P4 49, 6.1, 74, 11.4. 12.2. 16.6. 18.4 R A R IR Y45 4EMs; F
A& 11.2. 134, 14.8. 19.2. 20.4. 20.8. 23.2. 23.8. 25.7. 275 &
R, L 92, 22.4. 30.1 & ik, 4 EILA 7.

@y R 44 DSC M &

DSC M7 &4 MEAF Q2000TA £ THMEHA, RAKI,
Fimik & 5C/a4r.

DSC B #5#1: £ 50-125 CHAERAETSE, RRRAAEREE
£ 96.79°C, BAR4LERILA 9.

@ dh A 1 # TGA 4 /KE N 2

TGA M Z 54 Q50TA HE AL, A 40CFH 10 547, X
JE VA 10°C /o478 £ 240°C,

TGA MiF4KE: R#E TCA B FHANE 50-100 CHLAK
2,686 %, AtkanK, HESKE 34 %ML, LERILE 8.

F#aA 11 X(I WA a4 E&E—

BRA(1Mead (2.0 ¢g), TR TETAEGO mL)Y, G+ iFm
IRTHE(400 mL), #rd B4R, 4E43h, B, EARAELSCTFAZ TR
16 h, E4KMX XRPD, # 4RI,

F4 12 X(I WA Y RB M FHE=

BRA(I)ee#(3.0 g), EFREEMATY, mAZZTF LGB0 mL),
ABEER, BREFTE, BARABEZZE, WHHEEK, L&, FHFHE
KF S0CTFAZTFM 16h, EARNRK XRPD, #Hd4hAE I,
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A A E K

1. FEKX (D)7 N-(4-(C3-F-4- K H)BIH)-7-(7-F A-7- K
FIER[3.5]Em-2- ) F A vkok-6- ) A B s AL [, HAFIEA
T, 428 Cu-Ko %84F, ¥4 20 A B AT 6 X-AF & R AT, £ 6.7£0.2°.
7.940.2°.8.6+0.2°.12.0+0.2°.13.9+0.2°. 15.940.2°. 17.3+0.2°, 18.3+0.2°,
18.7£0.2°. 21.0+0.2°. 23.0+0.204L A 4% 4T,

Omo N
N (1).

2. R AER I AENRAE T, H4SMEET, 48 Cu-Ka %241,
VA 20 A JEER T8 XS &M RATHE, B 48 16.2£0.2°.23.0+0.2°.23.4+0.2°,
25.3+0.2°. 26.0+0.2°. 26.5+0.2°. 27.7+0.2°. 28.0+0.2°4t F 4 fE 1%,

3. 4R A ZRK 2 RS T, H4sEAET, A Cu-Ka 241,
VA 20 A JE R T8 XS &M RATHE, B 48 13.6+£0.2°.21.5+0.2°.21.9+0.2°,
32.2+0 2040 A 45 ARk,

4. dma Al B R 1 ATk dgah B T, L4542 £ T, 3 DSC B3 £ 75-150
CHARRKETIE, RREMETIREL 113-114 C.

5. A ER 1A RE T, LAHAKESY, BEKEH 2.5 %-4
%.

6. R A EK 1 ATEGRA T, AR 15 TREGKEY.

7. AR A ER 1-6 FE—RAEG A T 941 &75 %, Lk
F, Kok ok AT A M N-(4-((3-F-4- B F ) EIL)-7-((7-F H-7- R 2 42
[3.5]F 42 -2-25 ) F FIR )& vdoph-6- 28 ) 7 M B e 3l K AR iR 2R R LA A 2K,
B AR R EE A AU B KRB A IR R LR AR ) IR I R IR R ) A
ARRBEANRAELEMFD bk, Lk, T, FEFRET.

8. JeAF|BR 7T FETEG A [ 4 &5k, REHMEAET, ik
IKBIE L AHGEA L G T, IKABEEAIEA L LB TBEBER TR
LS, KRB RERANENLA FEE. LEEXFRE, FREMNZLAHK
For | R AE IR
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O. FH&EX(I)F T8 vk ok iT A 4 N-(4-((3- R -4- F R )&
H)-T-((7-F 2 -7- R HR[3.5] F ke -2- 20 ) ¥ AU )b ik obk-6- 2 ) 78 W b
R I, H4FiEAE T, 1A Cu-Ka 288, 2L 20 AERTH X-H4
W AATH, £ 6.9+0.2°, 8.5+0.2°, 14.8+0.2°. 15.6+0.2°. 16.7+0.2°.
17.140.2°, 17.9+0.2°. 18.7+0.2°. 19.1+0.2°. 21.5+0.2°. 23.5+0.2°.
25.7+0.2°4L A 4% 4EME,

Omo N
N (1).

10, 4o AR 9 prikegam Bl I, L45ie T, 428 Cu-Ko 484,
VA 20 A JE R TN XS &b RATHT, /& 11.6£0.2°.17.3£0.2°.22.1+0.2°,
26.1+0.2°. 28.3+0.2°4L F 4F fEME

1. 4ot F] 3K 10 Arid ey iR IO, L4542 E T, 48 Cu-Ko 484,
VA 20 A JE R T8 X4 &M RATHE, B 8 14.0£0.2°.16.0+0.2°.19.7+0.2°,
20.6+0.2°. 22.4+0.2°, 24.5+0.2°. 28.6+0.2°. 31.7+0.2°. 34.6+0.2°4F
HEAEE,

12, e AR ) 2K 9 prik a4 S & 1T, L4542 £ F, £ DSC B3 4£ 75-169
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cited to understand the principle or theory underlying the
invention

“X” document of particular relevance; the claimed invention
cannot be considered novel or cannot be considered to involve
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Box No.II  Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. O Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. 0 Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. [0 Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

[1]1, Claims 1-8 and 27-29 (in part) relate to crystal form I of N-(4-((3-chloro-4-fluorophenyl) amino)-7-((7-methyl-7-azaspiro [3. 5]
nonane-2-yl) methoxy) quinazoline-6-yl) acrylamide, the preparation method thereof, the pharmaceutical preparation containing the
same, and the use for the preparation of a medicament.

See the extra sheet
1.1 As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. X Asall searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment
of additional fees.

3. [ As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. [ No required additional search fees were timely paid by the applicant. Consequently, this international search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on protest [0 The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

[ The additional search fees were accompanied by the applicant’s protest but the applicable protest fee
was not paid within the time limit specified in the invitation.

[0 No protest accompanied the payment of additional search fees.
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Continued in Supplemental Box III

[2] 2, Claims 9-16 and 27-29 (in part) relate to crystal form [I of N-(4-((3-chloro-4-fluorophenyl) amino)-7-((7-methyl-7-azaspiro
[3.5] nonane-2-yl) methoxy) quinazoline-6-yl) acrylamide, a process for the preparation thereof, the pharmaceutical preparation

containing the same, and the use for the preparation of a medicament.

[3] 3, Claims 17-26 and 27-29 (in part) relate to crystal form III of N-(4-((3-chloro-4-fluorophenyl) amino)-7-((7-methyl-7-azaspiro
[3.5] nonane-2-yl) methoxy) quinazoline-6-yl) acrylamide, a process for the preparation thereof, the pharmaceutical preparation

containing the same, and the use for the preparation of a medicament.

[4] But N-(4-((3-chloro-4-fluorophenyl) amino)-7-((7-methyl-7-azaspiro [3.5] nonane-2-yl) methoxy) quinazoline-6-yl) acrylamide is a
known compound (for example, see W02012027960A), the three sets of inventions do not share a same or corresponding specific
technical feature, and are not so linked as to form a single general invention concept and therefore do not meet the requirement of PCT

Rule 13.1.

Form PCT/ISA /210 (extra sheet) (July 2009)
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