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AUC Area under the plasma concentration I E Py R — B AR T i fE
versus time curve

AUC0 Area under the curve extrapolated to BH% 0 BRI 5 MR AR £ T
infinity, calculated using the observed b e R R R T R
value of the last non-zero concentration

ADP Adenosine Diphosphate T )Y g

Cinax Maximum concentration occurring at tu.y | e 5 M3 B

ET Essential Thrombocythaemia A REM: I /MR ILJE

EU European Union RN EEA

ICsq Concentration that produces 50% of the | 50% [HEE &
maximum inhibition

LVEF Left Ventricular Ejection Fraction JE =B H R

MTD Maximum Tolerated Dose i R H =

NOAEL No Observed Adverse Effect Level MR

NOEL No Observable Effect Level MEVERH &

PDE Phosphodiesterase RARY T AT F—F

ty, Elimination half-life VY R A

tiag The time prior to the first measurable W= 72 A A
(non-zero) concentration

tmax Time of maximum observed i e I H i 8 5 PR ]
concentration sampled during a dosing
interval

TPO Thrombopoietin ke ARRZF v

TEAE Treatment emergent adverse event VBRI BT PR L - A ESES

WHO World Health Organisation T AR e
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1.5 TR X 1358 R ORRAE B OB 3 DAk
1.51 BRI ROZE

TV REREAKFY (LLF, 727 LU R) 39178 31056 OF VU VFEEIKTHY |
LT VARLFRT MY —t, BOT Y AR <A F¥—X A7 A4 7% (BMS £h) 12XV
BR SN (BRI — R : BL4162A), 7727 LU RidAAARY =255 —+¥ NI (PDEI) A
EIEMEEAT D Z L0 n, WIHORKREERR ClX, KA ex vivo TOT T /> ) VR
(ADP) #FR L2 T —7 VB OM/IMUEEEILEN R A2 RGTT 2 2 L ICEARE ToNT, F
HOKBEHEGEARRBRIZBN T, 7727 V) REEE SRR [ i/ MOsD O F EH5
NELBHBNT-, D% BMS #f. % LT Roberts (2 & 0 #8001 L 7= i/ MrE 2B S8 5 2 &
ZHPE LIRS E LT D b7,

Ao RS 19 BMS 1205 Roberts #IC &=, 0% Roberts #EA3BT 24700,
OiER <y v 7412 . <. R R Rk L GRRIEa—
SPD422), 1997 4£ 3 A, K[ETHDHEFAEEKL E LT TERR S (IFE4 : Agrylin®) ,
KECOMEINE, TEBEREAENER BT 5 WM i MR E B35 12381 5 i IMREBHDIN & O iz
JEY A7 OJR, WONC A - i A S e BIEER O] Th D,

ERONES (EU) TiX 2004 4E 11 H., THATOIBREIEICEBIEDR 720, i%MLt@dW@ﬁ
BATOWRBEETHERE L~V E THA LavE U A 7 O ARREN: [/ MR IIUE B 12 1) 2 /MR
DD | OIS TER SN (R5E4 : Xagrid®) ,

AL AT Xagrid® DRFEA TRA 251 T b, ZHUSAOT X TOETHRESA T Agrylin® TH
Do 2013 4 7 ABUE, AFNIKEKR D EU 25T 47 » [ETERIN TN D, RIS - Ik
FINTHLHANT 05 mg h 7L THD,

AFTIL 1999 45 5 H., A HERMS & L TORE%L Roberts £E235%2 1, BIfEIZY v A 7 — -
U RS MR LT B, [EIN TS, Roberts £ & 3 o 7 —Fk & D IERBARICHE X
7 e Lot et LR, XU v &y 7 —4k e o kRN
CHESEF U AT R BIESED b (BRI — 1 KrRN6s4) ., 20 EIIRR . >
v+ 77—t Ao . =55 20k LT %, (1BBR3E = — R :SPD422),

2010 4, AFNIEAGHEE O TEHR EOMIEMED @ WARAGEEE « BISHHEMGT R OBEHHR
T T, BBEE AT EEME LTY X FEanT,

152 BEBOBE
1.5.2.1  AREEM: /M e

AREME M/ MRIMSE (ET) 13 EAZERATSGIAL O EIFEA 2R s U, ik 208829 2 /M)
FHEROICHIINT % (>45x10% /L) B BEHSHEIED /D3I T %, ET B O/ MR ITIER )1,
& HUVNTOT D FERENERO HALH DY, M/ MIBERE D FER A 1 o /MR OEEE, BRI OV XT
SHERENEZ D2 EnH Y, BEAZIMAEE R OO ASIHEEZ L7253 2 L1275 (Briere
2007),

ET 3B & & HITHIEL 9 D08, FIERIT LMD T RBEAEITE < . RBIERF O FEER T8 60 7%
VL ET&H D (Briere 2007, Fabris & Randi 2009), ZZWiHRHIIER ZRD 2N & H %\ (Birgegard
2013), ET & OB HEmiT— hﬁltﬂﬁﬁfﬁé(mmmmngzma HA AN ET B34 381
Bl & %4 L L= Dan & (2006) DRI WX 10 FEHOAGFRIT 71.8% TH - 7=, ET I3/
%%T%&%%?i%éhtAmK%d<ﬁn £ 5 & ET OFMFIERIT 10 T AYH7=D 0.59
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~2.53 A\ (Johansson 2006) T& A 03, KENOFERFIERIZIZINL VK 10 HTAHZD 053 A
EOHELH D (Rollison & 2008), HATIL, MEHEEE L TEEINTWSD WHO ZHiL7E
ICKDET &M SN2 BFIT 2011 FFE T39I E SN TV EN . H ETHERETH Y |
EEORIERIII NIV EmNEALND (AARMEFS, 2006-2011),

AR LT, ET JBE D 23~57%0 % /37 B Fr i 7 —E JAK2 OZEF (V617F) AT
% (Levine & 2005, James © 2005. Kralovics & 2005, Baxter & 2005), Z®F1RIZ LY WHO
\ZBIT 25 ET O REME I KT &= b oo (WHO 2008, Vardiman & 2009), 4D & Z A ET O
TEEERIEG DT IZIIE - TV RV (Verstovesk 2009)

ET OZWiRMEITRE 30 FTEEZZT TWD, JIHOZKIEEIIESZ MENF7E2E (Murphy
5 1997) [Zk o THRES N, ZDHUET WHO 8% (Vardiman & 2002) Z#29 L7= 2001
FEETHEA S, FD% 2008 FEICHETEN TS (Vardiman & 2009, Thiele & 2008), ZWric
WD FEAED NI 3D 597, ET 28 O Fe AR T ERGE 72 M/ MEEGEE TH 0 . kMO I/ MK
FEINAE oA O B BEHEFEPE R BBICEE Y LW 2 & TH D,

ETHEHEIXKRI 27, R RT EVAITD3 TNA—TICRKIEND, VAT ITEBEOER, f/)
B R QNS R U A 7 R EE SV TR & 415 (Barbui © 2004, Harrison 2005), H AR TI,
Dan & (2006) 2 @E#iE ORGSR B2 RICT v r— MNEZFEmR L, BIEOH -7
ET 38 381 iz DWW TRt L7/, e S O0HED U A 7 K+ & LT, &l (60 Ll k)
K OviAe M O BEAEFE DR E S T,

ET T b2 WA OHEI LM 2R R N IMMEESE TH D, 21 b OAIHEICET 2 @& ILEE =
F— IR ARE—ThHrZ b, EERBOREDMEA)THS Z &, WNITREIEEDO R —MEIC
KO RBREZHRET DO Ly (Birgegard 2013, Harrison 2005), 28512 K 25 & MARSE &
OH M O YIFERFFEBRIT LN LN 11~25% KD 3.6~37% ThHholo L DHRENH 2 (Elliott &
Tefferi 2004) ,

1.5.2.2  AfeMEi /MR IIE O fa s O BLR & OFVE

FERERR BRI DIRIE O 7 WBUR CIE, et ST i R 285 < 7o o Mgk 2 T 5 2
M ET RO BIE L 725 (Tefferi & Silverstein 1998, Barbui & 2004), ET HE OIKFRHE FE
IIEHREDY A7 5HEIC X - THEZ2 Y (Birgegard 2013, Harrison & 2010), 7 A U 2 X 51k
FIT— T X CTORBFICHEE I v, B BEINHIRE T AR ZERRE X LD U 2 7 8@ R
(ImY 27 BF) RSN D (Barbui & 2004, Harrison 2005),

MR LeukemiaNet A KT A 2 XiuX, T XTOFEMMOE V A7 BE TR 5 BB #RED
WKLY LT R U REN/HEES L TWS Barbui H 2011), HATIZT =2 2F > (3
A AV OFIRNEG R L Fed v RE (O FLT%) ofkO#E528 ET OB E25T0
L. ZHS OPUEEMEESAIO A AN ET BE I3 2 7000 R OV M2 /3 ki b 7220,
TIX ALK D T = 5 AT 3 1987 4F 1 AR I N2, BARTIL ET IGRICE T D HAEE
RS, ZEBE 5 S FIRNEZE SRS 0E 2 Z & (M7 £ 1.7-1 Z228) K OVESL T oMl AR
ERFFT AWM N DIz EEbis, BHARTIH 201343 HIZkE Ru XU REN ET OlE)G %
BELTWD, b Re X REFFIET VR0, FEREAEREINGIF (Barbui & 2004) TH Y |
ETIREOE IR L TR ESBEHIN TS ANEANERE TIIE R VRBIIERICE
BN RIFEZZ AL, BITER & UCTHEL, KERE 2 & ORI EHZ  (Birgegard 2013), B
BEFSREINS] FHERBMESCEI) 2 ERH D M1L7T £ 1.7-1 228), LirL, #iEEHEOE
R S RE T/ MR+ L Z &b hiuE, B RoXx VRBICRIGUIAME L& 72
5ZEbHHY (Barosi © 2007, Harrison & 2010, Birgegard 2013) ., A 070 DB MEIZEALZ 5 —
BHIEN R BB,

BUE, BRI RIS IR & 72> 72 ET BE I LEN TER SN BERIT /2, ET
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B TEE TG 28 U CEH L=%mE. Bk, iR MEER:, B s o
WMETEVERRIG 2 RIET D Y A7 R T D Z EDRENTEY (Finazzi H 2000). L7228 TER
I LeukemiaNet /' 4 KZ A > Tld, b RE X UIRHFIZKDE RIS UIARME & 72
TBECKHTDHERIEL LTTF 7 L) B HD0EA v —7 = n U BEIRSN TN
(Barbui & 2011) BKMNTIZT F 27 LU ROEHNETIBEOS SR L LTSN TEY
T _NTOEED ET BEF T 58 IR E L L CORIME R OERMERRIIN TV 5 (Besses
5 2012, Kiladjian 5 2013),

1.52.3 SEIZEET B RER DRk

19JFELARE, Roberts #1/% 1F BMS #HI34E ~ 72 B R0 BR 2 S+ % & & B ICARIEOIR 217
W, T LU RORARN AR BRSO B R LTe, E 7o, BRx TS L v (e
WELHERT 2 & & BT, BUEORiA OWEIREOREFNC LY | JFEEO B B OB 715 % e s
LT, FEaENRrRR EMILEchs 2 LRENTHS,

H7enflomREL, fERD S ERICH T T BMS #AMT o 72, YEHT TR 2L
FIRRFHIEC I L2 hv o 128, ZEVERBR 208 U T OB A MER OS2 R L TV 5,
TF VY R T'AT 1997 F0 6 K[ETRIERTE SN TR Y, O ok T K[E il
L7 B ARG S LT D, B o B R D> 43 IO REST S 7= B5E TR % AL -

e ( ﬁ)ﬁ@é%mﬁofwtomlimb\E%%ﬁ%%&%ﬁ%
+ (D o, i O [~ RE TR B LT,

TRBE I L CRISRSRO—me L E L, UG TR biMasa e mzzn, o
snzey b o Lo LR U S EEA LCn D, SRIBATHET S8
e S OSBRI TRIT, WK ST S U7 Bk e OB T RIS & | AR T OBk 2 & 2 7-
HDERSTND, AKEID 0.5 mg 7 B/MIEBERY =F L (HDPE) A h/uZadE L T
RIICHHE STV D, 72720, BATSA T R IE PTP A TOME 2 TE L TH Y | Hrakk
TOREERBUIBIE bkt h Th 2.,

1.5.2.4  FEREARZSR O R

1.5.2.4.1 SEFEEER

77 VU RIXEBERIE A O/ MR PEA &2 FRFE BAIZHHI 32 2 E DRSS LTV 5, invitro T
IZEEEE Y RO REE (100 ng/mL K V) @VREE) CTORM/MRESEZLET 5, in vivo TIX, T -
WHE, U XA FUAAOFTEEA T/ IMENIR U THERZ RS R o 7oy, &5 WMD)
DO—EMEDORVMERZ R L72ICTET, b FOBRBEHEOME L mWHETLMERIZERD b
ol BT O M MBI ERNI R E R G B ERBR COLZBO Hiv, KB RITT v b
#932% (1205 mg/kg/ H C 52 @G L72RABR T 13 B X268 H) 2> 51 X D 39% (300 mg/kg/
HT 28 HiE#E) FTOHEATH 72, ZOMOEMERRC, 7 v N RO~ U ZITRAIOAH
) RL603 % 6 I U 1 CHamis s L-#8k (5 v F#tEk 292 Joos D19, M4.2.3.2.5],
+ X Bk D00075-SPD422-1IG [20fE. M4.2.3.2.8]) Tidif/MREIC — B L7 Z(biZ R Sz ms

277,

w0, 77 LY RROVE OIREAHEN BCH24426 28 b L ARAHETF L (TPO) CTHEIND
EAZERIE AR 2 S B B2 2 & 28 in vitro TR EHN (50% P E R E[ICs0] A3 Z LE 40 26 nM
WN44nM) . ZHUTERANTOBFETIER L CWb LBz, 7327 1Y R BCH24426 A
N e <M H KK T la THEE SN EREIEELZ 1 yM UL F CHRICIET S Z &idehroTz,
77 LU R ONBCH24426 (3R MERME 2 OBEZERYE ORI EIZet U TIIER L7222 &b |
T OEMERI I T HERIIFE RO TH 5 Z LRS- (Wang ©, M4.2.1.1.12),

M MEIEAER & 138720 | /MR 577 L) ROERIZEMIMKE CH b ML T
HFEFEE TH D, cAMP PDEN (M MIHFIZRET D cAMP IR AR Y= AT 7 —E D —FH) {5



1.5 R TS R O ftE K OVBR 8 DAl
Anagrelide CONFIDENTIAL Page 4 of 17

DFEE St M/MRFT O cAMP &8 FR45 2 LI2 kv i/ MREBENIRESN S, 7T 7L Y R
/Z PDE III %58 < BHET 2 (ICso 1% 35nM),

LA MERRPEER TIIRFRL T N S ERIEERD b e o T,

15242 SKpBhRealii
v b AX, UFFROT T RCENTRWIRETREEN RSN TWD, B afio77 7
7 VU R ORI TR L7oR R, 0~24 R oo A v - dhdg ™ iifs (AUCo04) 13, —
W7 AR ETH D 1 mg 1 H 2[HZ ML LTEGAE ORI 3000 5 Th o7, MafLiz
TRTOBYWETT T 27 LU FOFEFHNIA 1~3 K & AL > 7223, 7 v b TIX
1000 mg/kg I 2000 mgkg O HEIFE O GEHZO LR NKH 6 ~11 il TH - 7=,
(R00074-SPD422-T1A 75k [20J]4. M4.2.3.2.3], D00075-SPD422-111A 5% [20JfF . M4.2.3.2.8].
L00076-SPD422 #52 [20fiE. M4.22.2.6]. M00251-SPD422-11IG #8220, M4.2.2.2.7],
P00228-SPD422-11IG %5k [19JE. M4.2.2.5.1]).,

20l CTES v FROSEALT v MCMCHE#T S L) REERE LEERT,. T2 LY
ROBEYE SRR Y 7 2l L, I IcBIT T 5 2 L 2R Uiz, I hiEE sk TR
RO MR D 3.50 5122 L7z, (R4845-SPD422 iR [M4.2.2.3.6]),

1.52.43 MR

77 L) RICBET 5 aEN e m Rl 2 A I 0 3 LT Y . GLP Bl EA S5 L
AN, WL O O2MEE N OER GFERBRZ G L7228, TORRITT7 v FEROA XTO
EH GLP &R DOfER Ea—F L7,

atEEERBR cCoR AR5 ORKRMHE (MTD) I£~ 7 AT 2500 mgkg, 7 » kT 2000 mg/kg,
BT 200 mgkg, - X T 800 mgkg Th -7z, MBIENEE O MTID (X~ 7 AT 250~500 mg/kg
OFEFAINTH -7 (292-066 75 [19fE. M4a.2.3.1.1], [Js01001 352 L20jfE. M4.2.3.1.2],
202009 #5r (19, M4.23.2.7]),

205125 v FROA R TOERZ AR (10 ARRO 12 » AR 2EHL. Zhl
ST v by A XL L TOFRMERBR G L L7z, TORE., 777 1Y RO 00
ER, AIB LRI & & 2 b, BlgEsnioZbix, RAHERSICX 5iEF7: PDE I [HE O
FEF MR —E L T, R LERIEH&E GRS LCTT > 23 Smgkg/H ., 4 X2 1 mg/kg/
H) TiX., AUCoulZZESW4A. 1 mg %2 1 H 2 BIRA L7258 OREEICT 5~ — Y
Z v BRI 15 5. A4 XK 3.8 5 TH o 7= (RO074-SPD422-1IA B [M4.23.23] KO
D00075-SPD422-111A &5k [M 4.2.3.2.8]),

7 v b CTIEIRHATENEICHE O IREEtE, SR - SR OIER . SEPE KR ONH AR SE T OEINAGE® &

Niz, =O#HOFERTHS LIZIEREMED NOEL 1% 10 mg/kg/H ., RHAKERE 2 & o8 PEM - A

FEAEIZRIT % NOAEL 13 30 mg/kg/ H CTh o7z, 29 LTEEENRONAREITERBREE LD b

EfE b mEm o7 (mgkg AL T375(%), 77 LU ROBEWENIEE/ Y 7 4 @il L, Fit

AT 2 2 LR SN TN A0, RERCREICHT 2 BEmE T2, 22t

#Er [1ofe. M4235.10.1], 202006 5 (195, M 4.2.3.53.1]. R4843M-SPD422 kB
[20fE. M4.23.532], R4845-SPD422 ik (204, M4.2.23.6]),

THI LY ROEREME RS REELs TRy, o Joot #E (o=l 202280
w5 (o). 202279 [1?&]\ 202 278 [19%\ RBB003/994449 B [
19I$]\ RBB004/994865 iA%: 2041, RBB005/994807 7k (20T 1. M4.2.3.3.1),

200 FIC 2 ERID T RS AJRIMERER 2 550 L, FEBMERT A0 OO RO b, BikE

T, 7FH7 VY FEBEAETE MIERA LZBICLSMICRIE S 205 X 2 T RITEON T
W20y (RO0812-SPD422 AR [M4.2.3.4.1.1]),
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Pl b, ZhFE ClodE L- R Er, EKEhieidbh, HERR 2 & afE R ERERBR 55
NTWDT—Z X ET BB D1/ Magidb 3 & U TORR DM E XFFT 25D THD &
%..J: 50

1.5.2.5 FEIRFER DR HE

1.5.2.5.1 ST O S OV R FIAR L
KRHNDHS) 2 /S BRE, A ONT 2R OE R & Wit LI-BR R BR D% < 13, AME AW S
et L a— AR RBR TH S,

1.5.2.5.1.1 &5 1 fH#gEAM ER IR 3SR

S E R 2 R G ARFN OIS/ B RE & M3 L= o TGRSR 4 17 38R GRAE R
ELT8HER, BEGERE LTIORE) OF — ¥ %77, 1 HEDBNERR CITE - ITrmem
EOREFEORE, AR AR EER (TAEY Y, ULT 7 ) ROV IRTY)
NZ QT/QTe FINSIT kI 2 AR DB 2 Mdt Ui, 3538 Cl3 AR O FLl MR
ICHEAE YT,

1.5.2.5.1.1.1 SPD422-1V-101 &5

ZOHE 137 v A A — N—3 BTl BEEERRE 18 flaxtgi s LT, AFIOH, LT 7V
VORI AIGFH CENENEEIR G L, EEE T A —& et L OER M E G LT,
ARy v o4 7 —ttic ko T 20 F Il ~ R wE=EE R, v T 7 U Lk ARRI ORISR
AIIZERE & 70 B3Ry E e 0 72 FH AAERIEER O HiZe > 7= (M5.3.3.4.3),

1.5.2.5.1.1.2 SPD422-1V-102 iR

ZOFHE T3 v 24— BRI, RS 15 ERg L LT, AFIOHR, vIF
DHIITHAIPEHA TENENEER G L, EMEBRE T A —F | REMER OB E G Lz,
Aagrid s v 7 —thic Lo CojJE N s, v IR s L ARIORBICERRIIC
M & 70 B 3 Eh e e M BEAER TR O b v do 7= (M5.3.3.4.4),

1.5.2.5.1.1.3 SPD422-103 #&R5x

Z OF TARIEER R SRR T, @EWEEBRE 106 (Z v T7F =227 U 7T 7 A 80 mL/iR)
K OEE OBSREREE A AT HBRE 100 (7 L7 F=o 27 VT 5230 mL/4y R %54
ELTARAI mg ZHEIEE L, 7527 L) REOZOEEIEHERHY BCH24426 & EEANENE
R RL603 O3KMEhRE A [ L, BHEREREE N7 7 L ) REOMCE OEYEE Y 0 7 7 4
I RIFT B LR Ui, A8y v« 77—t & - T 20} ~ 20l 5= &
Nz, ZTORER, BHERERENT 27 LU ROFEYBREIC KX BT L Z L3 ho oM, IF
P BCH24426 DIEFE R (AUCo..) 2359 50%HE 0 L 72, BCH24426 D Con I X EHEREREE D
AT 72> T2, RL603 DR AR LB RERERRE OB A 51T T 6,08 B L7223, RL603 133
BERZ RS20, Lo THEYBIESNE A DIX, BEEOBKERELZFITL28E (VL
TF=2 VT T AN 10.5~27.5 mL/4Ay/1.73m%) (2% LT HHEEHE - BIEICHE > TAKI &2 #
HLTELXZRWEEZLND (M5.3.3.3.3),

1.5.2.5.1.1.4 SPD422-104 iz

ZOH 1 FHFIEEREBR I, BB 10 IR O EE OFHERERE 26 7 2 958E 10 4
(Child-Pugh 2 =27 B) ZxfG: & U TARA I mg ZHiEREG L, 727 LU REOZEOFEEMEN
B BCH24426 & FEATEMEREHY RL603 OIEWEIHE 2 Lk LT, ARBRIT S v 4 7 —FLic L »
<20l 2 B S s, EORSE, RSEE OIFRREREE N T S 7 L) KO3
MEHNEICE L <L | Coux X AUC, (NI ZNE 4 2.60 5% 2 6.06 512 A L7-, £
72 AEVECE BCH24426 O Coax D813 25%0800 L. AUC .00 D 8- 77% E5F- L 7=,
L7e o CHMEREFRIBLE O, PEEOITEEREE L AT 2 BF ICAK 2 & 57 5 5813k
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HAENGBEE L., BEEOIFEERESLATHEFICH L TCFEARZEHTREThNnEE LS
(M5.33.3.4),

1.5.2.5.1.1.5 SPD422-107 &A%k

ZOHETHEER 3] m AA— =B TIX, EREHOEHET AU & BRI G UIAK
EPFREEL- L, 7 AE Y COPUIIMREEEIER 2 RE Lz, 7 AE Y v EARF % Z 2 AR
BXE0FA#E G L2077 v ) REOZE O BCH24426 (15PE) & RL603 (AEME) @
HEMBIE, W NCREMEC OV THBRE Lz, ABizs v« 7 —+hiz L - < 20l ~lA
\ZIEhE ShuTo, BEEEREBRE 18 Bl xt4e L LTARAI L mg KOV AU 900 mg % H[alf& 5. L7-
FER. ERIRMICRRE & 7p IR BN RE M BRI R o e o7, (M5.3.3.4.1),

1.5.2.5.1.1.6 SPD422-109 ki

Z O THIEEREESAL 2 #1270 24— X—3BR Ik, BB A ABRE 35 Bl axtg s LT
7 LU REOZEOIEMEGEHY) BCH24426 OIEWENTE, FrlZ BCH24426 O AERGEEIZ KIFTRFD
WEBERR L, ARBITS v A 7 —thic ko T 20.&.)% (CFE M STz, ARBRICBNT,
IR L EBITERE LIS E. 771U RO Chax 13 14%84 L7228, AUCol% 20% E5H-L
oo BFEIZ i@mmmméwqm%ymﬁwbtﬁ AUC T EN R O NIRRTz, TF
7L U K& BCH24426 DI FIZHONT, BREOEEPR BBZE TS TEOEFWRINT 72 A L (tyy)
DFER: . WASGEFE DFRIE, Kty PIERE TH 72 (M5.3.1.2.2),

1.5.2.5.1.1.7 SPD422-110 7k
B IAEEAL T T B R 7 0 24— N —3BR Tl BB 32 il &2 %4 & L Chif/h
%ﬁ%ﬁ%@ﬁ%;?xz)x%ﬁﬁkﬁ%&%b AFN DG MBS SR T 5 25
MERE Uiz, AREIZBEARRRSXIT A8 ) v RS L2 7T F 7 L ) R EOFOREMA
A1) BCH24426 OIEWENHEE . W N ZEMEICHOWT HET L-, ARBIIS v A4 7 —thc k- T
Wi~ cERE s, 2ORR, TACY U EFHLTLT T LY RXITZOENE
REM) BCH24426 OIRMBHRE T 11 7 7 A JWZELITZRD Hiipinodz, T AE Y COHAIRE &
HARTT A Y v L ARFI OO G Tl G4 2 B LA I RA 22 P MR EEEVE R 23380 5
iz, BROM/MEHEMER S BINCEN (HARE T 4 Fpl, PEAHEE T 1 EFH) ., 2o
VIIRRRE 72N FRe I MR R L7 (M5.3.3.4.2),

1.5.2.5.1.1.8 SPD422-111 i

OB IHEEAL _EEM T 7 AR R ORI Y 10 24— N —3 BRI LR E 5 £ 60 i %
xtge el U CipEH & (0.5 mg) ITTREHEZ B 2 5 m & (2.5 mg) OAK % HiEl& 5 L, QT/QTce
MR T D AR DO EL 77 AR E OEEGREF T n oo gREt Lz, 77
7 LU R ROV OTEMHARE BCH24426 OFEMENRE HRGT LT, AT v A4 7 —+ic k- T
20123 A~7 HIZE I NTc, TOREER, AFlOEHERS (2.5 mg) 12XV LA
30 bpm - L. P4 QTe FAIRRIFAT 10 msee IER L7z, Z @ QT AIFRIER (T HH AL CHERZ 0
([FFEE D QTe MIRRIER & 4 U 2 D3RR Z 1 © Al L 0 AR Y 2 7 13K & b)), O
R OZHEPIZOBLELND Z D RFIOEHE 2.5mg) 512K > TELLH L7 QTe
MR IIERMICHEVRIEE 2670 B 2 b, ZERERFHEIR 525 I AANFRE 12
IV X1, BCH24426 NAifICER Lz, BHEHERE L0 b LEgBRETcTr 271y FED
BCH24426 DOREFEENE <. Cuax (27 F 7 LU KT 55~75%, BCH24426 T 21~26%=< . AUC
HT7F 7 LU RTK 90%, BCH24426 THJ 45%m 0> 7= (M5.3.4.1.1),

1.5.2.5.1.2 %5 11 FHVg S i R 3B
NEAGEERE 25 L LT 2 >O%E [ FHEGRRER 2 5505 L, AF|OyEhRe, 315 E V22
707 7 A A RIETHER OB e LT,

1.5.2.5.1.2.1 SPD422-202 &
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Z O N FHIEE MR AL R Tl A BEEFENER B O RN BT b 5 i/ MR IfLE B HE
B (15 UL T o/NRHEBE 17 FILO 16 Ll EOFE A EE 18 ) Zxfgel L TR
FlakE L, EFEIREBICBITL27FH 271U KEZOFEMEAHY BCH24426 M ORIEMEN S
RL603 DM@ 7 1 7 7 A Lz bz L=, AsBid 20l ~ 20l <=L ok
WL OAF OB ELMRFT LTz, TORER, 7727 1Y REO'RL603 Ol &E (HE&&K MK
HCEREAL) 1EHEDE S RANBE LD LN EFEERE O BNBEE KD o T, IEEREY
BCH24426 DUEFEEDOFEEEC X DEWITEER/ N S o 7=, AFIOBHAG A BT W EEEE & b
RAEN 1mg/HEEDLLT, EHEG/NL HFOFEBERED 2 mg/H, FOF RANBFEREDN
15mg/H & REREFTRNVWEEZONTZ, ZOZ LG, BAEOHERBEHETHD 1 mg/H
(0.5mg % 1 A 21[E) (&, BEORREIZS U CEEICHEET SR /N FMEREEHATHLZ
WLEZOND, SRR EZEMEFTRIIARIOEKI T a7 7 A VEOEBEREO a7 7 A L b
—FH LT\, OIS REEREEME (24 AL 2 —0OER. 12 FELERENLT a—g) T
15 5 T2 DR REFT R AR LR CREIRMIIC A B R 2T 2 o 72 (MS5.3.3.3.1),

1.5.2.5.1.2.2 SPD422-203 &5

Z O N AFEE M sk EFFER TIL. 2006 4 11 H~2007 4 1 AICAAI% 5 mg/ HLAFO—&
FAET4EMBLERA LTS ET BE (18~50 MOFHEE 12 Fl ) Y65 Ll Lo @B 12
B, BRI/ 60x10* /uL LA E) Zxt% e LTTF 27 LU FEROZEOIEENR#Y
BCH24426 OIWENRE N FR VLT a7 7 A VERS LT, TORE., @i o
BCH24426 FE/EIZ R D7 7 V' ) ORI MHERH (RIGERRTTE L) MK < B% 5 < 1L BCH24426
DB VT T AMENZ L2 X5 L B2 EYEREDENGRD bz, R TIidEEE
FLEFEFLTEOVRAONTE OO, HE - HEESEE G DY 5 - DI mF L Chth
ﬁ%@i@%ﬁ&?%%ié%%#%é Ewn 5 j’)”’f‘t}:fcﬁb AR ﬁ%%%@%( fi%#@%ﬁ’?fﬁﬁéfﬁl SN
DENCRI LTz, AEFRGIIT RN TRE~PEE T, FEAETHEINZ, WIRbHIHELT
BY., ZAIPAEKIC L DIEFZICEE L (M5.3.33.2),

1.5.2.5.1.3 &5 11 FEUES G PR 2Bk

1.5.2.5.1.3.1 SPD422-403 ki

Z D b HFEEREELLRBRIIATNEEE D/ E Y 27 @ ET B 184 il x5 & L T EM S
. KA e Foax o RFBEOLEM LA E 3EMITHIZ Y e Uiz, AR T2 i g% 27
B E LT 2006 4 1 HIZBtA S, BIELEREF CThH 5, M mMEFRRED IH) 27 |
FEHEN 1 DL B CIXFE e 2, ARG (0.5 mg/lal, 1 H 2 ELE4) Wik Ka¥
TPRFERGHE (1000 mg/ H 72> HEGE) ([CHAEZIZHID 072 (TEfEBU AR 92 611) o ML
HERFEOREICADE THERE L2 s, i/ REK%E 60x10* jul K, HAMIZIT 15~
40x10* /UL OHIPITHERF 75 Z L 2 HIEE Lz, ARBROTEHIIAAKIL & R X REOL
EMEEHRTH 2L THY, BT a—8I2 k5 0SNG 21T - 72, A 20 =
THE & U CHRIEBM 6 » A% oM/ Mtk 2 R Tl Uz, PRI OSSR, ATRIRED 220
U A7 O ET BEICBITDARAOENEN TSN, &E 36 » A% £ TEHM/IREE
60x10* /uL AAMITID S8, SRR Sz, PRET — 2 BT CIR BRI T e o T
73, fEEEERHER (LVEF) O RfEIZ R & BRI ZIZ R 69, LVEF 1235 L WiRRIRFR A E m)
L ote, HHREOHMETIRD LN OO, BBRERGITHEVEEL LI FERESR LA
TER ORI RRIIHEEM CHMARETHY . Hioreeto BT RS IR ho Tz
(M5.35.1.1) .

1.5.2.5.2 [EWIZET DGR B3 O
IIE TS L7 EANERRAERIILL T O 5 B Cth 5,

. AGR-1-01-J 3Bx — fEEEREICT 7 LU Ra&E5 L, BFEORELZ BT L - EKyH)
Rk BR
. KRN654/06-A03 ik — ET B ICH —wPEEE LT FH 7 LY Refh L, EKYyHEke,

2 O 2 R L7228 VI AR
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. KRN654/07-A04 35k — KRN654/06-A03 B I1Z%7 < 45 11 FHAkR: A BR

. SPD422-308 7Bk —ETHBFICH JBINK L LT 7 LU Ragb5 L, ek OESR)
P2 WEt U 7= 85 11 AR R ER

. SPD422-309 #Bk — SPD422-308 #ER 17 < 45 I AHfkfoc kB (BRAEFE M)

1.5.2.5.2.1 25 T FHEWNERRRER

1.52.52.1.1 AGR-I-01-J #XBx

ZOFH_EERT T AR R CIE, R A AR BRI 26 51 & x5 & L CARH % HA]
O L, 7727 1Y REOEERARTEEHY RL603 OIEMEhE K OVt DB % gt
L7z, 727 LU F05Smg & G5REOEMENE T 07 7 4 BT D BEOREL TR A AN
B 10 plesdicmi Lz, QI ~ =6 . FoRER, AR OWITRE
THEIKGF L oTz, BELETT 7L ROIFEEAERRBH S, RPICHERES DT
F 7 LU ROREKIT 1%KG0TH -7z, FERIEHERHY RL603 o i 13 A & firk
Z BRI SHEINAZ R Loy, HRERENIIHEOREZZ TR0 o722 &2 RL603 AR
FRTBN, TFITLY ROMO T VT T 0 A RX T = X ABEFT 5 AT REME A RIER STz, FEvE
B (BAR) BRICEDEEL LT, th DENE Couw 2 4% L, 72710 RoifmiE
T T —ERE AR T A (AUC.,) 1% 20%J84 L7z, RL603 (2B W T REEDORENE LT
(M5.3.1.2.1) . 73A Z VA AZERRINCIE & 7 8 372 <. ZEMICE L CTEIRET R0
KRB OLE 72 EMICHRR T REFTRbHE SN2 o7, & E LT, fEFEA ARSI
BREIAHIZ 0.5~2.0 mg OHEFPHZ KRG L HE 0BT <. 2L BIiFTH

277,

pigen = Ll ED
k% J0E L. LT O RIREIC U TR AT B A S S AR A Abeh (0
T, M) OIS ERDI,

1.5252.2

Z OxfmBhE T, IZOWTCTHREIT- T2, T DFE

NP O el

1.5.2.5.2.3 25 VI FAE N EG R FRER K& OV 11 A [E PN g AR 5Bk

HARN ET BE 25 E U TAFI OB & & ONERFH &2 a2 5 VI AERRRER R OV 1T
FREGRRER 2 5206 L7z, ZORR, BFAEHREITX 1.0 mgANRYTHL Z LA EIE LT, 52 @
(27 AR OMRe e SR, RS E EEPENICHERE S, ZeMEORBE RO b
Mol

1.5.2.52.3.1 KRN654/06-A03 #XBR

Z OFEVIFRIEE ML ek 6 H &M CIIEARNETEE 2601255 & L TAAZ KRS L.
TF 7L REOCHEY (BCH24426 K Of RL603) DIRWERENF DN AA| DA $hE & 224t 2 f
L 20l 2l B AENTER L, AR 52 B L L, 8O
BRaA I EFEHMEAR (0.5 mg/H % 438H., 0% 1 mg/H % 4EM) (X 44 BRI OHERH &7Fm
M (BEZEICHEZRE) 28%E L, BROER, 05 mgl A 1 RZ2XKERSGSLTHLT T
7 LU R, BCH24426 XX RL603 OIEMENREIZH] & 0 R BT b dvo o, 61T, HAR
N ET 412 0.5 mg/H % 4 BBk S L CHIM/MUEUCEERANCEWR O & 5 BT 0> T2,
KFOMEZ 1 mg/HIHET S & 1B f M AN LT, 82 L oo
Flz ke 5395 2 & T 1 AFEMIZOTZ 0l AR < MiRs v, g5 o B MR EE 2R
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X 75% CTh-o7= (M5.3.52.3),

1.5.2.5.2.3.2 KRN654/07-A04 7 BR

Z O ISk TIZA AN ET B8 12 2 x4 & L TAKIZRHEE L, 28K
HMEERE Lz, = ORBRIE KRN654/06-A03 EROfkseE: & L < 20} Il ~20ll=l
2 HAREN TN L72, KRN654/06-A03 RER A 5E T L7I2#BRF ST L, 2647 L7 B ol
BCT 7V oG Z#k L, A0WMEEEFE B IXi/ MO RX—RF A b DAL
B L L72 (KRN654/06-A03 #5R D BAGARIKEE TO M/ IMIE ) & D2 L8 L EF) . ABRORE R,
HARNBE BT DARBOANEDR R S, &E 2 FERICHTZ 0 /MK 60x10° /ul (ZHERF
ENT-, Bk U THEBRE D 91.7%755, 104 W[ O F 5B o o> & 2 W s T IMRE Y 60x10° /uL
AW LT, KRN654/06-A03 55RO OffkfEaER Td 5 KRN654/07-A04 3R 218 U T
IR GV RBL LA EH I T RN TRE UIFEETH Y . ARG HIkIC
Eo-BIWERIZ 2272 (M5.3.5.2.4),

R (20'%')% . H)
% A FE A L

A DS 2RI,

1.5252.4

BhENnH -7,

zeld @2 Gl [Eh
FH R & F2hE L.
.*B?% iTo77,

ol
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FHIR 1T > 72,

Sohiz,

| |
1:

I - 717

Y - > 117

| |
| E—

>
Am

(EI5V g

XY g

g 1 = 7% > 7.
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1.5.2.5.2.7 5 I AHE PN G PR 3R Bk

%5 111 #H SPD422-308 #XER 1T, AiTAHE O B HEINHI AN RIS IR & 72 - T2 BE Z X5 E i L,
B IRPGR E UCARAIZ B G L=, SPD422-308 iR A & T L7213, SPD422-309 RERICHK
ITLCT 27 LU FO®E AT %, SPD422-309 ABRIZERIEF M T TH v | AFRH SR
WA — & 4+ 5,

1.5.2.52.7.1 SPD422-308 &A%k

Z O U FHIEFERABR TIL. AR O EREIHIANC RIS AIARMAE & /2o 72 HARN ET B3 53
Blaxtg e UCARAIZBG- U, /MR, BEMER L2 e Lz, (M5.3.5.2.1), AR
BTy v A 7 —FEZ K 5T 2010 4 10 A~2012 4F 10 A5 S 7z, ARERTlX WHO H¥EI
- T ET L2Wr&i., WEIERINHIRIEIC X D2EEER SV . e mrEERO Y 270
E EHT SRR IS G LT, EERHMIIE B MR S B L L, BRI
HBRAG 3 » A% LI 4 B LA L ORI % 38\ 7 kB o i/ MRS 8 LT 60x10° /ul A1
MR ESNTBEORIG L ER LTc, ZOREE, /MBI EEDS & ROGEIHEZ 72 L 72 8203 1%
67.9%ToH V. D 3 5 AL EOEE T/ MO ROSHERREZ 7= U, UG 2 MERF L 7= 8
oo it 247.5 A ChH o7 ALK 2 mg/ HO—EAETHHTHY | &E 1 FEfE TR
I IS 60x10* /uL AR HERE S 72, ET BEICIRIT D AH O ZEMEIT —ICBIF Th - 72,
AEROFER, HARAARREM /MR IEBFE CORKNOGERFR T v 7 7 A WIFISE N ET BE &
WREEECThH o7, PRLZEBY —HMoRHEH (B L) OFRBERITARANEMD I35
Molz, BARNEBFIZBO CRIEARBSRICREFEIE IR ST, BWEHOREIZLE
LWRIRFZE L b 72 o T2,

1.5.2.5.2.7.2 SPD422-309 ki

Z O b FHIEE Mkl A AN ET BEZXIRE L TARAZ EMELE L, ZREELOE D)
MERHTHZ 2B E LTEESE/T THD (M53.5.2.2), SPD422-308 ik #i < kiR
Toh s (2010 4F 10 HIZBAG), SPD422-308 sBR A #& T L 7o BRE D RATRIRE T U | i/ MiER
Z 60x10* /uL R, FRARAYIZIT 15~40x10* /uL OFFAIZ D - MEF T X 5 RARA L &
(SPD422-308 SR T &) CT7 7 VU FOE LT 5, HRAHTIZIZ SPD422-308 7R IC
MUz 53 Bl _RCOT—FEED, ARBROFEEHOIIAK O R L EMEEFIT25 2 &
Thol, ERZ LB T H SPD422-308 7kl Jz OF SPD422-309 iRk 4 Aot 7= £ G- W 13 5
K28 s AMITH D, RBOMER, ET BEICBWTAANTIHN 2 mg HO—EHETHENTHY |
SRR /BRI E: 60x10* /L AT IS HERF S U7z, BB 53 B NI HHFRMN 1L ERBL LT,
FWHREN RO E»-TZRIERITE M (25RO 49.1%), 98 (43.4%). BE (34.0%). T
(22.6%) K OSKRIEMEIZIE (22.6%) Tdh o7z, Aat 10 61 (18.9%) (ZIEBRFEER G- H1ELICE 2 FIlfE
FDFEEL LT, &R T, #8RE O 32.1%ICEEZRRITERA DS 28 581 L 7o, BB H O3 L fFill%
o,

HAA ET 312350 CRIVER R BRI R BB 385 ST, BIER ORFIC S L
fbbnotz, BFMIC, AFIOBEMEZ -BRICEGTH Y, e T 1 7 7 A L B IEAPER
HCHDCHSL LTe e T a7y A v e —H LTz,
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1.52.53 EWERHEHBIZHWALERT —H /Ny r—
LV N O MR A L2 b D b &, AR O&R A FEE R 2T 2 BRRBRO— &4
U3,

ENAZRH B ORER T — X 3 7 —21% 5 SO ENEERZRER & 26 O/ EERRER) D725,
P& RN 5 S OENEKRRER & 11 OWAERRER S 720 . 55 111 AH SPD422-308 55R 72N £ R
HZVIREBRTH D, iHIEEEID 5 B SPD-422-403 7Bk M Y SPD-422-309 ikBRIZIRAEFEN i CTdH 5,

<>
= P NG
RRORS S A R FIik - A 5 5
ik
Bl I AGR-1-01-J fEEEGER | BiE2efl | 7T | H—F& (0.5, 1, 2mg) | HlA
I/Il | KRN654/06-A03 | Bl | B 124 | i€ | AEFEHE : 05mg | 5238
HNz k3 7 H% 4 BRI E
TR D 0.5mgl A 2[a% 43/,
72VNVET MERE R BETAGEAT
B 60x10* /uL A 0> H 42 ifi.
RIS D XD 0.5
~6mg/H OB CTHE
T % 44 FRE
I KRN654/07-A04 | HRENH | FAc1241° | 348 | 60x10*/uL Ao HAZ1 | 104 3 LL
Vel IR 7 INREZET D L O A e
1R D A (RK 10mg/H)
72V ET
BE
il SPD422-308 HHEIE | B 53l | MY | 05mgl H2EINGHEE | 12 2 A
FIZ L5 7 L. 60x10*/uL it B
TRIEICAR M /MRS ET D K
IS A 5 HEFAHE (RK 10 mg/
A 72 ET A)
B
lllb | SPD422-309 BREIE] | B4l B | 32N | 60x10%/uL AR A= | &R 28
ks | ¥ + IECET SO | A
TR T (RK 10mg/H)
I =N
%% 72 ET
B
s+ I SPD422-IV-101 | fsegkBr | S50 18 5] | %4 Y |3 oM —ME (7 | BHE
& El LY Flmg, U757V
»10mg, 77 VU R
ImgtINLT757 v
10 mg DHFA)
SPD422-1V-102 | gkt | BHE 156 | 4% | 3fMoOBE—HZ (7F 7 | HE
= kR LY Rlmg, Vax v
0.5mg, 77 LUK
Img &¥ax v
0.5 mg OFFH)
SPD422-103 fREERE R | fEEREsR | XY | B-ARE (Img) HA[H]
#H, BE | HHBLw0 | T
ERERERE | B EER
EdE HERE R
BE B
10 {1
SPD422-104 EREHR | qepeaksr | 24YE | H—A& (Img) HA[H]
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F.ME | FEH&k0 | T
FENFHgRE | B, PR
PR | THRERE
ERFE
%10
SPD422-107 R | B 186 | MY | 3HoOHE-HE (77 | HE
= = LY Rlmg, 7TAEY
900mg, 77 LU R
Img L7 AEY >
900 mg D HFH)
SPD422-109 WEREEER | B350 | MY | HHE (Img 2 A% K | HE
* 7 OVZEERE)
SPD422-110 s | B2 | 77 | #1E4 RS (77 | 4 BRES
# N LY Rlmg, 7AEY | 4[n]
»75mg, 77 VYR
Img b 7AEY v 75mg
DHER)
SPD422-111 TSR | Biceo Bl | BT | 4FEOH R (77 | HElx4
* Za¥x | LY R05mg, 7L
P | YU R25mg, EF T T
7% | FHL L 400mg, ST E
II SPD422-202 BRI | 7T~14 0 | %4 E | 05~2mgHNBEBL |34 A
MR | Bl | &R 10mg/H £ CTHE
%‘ TN
16~86 5%
DHEI 18
]
SPD422-203 ET BE | 22~50m% | %% | 727 LvU Fo@# 1B | 1H GE
DHE& 12 ) HE% 1 H 206, FaE7% | WEhEH
il (R B e b @< | SifB)
65 meLh b B (5] 8 /1K 8 IKF)
DHE# 12
]
IlIb | SPD422-403 BRmE | T ke | 771U K0S5mgl H | &E34
ANz Xk b U KRB | VIR 2EXIEe ReXxUfRrE
TR | 76 4 ° e 1000 mg/ H 2> HEEA L,
2VNVET [SN=Es AT /i S
Jisey VIRFE B (40x10* /uL K3m5) (27
4 70 {5 ° 3% & THEFIE

* JE1T 0> SPD422-308 FER D> D 41 B SPD422-309 FRERICEEAT L CT 7 L U RadE 28 » H Mfkel Lz, BiE
FEhi > SPD422-309 FRER DT — X fEHTICIL, SPD422-308 3k & SPD422-309 #ER D 5 %38 L C 53 Bl F-_TD
T—ENY NETETOT 252505,
b — 4 A > b, SPD422-309 iABR, SPD422-403 7B & (X SPD422-401 #ABRITHLE FE N,
¢ zoxpuryrrokEs (R <o <0l RE chiesnre,

ET: AHEME (L MR L

< EEL>
FBR O FiKH A MR SR
fH 1 1772 1773 1774
13970-103 13970-107A 13970-106

1775 1776 1777

11 700-012 700-014 -

11T 700-999 13970-301 -

v SPD422-401 SPD422-702 -
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153  FBEROFRE
PR BRSO R OF Btk

HAN ET #2512 fc k= 2 SR RIAH 2 ¢ 5 L7 BRIRRRBR T ET I RIC IS 1T D AR O HEN
RENT, T RTORER TAF DM/ IMRIED BRI R ST,

. SPD422-308 ik CTl. BIERO B BEMHIFNC RIS ST R & 72> 7= BARN ET #R#E
BWTHEMEOZ T AN E LT, &I E LT, YikBREEM D 67.9% CR5-B
B3 9 A% LI 4 TR LL_E O RIRE % 30 7= SRIBE I o0 i/ A e LT 60x10° /L AT 12
HERF ST,

o BIfEHENEH ¢ SPD422-309 FER CTlX, RAEROEBEIHIFICAIS XX AR & o7 HRAN
ET #5136\ Tl IMEEL 2K < HERF T~ 2 AAN O R O A DR 4, ARHZ FEHK
2mg/HDO—EMETEET 2 2 LICX R 2 FE/ICh 0 F M/ MR ERE 60x10* /uL A
I HERE S T,

o AFAADZEMETMRICEGF TH - T, B BEPPFHEICRICSUI RN & 72> T2 HARN ET #
BRI B W TRIVE I O JEBLRISRERF RS IMEA I TRE D S 9 BITE ORHIC & & LWnAqk
IO bR T,

. HA N ET #8885 CRIMOIENREN-T- 2 L 2 RTIE. AFOFEES a7 7 A Vi
IE NS CTH oS LT et T e 7 s A v e —E LT,

AFR I —IBPFEICARIE UIARME & 72 o 72 ET BEIHEIS TE ARIEN 2N &, KOT
TV RORELTAIEL L. LT L2t m 7 r A VEEE L, AFITENO ET ik
WROFFAH D72/ CHERER L L 72D LEZXBND,

PLEDORER K ORSRmICHED & LU ORE « DR L OHE - & Z b - TARAI ORGSR TEKGEH
mEITOZEE L,

RhHE + B A REME I/ N ILE

DO VEFEIEIC RIS O . ATHEAN U 7= M/ MREE DM O VEFEEIZ L 0 7%
LU E T L7gnE U A 7 OARREM: I/ MR IIJE B8 12 35 v T i
IINRE AR S5 BTG T 5,

ZhHE + AR B

B EORE B ) A OABEMEI MR SRS & 1%, kO —oPL LIC T 5% Th

%,
RS 60 A AT D, U,
I/ NEAS 100x10* /ul 2B 2 TW 5, XU,
e SR OBEN & 5
W, mE 2SR ANRFORBHREIZ I mgH THY, Tz 2[H
FUE - B F%HT@@<&%1E%@:&%%%¢60%%@%%ﬁ®fﬂ@1

HFIZH 0.5 mg/H 282 TER LT, EMET 10 mg/H X 1 =
25mg R RN &
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AGRYLIN®
(anagrelide hydrochloride)
Capsules
Rx only

DESCRIPTION

Name: AGRYLIN® (anagrelide hydrochloride)

Dosage Form: 0.5 mg capsules for oral administration

Active Ingredient: AGRYLIN® Capsules contain 0.5 mg of anagrelide base (as anagrelide
hydrochloride).

Inactive Ingredients: Anhydrous Lactose NF, Crospovidone NF, Lactose Monohydrate NF,
Magnesium stearate NF, Microcrystalline cellulose NF, Povidone USP.

Pharmacological Classification: Platelet-reducing agent.

Chemical Name: 6,7-dichloro-1,5-dihydroimidazo[2,1-b]quinazolin-2(3H)-one
monohydrochloride monohydrate.

Molecular formula: C1H;CI;N30*HCI*H,0

Molecular weight: 310.55

Structural formula:

Appearance: Off-white powder

Solubility:  Water...................ooooeen Very slightly soluble
Dimethyl Sulfoxide............ Sparingly soluble
Dimethylformamide............ Sparingly soluble

CLINICAL PHARMACOLOGY

The mechanism by which anagrelide reduces blood platelet count is still under investigation.
Studies in patients support a hypothesis of dose-related reduction in platelet production resulting
from a decrease in megakaryocyte hypermaturation. In blood withdrawn from normal volunteers
treated with anagrelide, a disruption was found in the postmitotic phase of megakaryocyte
development and a reduction in megakaryocyte size and ploidy. At therapeutic doses, anagrelide
does not produce significant changes in white cell counts or coagulation parameters, and may
have a small, but clinically insignificant effect on red cell parameters. Anagrelide inhibits cyclic
AMP phosphodiesterase I11 (PDEIII). PDEIII inhibitors can also inhibit platelet

aggregation. However, significant inhibition of platelet aggregation is observed only at doses of
anagrelide higher than those required to reduce platelet count.

Effects on Heart Rate and QTc Interval

The effect of anagrelide dose (0.5 mg and 2.5 mg single doses) on the heart rate and QTc interval
prolongation potential was evaluated in a double-blind, randomized, placebo- and active-
controlled, cross-over study in 60 healthy adult men and women.




A dose-related increase in heart rate was observed, with the maximum increase occurring around
the time of maximal drug concentration (0.5 — 4 hours). The maximum change in mean heart rate
occurred at 2 hours after administration and was +7.8 beats per minute (bpm) for 0.5 mg and
+29.1 bpm for 2.5 mg.

Dose-related increase in mean QTc was observed. The maximum mean (95% upper confidence
bound) change in QTcl (individual subject correction) from placebo after baseline-correction
was 7.0 (9.8) ms and 13.0 (15.7) ms following anagrelide doses of 0.5 mg and 2.5 mg,
respectively.

Pharmacokinetics

Following oral administration of **C-anagrelide in people, more than 70% of radioactivity was
recovered in urine. Based on limited data, there appears to be a trend toward dose linearity
between doses of 0.5 mg and 2.0 mg. At fasting and at a dose of 0.5 mg of anagrelide, the plasma
half-life is 1.3 hours. The available plasma concentration time data at steady state in patients
showed that anagrelide does not accumulate in plasma after repeated administration.

Two major metabolites have been identified (RL603 and 3-hydroxy anagrelide).

There were no apparent differences between patient groups (pediatric versus adult patients) for
tmax @and ty/, for anagrelide, 3-hydroxy anagrelide, or RL603.

Pharmacokinetic data obtained from healthy volunteers comparing the pharmacokinetics of
anagrelide in the fed and fasted states showed that administration of a 1 mg dose of anagrelide
with food decreased the Cnax by 14%, but increased the AUC by 20%.

Pharmacokinetic (PK) data from pediatric (age range 7-14 years) and adult (age range 16-86
years) patients with thrombocythemia secondary to a myeloproliferative disorder (MPD),
indicate that dose- and body weight-normalized exposure, Crmax and AUC,, of anagrelide were
lower in the pediatric patients compared to the adult patients (Cyax 48%, AUC, 55%).

Pharmacokinetic data from fasting elderly patients with ET (age range 65-75 years) compared to
fasting adult patients (age range 22-50 years) indicate that the Cr,ax and AUC of anagrelide were
36% and 61% higher respectively in elderly patients, but that the Cr.x and AUC of the active
metabolite, 3-hydroxy anagrelide, were 42% and 37% lower respectively in the elderly patients.

A pharmacokinetic study at a single dose of 1 mg anagrelide in subjects with severe renal
impairment (creatinine clearance <30ml/min) showed no significant effects on the
pharmacokinetics of anagrelide.

A pharmacokinetic study at a single dose of 1 mg anagrelide in subjects with moderate hepatic
impairment showed an 8-fold increase in total exposure (AUC) to anagrelide.

CLINICAL STUDIES



A total of 942 patients with myeloproliferative disorders including 551 patients with Essential
Thrombocythemia (ET), 117 patients with Polycythemia Vera (PV), 178 patients with Chronic
Myelogenous Leukemia (CML), and 96 patients with other myeloproliferative disorders
(OMPD), were treated with anagrelide in three clinical trials. Patients with OMPD included 87
patients who had Myeloid Metaplasia with Myelofibrosis (MMM), and 9 patients who had
unknown myeloproliferative disorders.

Clinical Studies
Patients with ET, PV, CML, or MMM were diagnosed based on the following criteria:

ET:

* Platelet count > 900,000/uL on two determinations

* Profound megakaryocytic hyperplasia in bone marrow

* Absence of Philadelphia chromosome

* Normal red cell mass

* Normal serum iron and ferritin and normal marrow iron stores

CML:

* Persistent granulocyte count > 50,000/uL without evidence of infection

* Absolute basophil count > 100/uL

* Evidence for hyperplasia of the granulocytic line in the bone marrow

* Philadelphia chromosome is present

* Leukocyte alkaline phosphatase < lower limit of the laboratory normal range

PV

* Al Increased red cell mass

* A2 Normal arterial oxygen saturation

* A3 Splenomegaly

* B1 Platelet count > 400,000/uL, in absence of iron deficiency or bleeding

* B2 Leukocytosis (> 12,000/uL, in the absence of infection)

* B3 Elevated leukocyte alkaline phosphatase

* B4 Elevated serum By

"Diagnosis positive if A1, A2, and A3 present; or, if no splenomegaly, diagnosis is positive if Al
and A2 are present with any two of B1, B2, or B3.

MMM:

* Myelofibrotic (hypocellular, fibrotic) bone marrow

* Prominent megakaryocytic metaplasia in bone marrow
* Splenomegaly

* Moderate to severe normo-chromic normocytic anemia
» White cell count may be variable; (80,000-100,000/pL)
* Increased platelet count

* Variable red cell mass; teardrop poikilocytes

* Normal to high leukocyte alkaline phosphatase

* Absence of Philadelphia chromosome



Patients were enrolled in clinical trials if their platelet count was > 900,000/uL on two occasions
or > 650,000/uL on two occasions with documentation of symptoms associated with
thrombocythemia. The mean duration of anagrelide therapy for ET, PV, CML, and OMPD
patients was 65, 67, 40, and 44 weeks, respectively; 23% of patients received treatment for 2
years. Patients were treated with anagrelide starting at doses of 0.5-2.0 mg every 6 hours. The
dose was increased if the platelet count was still high, but to no more than 12 mg each day.
Efficacy was defined as reduction of platelet count to or near physiologic levels (150,000-
400,000/uL). The criteria for defining subjects as “responders” were reduction in platelets for at
least 4 weeks to <600,000/uL, or by at least 50% from baseline value. Subjects treated for less
than 4 weeks were not considered evaluable. The results are depicted graphically below:
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*Nine hundred and forty-two subjects with myeloproliferative disorders were enrolled in three
research studies. Of these, 923 had platelet counts over the duration of the studies.

AGRYLIN® was effective in phlebotomized patients as well as in patients treated with other
concomitant therapies including hydroxyurea, aspirin, interferon, radioactive phosphorus, and
alkylating agents.

INDICATIONS AND USAGE

AGRYLIN® Capsules are indicated for the treatment of patients with thrombocythemia,
secondary to myeloproliferative disorders, to reduce the elevated platelet count and the risk of
thrombosis and to ameliorate associated symptoms including thrombo-hemorrhagic events (see
CLINICAL STUDIES, DOSAGE AND ADMINISTRATION).

CONTRAINDICATIONS

Anagrelide is contraindicated in patients with severe hepatic impairment. Exposure to anagrelide
is increased 8-fold in patients with moderate hepatic impairment (see CLINICAL
PHARMACOLOGY). Use of anagrelide in patients with severe hepatic impairment has not
been studied (see also WARNINGS: Hepatic).

WARNINGS

Cardiovascular

Torsades de pointes and ventricular tachycardia have been reported with anagrelide treatment.
Obtain a pre-treatment cardiovascular examination, including an ECG in all patients. During

treatment with Agrylin, monitor patients for cardiovascular effects and evaluate as necessary.

Anagrelide increases the QTc interval of the electrocardiogram and increases the heart rate in
healthy volunteers (see CLINICAL PHARMACOLOGY). Anagrelide should not be used in
patients with known risk factors for QT interval prolongation, such as congenital long QT
syndrome, a known history of acquired QTc prolongation, medicinal products that can prolong
QTc interval and hypokalemia.

In patients with heart failure, bradyarrhythmias, or electrolyte abnormalities, consider periodic
monitoring with electrocardiograms (see CLINICAL PHARMACOLOGY and
PRECAUTIONS, Laboratory Tests).

Anagrelide is a phosphodiesterase 3 (PDE3) inhibitor and may cause vasodilation, tachycardia,
palpitations, and congestive heart failure. Other drugs that inhibit PDE3 have caused decreased
survival when compared with placebo in patients with Class I11-1V congestive heart failure.

In patients with cardiac disease, use Agrylin only when the benefits outweigh the risks.



Hepatic
Exposure to anagrelide is increased 8-fold in patients with moderate hepatic impairment (see

CLINICAL PHARMACOLOGY). Use of anagrelide in patients with severe hepatic
impairment has not been studied. The potential risks and benefits of anagrelide therapy in a
patient with mild and moderate impairment of hepatic function should be assessed before
treatment is commenced. In patients with moderate hepatic impairment, dose reduction is
required and patients should be carefully monitored for QTc prolongation and other
cardiovascular effects (see DOSAGE AND ADMINISTRATION for specific dosing
recommendations).

Interstitial Lung Diseases

Interstitial lung diseases (including allergic alveolitis, eosinophilic pneumonia and interstitial
pneumonitis) have been reported to be associated with the use of anagrelide in post-marketing
reports. Most cases presented with progressive dyspnea with lung infiltrations. The time of onset
ranged from 1 week to several years after initiating anagrelide. In most cases, the symptoms
improved after discontinuation of anagrelide (See ADVERSE REACTIONS).

PRECAUTIONS

Bleeding: Use of concomitant anagrelide and aspirin increased major hemorrhagic events in a
postmarketing study. Assess the potential risks and benefits for concomitant use of anagrelide
with aspirin, particularly in patients with a high risk profile for hemorrhage.

Laboratory Tests: Anagrelide therapy requires close clinical supervision of the patient and
laboratory monitoring, including complete blood count (hemoglobin, white blood cell, and
platelet counts), assessment of renal function (serum creatinine, BUN) and electrolytes
(potassium, magnesium, and calcium). Since cases of clinically significant hepatotoxicity
(including symptomatic ALT and AST elevations and elevations greater than three times the
ULN) have been reported in post-marketing surveillance, measure liver enzymes (ALT, AST)
before initiating anagrelide treatment and during therapy.

Hypotension: In 9 subjects receiving a single 5 mg dose of anagrelide, standing blood pressure
fell an average of 22/15 mm Hg, usually accompanied by dizziness. Only minimal changes in
blood pressure were observed following a dose of 2 mg.

Cessation of AGRYLIN® Treatment: In general, interruption of anagrelide treatment is
followed by an increase in platelet count. After sudden stoppage of anagrelide therapy, the
increase in platelet count can be observed within four days.

Drug Interactions: Limited PK and/or PD studies investigating possible interactions between
anagrelide and other medicinal products have been conducted. In vivo interaction studies in
humans have demonstrated that digoxin and warfarin do not affect the PK properties of
anagrelide, nor does anagrelide affect the PK properties of digoxin or warfarin.



In two clinical interaction studies in healthy subjects, co-administration of single-dose anagrelide
1mg and aspirin 900mg or repeat-dose anagrelide 1mg once daily and aspirin 75mg once daily
showed greater ex vivo anti-platelet aggregation effects than administration of aspirin alone. Co-
administered anagrelide 1mg and aspirin 900mg single-doses had no effect on bleeding time,
prothrombin time (PT) or activated partial thromboplastin time (aPTT).

Analyses of an ongoing observational study in patients with ET suggest the rate of major
hemorrhagic events (MHEs) in patients treated with anagrelide is higher than in those subjects
treated with another cytoreductive treatment. The majority of the major hemorrhagic events
occurred in patients who were also receiving concomitant anti-aggregatory treatment (primarily,
aspirin). Therefore, the potential risks of the concomitant use of anagrelide with aspirin should
be assessed, particularly in patients with a high risk profile for hemorrhage, before treatment is
initiated.

Drug interaction studies have not been conducted with the other common medications used
concomitantly with anagrelide in clinical trials which were acetaminophen, furosemide, iron,
ranitidine, hydroxyurea, and allopurinol.

Anagrelide is metabolized at least in part by CYP1A2. It is known that CYP1AZ2 is inhibited by
several medicinal products, including fluvoxamine, and such medicinal products could
theoretically adversely influence the clearance of anagrelide. Anagrelide demonstrates some
limited inhibitory activity towards CYP1A2 which may present a theoretical potential for
interaction with other co-administered medicinal products sharing that clearance mechanism e.g.
theophylline.

Anagrelide is an inhibitor of cyclic AMP PDE Illl. The effects of medicinal products with
similar properties such as inotropes milrinone, enoximone, amrinone, olprinone and cilostazol
may be exacerbated by anagrelide.

There is a single case report which suggests that sucralfate may interfere with anagrelide
absorption.

Food has no clinically significant effect on the bioavailability of anagrelide.

Carcinogenesis, Mutagenesis, Impairment of Fertility: In a two year rat carcinogenicity study
a higher incidence of uterine adenocarcinoma, relative to controls, was observed in females
receiving 30mg/kg/day (at least 174 times human AUC exposure after a 1mg twice daily dose).
Adrenal phaeochromocytomas were increased relative to controls in males receiving 3mg/kg/day
and above, and in females receiving 10mg/kg/day and above (at least 10 and 18 times
respectively human AUC exposure after a 1mg twice daily dose). Anagrelide hydrochloride was
not genotoxic in the Ames test, the mouse lymphoma cell (L5178Y, TK*") forward mutation test,
the human lymphocyte chromosome aberration test, or the mouse micronucleus test. Anagrelide
hydrochloride at oral doses up to 240 mg/kg/day (1,440 mg/m?/day, 195 times the recommended
maximum human dose based on body surface area) was found to have no effect on fertility and
reproductive performance of male rats. However, in female rats, at oral doses of 60 mg/kg/day



(360 mg/m?/day, 49 times the recommended maximum human dose based on body surface area)
or higher, it disrupted implantation when administered in early pregnancy and retarded or
blocked parturition when administered in late pregnancy.

Pregnancy: Pregnancy Category C.

(i) Teratogenic Effects

Teratology studies have been performed in pregnant rats at oral doses up to 900 mg/kg/day
(5,400 mg/m?/day, 730 times the recommended maximum human dose based on body surface
area) and in pregnant rabbits at oral doses up to 20 mg/kg/day (240 mg/m?/day, 32 times the
recommended maximum human dose based on body surface area) and have revealed no evidence
of impaired fertility or harm to the fetus due to anagrelide hydrochloride.

(ii) Nonteratogenic Effects

A fertility and reproductive performance study performed in female rats revealed that anagrelide
hydrochloride at oral doses of 60 mg/kg/day (360 mg/m?/day, 49 times the recommended
maximum human dose based on body surface area) or higher disrupted implantation and exerted
adverse effect on embryo/fetal survival.

A perinatal and postnatal study performed in female rats revealed that anagrelide hydrochloride
at oral doses of 60 mg/kg/day (360 mg/m?/day, 49 times the recommended maximum human
dose based on body surface area) or higher produced delay or blockage of parturition, deaths of
nondelivering pregnant dams and their fully developed fetuses, and increased mortality in the
pups born.

There are however, no adequate and well controlled studies with anagrelide hydrochloride in
pregnant women. Because animal reproduction studies are not always predictive of human
response, anagrelide hydrochloride should be used during pregnancy only if clearly needed.

Nonclinical toxicology: In the 2-year rat study, a significant increase in non-neoplastic lesions
was observed in anagrelide treated males and females in the adrenal (medullary hyperplasia),
heart (myocardial hypertrophy and chamber distension), kidney (hydronephrosis, tubular dilation
and urothelial hyperplasia) and bone (femur enostosis). Vascular effects were observed in tissues
of the pancreas (arteritis/periarteritis, intimal proliferation and medial hypertrophy), kidney
(arteritis/periarteritis, intimal proliferation and medial hypertrophy), sciatic nerve (vascular
mineralization), and testes (tubular atrophy and vascular infarct) in anagrelide treated males.

Five women became pregnant while on anagrelide treatment at doses of 1 to 4 mg/day.
Treatment was stopped as soon as it was realized that they were pregnant. All delivered normal,
healthy babies. There are no adequate and well-controlled studies in pregnant women.
Anagrelide hydrochloride should be used during pregnancy only if the potential benefit justifies
the potential risk to the fetus.

Anagrelide is not recommended in women who are or may become pregnant. If this drug is used
during pregnancy, or if the patient becomes pregnant while taking this drug, the patient should be



apprised of the potential harm to the fetus. Women of child-bearing potential should be
instructed that they must not be pregnant and that they should use contraception while taking
anagrelide. Anagrelide may cause fetal harm when administered to a pregnant woman.

Nursing Mothers: It is not known whether this drug is excreted in human milk. Because many
drugs are excreted in human milk and because of the potential for serious adverse reaction in
nursing infants from anagrelide hydrochloride, a decision should be made whether to discontinue
nursing or to discontinue the drug, taking into account the importance of the drug to the mother.

Pediatric Use: Myeloproliferative disorders are uncommon in pediatric patients and limited data
are available in this population. An open label safety and PK/PD study (see CLINICAL
PHARMACOLOGY) was conducted in 17 pediatric patients 7-14 years of age (8 patients 7-11
years of age and 9 patients 11-14 years of age, mean age of 11 years; 8 males and 9 females)
with thrombocythemia secondary to ET as compared to 18 adult patients (mean age of 63 years,
9 males and 9 females). Prior to entry on to the study, 16 of 17 pediatric patients and 13 of 18
adult patients had received anagrelide treatment for an average of 2 years. The median starting
total daily dose, determined by retrospective chart review, for pediatric and adult ET patients
who had received anagrelide prior to study entry was 1mg for each of the three age groups (7-11
and 11-14 year old patients and adults). The starting dose for 6 anagrelide-naive patients at
study entry was 0.5 mg once daily. At study completion, the median total daily maintenance
doses were similar across age groups, median of 1.75 mg for patients of 7-11 years of age, 2 mg
in patients 11-14 years of age, and 1.5 mg for adults.

The study evaluated the pharmacokinetic (PK) and pharmacodynamic (PD) profile of anagrelide,
including platelet counts (see CLINICAL PHARMACOLOGY).

The frequency of adverse events observed in pediatric patients was similar to adult patients. The
most common adverse events observed in pediatric patients were fever, epistaxis, headache, and
fatigue during a 3-months treatment of anagrelide in the study. Adverse events that had been
reported in these pediatric patients prior to the study and were considered to be related to
anagrelide treatment based on retrospective review were palpitations, headache, nausea,
vomiting, abdominal pain, back pain, anorexia, fatigue, and muscle cramps. Episodes of
increased pulse rate and decreased systolic or diastolic blood pressure beyond the normal ranges
in the absence of clinical symptoms were observed in some patients. Reported AEs were
consistent with the known pharmacological profile of anagrelide and the underlying disease.
There were no apparent trends or differences in the types of adverse events observed between the
pediatric patients compared with those of the adult patients. No overall difference in dosing and
safety were observed between pediatric and adult patients.

In another open-label study, anagrelide had been used successfully in 12 pediatric patients (age
range 6.8 to 17.4 years; 6 male and 6 female), including 8 patients with ET, 2 patients with CML,
1 patient with PV, and 1 patient with OMPD. Patients were started on therapy with 0.5 mg qgid up
to a maximum daily dose of 10 mg. The median duration of treatment was 18.1 months with a
range of 3.1 to 92 months. Three patients received treatment for greater than three years. Other



adverse events reported in spontaneous reports and literature reviews include anemia, cutaneous
photosensitivity and elevated leukocyte count.

Geriatric Use: Of the total number of subjects in clinical studies of AGRYLIN®, 42.1% were
65 years and over, while 14.9% were 75 years and over. No overall differences in safety or
effectiveness were observed between these subjects and younger subjects, and other reported
clinical experience has not identified differences in response between the elderly and younger
patients, but greater sensitivity of some older individuals cannot be ruled out.

ADVERSE REACTIONS

Analysis of the adverse events in a population consisting of 942 patients in 3 clinical studies
diagnosed with myeloproliferative diseases of varying etiology (ET: 551; PV: 117; OMPD: 274)
has shown that all disease groups have the same adverse event profile. While most reported
adverse events during anagrelide therapy have been mild in intensity and have decreased in
frequency with continued therapy, serious adverse events were reported in these patients. These
include the following: congestive heart failure, myocardial infarction, cardiomyopathy,
cardiomegaly, complete heart block, atrial fibrillation, cerebrovascular accident, pericarditis,
pericardial effusion, pleural effusion, pulmonary infiltrates, pulmonary fibrosis, pulmonary
hypertension, pancreatitis, gastric/duodenal ulceration, and seizure.

Of the 942 patients treated with anagrelide for a mean duration of approximately 65 weeks, 161
(17%) were discontinued from the study because of adverse events or abnormal laboratory test
results. The most common adverse events for treatment discontinuation were headache, diarrhea,
edema, palpitations, and abdominal pain. Overall, the occurrence rate of all adverse events was
17.9 per 1,000 treatment days. The occurrence rate of adverse events increased at higher dosages
of anagrelide.

The most frequently reported adverse reactions to anagrelide (in 5% or greater of 942 patients
with myeloproliferative disease) in clinical trials were:

Headache.......cccccccovvecvveneennns 43.5%
Palpitations..........ccccceevvevinnnnn. 26.1%
Diarrhea.......ocovvvveeeeeceeeeenins 25.7%
Asthenia ..o, 23.1%
Edema, other..........coocvvevnneen, 20.6%
NaUSEA........cevevevriiceeie e, 17.1%
Abdominal Pain .................... 16.4%
DizZZINESS......cooveveeeieiiiieeeee e 15.4%
Pain, other .......ccooevvvvieeieinn, 15.0%
Dyspnea.........cccvvveeiieeninnnnn 11.9%
Flatulence......cooccocovvvcvveneennns 10.2%
Vomiting ....ccoevvvvveeiieieeeien, 9.7%

FEVEr v, 8.9%

Peripheral Edema................... 8.5%
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Rash, including urticaria......... 8.3%

Chest Pain ......ccccceevvevieeeeennns 7.8%
ANOIEXIA.....cccvvieirieireeiieeinnen 7.7%
Tachycardia.........ccocovrveinnene 7.5%
Pharyngitis .......ccccooverinennenn 6.8%
MalaiSe......covveeeeeieeiee e 6.4%
Cough....coviiiiii 6.3%
Paresthesia........c..cccoeeveereennns 5.9%
Back Pain.......ccooeevvvvviieeiinnn, 5.9%
Pruritus.......oooovveeeeeieeeieeeeiis 5.5%
DySpPepSia......ccovvevererinennienn 5.2%

Adverse events with an incidence of 1% to < 5% included:

Body as a Whole System: Flu symptoms, chills, photosensitivity.

Cardiovascular System: Arrhythmia, hemorrhage, hypertension, cardiovascular disease, angina
pectoris, heart failure, postural hypotension, thrombosis, vasodilatation, migraine, syncope.
Digestive System: Constipation, Gl distress, Gl hemorrhage, gastritis, melena, aphthous
stomatitis, eructation.

Hemic & Lymphatic System: Anemia, thrombocytopenia, ecchymosis, lymphadenopathy.
Platelet counts below 100,000/uL occurred in 84 patients (ET: 35; PV: 9; OMPD: 40), reduction
below 50,000/pL occurred in 44 patients (ET: 7; PV: 6; OMPD: 31) while on anagrelide therapy.
Thrombocytopenia promptly recovered upon discontinuation of anagrelide.

Hepatic System: Elevated liver enzymes were observed in 3 patients (ET: 2; OMPD: 1) during
anagrelide therapy.

Musculoskeletal System: Arthralgia, myalgia, leg cramps.

Nervous System: Depression, somnolence, confusion, insomnia, nervousness, amnesia.
Nutritional Disorders: Dehydration.

Respiratory System: Rhinitis, epistaxis, respiratory disease, sinusitis, pneumonia, bronchitis,
asthma.

Skin and Appendages System: Skin disease, alopecia.

Special Senses: Amblyopia, abnormal vision, tinnitus, visual field abnormality, diplopia.
Urogenital System: Dysuria, hematuria.

Renal abnormalities occurred in 15 patients (ET: 10; PV: 4; OMPD: 1). Six ET, 4 PV and 1 with
OMPD experienced renal failure (approximately 1%) while on anagrelide treatment; in 4 cases,
the renal failure was considered to be possibly related to anagrelide treatment. The remaining 11
were found to have pre-existing renal impairment. Doses ranged from 1.5-6.0 mg/day, with
exposure periods of 2 to 12 months. No dose adjustment was required because of renal
insufficiency.

The adverse event profile for patients in three clinical trials on anagrelide therapy (in 5% or
greater of 942 patients with myeloproliferative diseases) is shown in the following bar graph:
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Postmarketing Reports

Cases of torsades de pointes, ventricular tachycardia, interstitial lung diseases (including allergic
alveolitis, eosinophilic pneumonia and interstitial pneumonitis), tubulointerstitial nephritis and
clinically significant hepatotoxicity have been reported (See WARNINGS, Cardiovascular,
Interstitial Lung Diseases and PRECAUTIONS, Laboratory Tests).

OVERDOSAGE

Acute Toxicity and Symptoms

Single oral doses of anagrelide hydrochloride at 2,500, 1,500 and 200 mg/kg in mice, rats and
monkeys, respectively, were not lethal. Symptoms of acute toxicity were: decreased motor
activity in mice and rats and softened stools and decreased appetite in monkeys.
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There have been postmarketing case reports of intentional overdose with anagrelide
hydrochloride. Reported symptoms include sinus tachycardia and vomiting. Symptoms resolved
with conservative management. Platelet reduction from anagrelide therapy is dose-related;
therefore, thrombocytopenia, which can potentially cause bleeding, is expected from overdosage.
Should overdosage occur, cardiac and central nervous system toxicity can also be expected.

Management and Treatment

In case of overdosage, close clinical supervision of the patient is required; this especially
includes monitoring of the platelet count for thrombocytopenia. Dosage should be decreased or
stopped, as appropriate, until the platelet count returns to within the normal range.

DOSAGE AND ADMINISTRATION

Treatment with AGRY LIN® Capsules should be initiated under close medical supervision. The
recommended starting dosage of AGRYLIN® for adult patients is 0.5 mg qid or 1 mg bid (2
capsules of 0.5 mg twice a day), which should be maintained for at least one week. Starting
doses in pediatric patients have ranged from 0.5 mg per day to 0.5 mg qid. As there are limited
data on the appropriate starting dose for pediatric patients, an initial dose of 0.5 mg per day is
recommended. In both adult and pediatric patients, dosage should then be adjusted to the lowest
effective dosage required to reduce and maintain platelet count below 600,000/pL, and ideally to
the normal range. The dosage should be increased by not more than 0.5 mg/day in any one week.
Maintenance dosing is not expected to be different between adult and pediatric patients. Dosage
should not exceed 10 mg/day or 2.5 mg in a single dose (see PRECAUTIONS).

There are no special requirements for dosing the geriatric population.

It is recommended that patients with moderate hepatic impairment start anagrelide therapy at a
dose of 0.5 mg/day and be maintained for a minimum of one week with careful monitoring of
cardiovascular effects. The dosage increment must not exceed more than 0.5 mg/day in any one-
week. The potential risks and benefits of anagrelide therapy in a patient with mild or moderate
impairment of hepatic function should be assessed before treatment is commenced. Use of
anagrelide in patients with severe hepatic impairment has not been studied. Use of anagrelide in
patients with severe hepatic impairment is contraindicated (see CONTRAINDICATIONS).

To monitor the effect of anagrelide and prevent the occurrence of thrombocytopenia, platelet
counts should be performed every two days during the first week of treatment and at least weekly
thereafter until the maintenance dosage is reached.

Typically, platelet count begins to respond within 7 to 14 days at the proper dosage. The time to
complete response, defined as platelet count < 600,000/uL, ranged from 4 to 12 weeks. Most
patients will experience an adequate response at a dose of 1.5 to 3.0 mg/day. Patients with
known or suspected heart disease, renal insufficiency, or hepatic dysfunction should be
monitored closely.

HOW SUPPLIED
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AGRYLIN® is available as:

0.5 mg, opaque, white capsules imprinted 88 063” in black ink: NDC 54092-063-01 = hottle
of 100

Store at 25°C (77°F) excursions permitted to 15-30°C (59-86°F), [See USP Controlled Room
Temperature]. Store in a light resistant container.

Manufactured for Shire US Inc., 725 Chesterbrook Blvd., Wayne, PA 19087, USA
1-800-828-2088
© 2014 Shire US Inc.

Rev. 02/14

063 0117 020
Printed in USA
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Xagrid 0.5 mg hard capsules.

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each hard capsule contains 0.5 mg anagrelide (as anagrelide hydrochloride).

Excipient(s) with known effect:
Each hard capsule contains lactose monohydrate (53.7 mg) and anhydrous lactose (65.8 mg).

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Hard capsule.

An opaque white hard capsule imprinted with S 063.

4.  CLINICAL PARTICULARS
4.1 Therapeutic indications

Xagrid is indicated for the reduction of elevated platelet counts in at risk essential thrombocythaemia
(ET) patients who are intolerant to their current therapy or whose elevated platelet counts are not
reduced to an acceptable level by their current therapy.

An at risk patient

An at risk essential thrombocythaemia patient is defined by one or more of the following features:
o > 60 years of age or

e aplatelet count > 1000 x 10%!I or

o a history of thrombo-haemorrhagic events.

4.2 Posology and method of administration

Treatment with Xagrid should be initiated by a clinician with experience in the management of
essential thrombocythaemia.

The recommended starting dose of anagrelide is 1 mg/day, which should be administered orally in two
divided doses (0.5 mg/dose).

The starting dose should be maintained for at least one week. After one week the dose may be titrated,
on an individual basis, to achieve the lowest effective dose required to reduce and/or maintain a
platelet count below 600 x 10%1 and ideally at levels between 150 x 10%I and 400 x 10%I. The dose
increment must not exceed more than 0.5 mg/day in any one-week and the recommended maximum
single dose should not exceed 2.5 mg (see section 4.9). During clinical development doses of

10 mg/day have been used.



The effects of treatment with anagrelide must be monitored on a regular basis (see section 4.4). If the
starting dose is > 1 mg/day platelet counts should be performed every two days during the first week
of treatment and at least weekly thereafter until a stable maintenance dose is reached. Typically, a fall
in the platelet count will be observed within 14 to 21 days of starting treatment and in most patients an
adequate therapeutic response will be observed and maintained at a dose of 1 to 3 mg/day (for further
information on the clinical effects refer to section 5.1).

Older people

The observed pharmacokinetic differences between older and young patients with ET (see section 5.2)
do not warrant using a different starting regimen or different dose titration step to achieve an
individual patient-optimised anagrelide regimen.

During clinical development approximately 50% of the patients treated with anagrelide were over 60
years of age and no age specific alterations in dose were required in these patients. However, as
expected, patients in this age group had twice the incidence of serious adverse events (mainly cardiac).

Renal impairment

There are limited pharmacokinetic data for this patient population. The potential risks and benefits of
anagrelide therapy in a patient with impairment of renal function should be assessed before treatment
is commenced.

Hepatic impairment

There are limited pharmacokinetic data for this patient population. However, hepatic metabolism
represents the major route of drug clearance and liver function may therefore be expected to influence
this process. Therefore it is recommended that patients with moderate or severe hepatic impairment
are not treated with anagrelide. The potential risks and benefits of anagrelide therapy in a patient with
mild impairment of hepatic function should be assessed before treatment is commenced (see sections
4.3 and 4.4).

Paediatric population

The experience in children is limited; anagrelide should be used in this patient group with caution.
Currently available data are described in sections 5.1 and 5.2 but no recommendation on a posology
can be made.

4.3 Contraindications

Hypersensitivity to anagrelide or to any of the excipients listed in section 6.1.
Patients with moderate or severe hepatic impairment.
Patients with moderate or severe renal impairment (creatinine clearance < 50 ml/min).

4.4 Special warnings and precautions for use

Hepatic impairment

The potential risks and benefits of anagrelide therapy in a patient with mild impairment of hepatic
function should be assessed before treatment is commenced. It is not recommended in patients with
elevated transaminases (> 5 times the upper limit of normal) (see sections 4.2 and 4.3).

Renal impairment
The potential risks and benefits of anagrelide therapy in a patient with impairment of renal function
should be assessed before treatment is commenced (see sections 4.2 and 4.3).

Monitoring

Therapy requires close clinical supervision of the patient which will include a full blood count
(haemoglobin and white blood cell and platelet counts), assessment of liver function (ALT and AST),
renal function (serum creatinine and urea) and electrolytes (potassium, magnesium and calcium).

Platelets



The platelet count will increase within 4 days of stopping treatment with Xagrid capsules and will
return to pre-treatment levels within 10 to 14 days.

Cardiovascular
Serious cardiovascular adverse events including cases of torsade de pointes, ventricular tachycardia,
cardiomyopathy, cardiomegaly and congestive heart failure have been reported (see section 4.8).

Caution should be taken when using anagrelide in patients with known risk factors for prolongation of
the QT interval, such as congenital long QT syndrome, a known history of acquired QTc prolongation,
medicinal products that can prolong QTc interval and hypokalaemia.

Care should also be taken in populations that may have a higher maximum plasma concentration
(Crax) Of anagrelide or its active metabolite, 3-hydroxy-anagrelide, e.g. hepatic impairment or use with
CYP1AZ2 inhibitors (see section 4.5).

Close monitoring for an effect on the QTc interval is advisable.

A pre-treatment cardiovascular examination, including a baseline ECG and an echocardiography is
recommended prior to initiating therapy with anagrelide. Patients should be monitored during
treatment for evidence of cardiovascular effects that may require further cardiovascular examination
and investigation. Hypokalaemia or hypomagnesaemia must be corrected prior to anagrelide
administration and should be monitored periodically during therapy.

Anagrelide is an inhibitor of cyclic AMP phosphodiesterase 111 and because of its positive inotropic
and chronotropic effects, anagrelide should be used with caution in patients of any age with known or
suspected heart disease. Moreover, serious cardiovascular adverse events have also occurred in
patients without suspected heart disease and with normal pre-treatment cardiovascular examination.

Anagrelide should only be used if the potential benefits of therapy outweigh the potential risks.

Paediatric population
Limited data are available on the use of anagrelide in the paediatric population and anagrelide should
be used in this patient group with caution (see sections 5.1 and 5.2).

Clinically relevant interactions

Anagrelide is an inhibitor of cyclic AMP phosphodiesterase 111 (PDE I11). Concomitant use of
anagrelide with other PDE I1I inhibitors such as milrinone, amrinone, enoximone, olprinone and
cilostazol is not recommended.

Excipients
Xagrid contains lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp
lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Limited pharmacokinetic and/or pharmacodynamic studies investigating possible interactions between
anagrelide and other medicinal products have been conducted.

Drug interactions: effects of other substances on anagrelide

o Anagrelide is primarily metabolised by CYP1A2. It is known that CYP1A2 is inhibited by
several medicinal products, including fluvoxamine and enoxacin, and such medicinal products
could theoretically adversely influence the clearance of anagrelide.

o In vivo interaction studies in humans have demonstrated that digoxin and warfarin do not affect
the pharmacokinetic properties of anagrelide.

Drug interactions: effects of anagrelide on other substances



o Anagrelide demonstrates some limited inhibitory activity towards CYP1A2 which may present a
theoretical potential for interaction with other co-administered medicinal products sharing that
clearance mechanism e.g. theophylline.

o Anagrelide is an inhibitor of PDE Il1. The effects of medicinal products with similar properties
such as the inotropes milrinone, enoximone, amrinone, olprinone and cilostazol may be
exacerbated by anagrelide.

o In vivo interaction studies in humans have demonstrated that anagrelide does not affect the
pharmacokinetic properties of digoxin or warfarin.

o At the doses recommended for use in the treatment of essential thrombocythaemia, anagrelide
may potentiate the effects of other medicinal products that inhibit or modify platelet function e.g.
acetylsalicylic acid.

o A clinical interaction study performed in healthy subjects showed that co-administration of
repeat-dose anagrelide 1 mg once daily and acetylsalicylic acid 75 mg once daily may enhance
the anti-platelet aggregation effects of each drug compared with administration of acetylsalicylic
acid alone. In some ET patients concomitantly treated by acetylsalicylic acid and anagrelide,
major haemorrhages occurred. Therefore, the potential risks of the concomitant use of
anagrelide with acetylsalicylic acid should be assessed, particularly in patients with a high risk
profile for haemorrhage before treatment is initiated.

o Anagrelide may cause intestinal disturbance in some patients and compromise the absorption of
hormonal oral contraceptives.

Food interactions

o Food delays the absorption of anagrelide, but does not significantly alter systemic exposure.

o The effects of food on bioavailability are not considered clinically relevant to the use of
anagrelide.

Paediatric population
Interaction studies have only been performed in adults.

4.6 Fertility, pregnancy and lactation

Women of child-bearing potential
Women of child-bearing potential should use adequate birth-control measures during treatment with
anagrelide.

Pregnancy

There are no adequate data from the use of anagrelide in pregnant women. Studies in animals have
shown reproductive toxicity (see section 5.3). The potential risk for humans is unknown. Therefore
Xagrid is not recommended during pregnancy.

If Xagrid is used during pregnancy, or if the patient becomes pregnant while using the medicinal
product, she should be advised of the potential risk to the foetus.

Breast-feeding

It is unknown whether anagrelide hydrochloride/metabolites are excreted in milk. A risk to the
newborn/infant cannot be excluded. Breast-feeding should be discontinued during treatment with
Xagrid.

Fertility
There are no fertility data available on anagrelide.

4.7 Effects on ability to drive and use machines
No studies on the effects on the ability to drive and use machines have been performed.

In clinical development, dizziness was commonly reported. Patients are advised not to drive or operate
machinery while taking Xagrid if dizziness is experienced.

5



4.8 Undesirable effects

The safety of anagrelide has been examined in 4 open label clinical studies. In 3 of the studies 942
patients who received anagrelide at a mean dose of approximately 2 mg/day were assessed for safety.
In these studies 22 patients received anagrelide for up to 4 years.

In the later study 3660 patients who received anagrelide at a mean dose of approximately 2 mg/day
were assessed for safety. In this study 34 patients received anagrelide for up to 5 years.

The most commonly reported drug related adverse reactions were headache occurring at
approximately 14%, palpitations occurring at approximately 9%, fluid retention and nausea both
occurring at approximately 6%, and diarrhoea occurring at 5%. These adverse drug reactions are
expected based on the pharmacology of anagrelide (inhibition of PDE Il1). Gradual dose titration may
help diminish these effects (see section 4.2).

Tabulated summary of adverse reactions

Adverse reactions arising from clinical studies, post-authorisation safety studies and spontaneous
reports are presented in the table below. Within the system organ classes they are listed under the
following headings: Very common (> 1/10); Common (> 1/100 to < 1/10); Uncommon (> 1/1,000 to
< 1/100); Rare (> 1/10,000 to < 1/1,000); Very rare (< 1/10,000), not known (cannot be estimated
from the available data).

MedDRA Frequency of Adverse Reactions
System Organ Very Common Uncommon Rare Not known
Class common
Blood and Anaemia Thrombocytopenia
lymphatic Pancytopenia
system Ecchymosis
disorders Haemorrhage
Metabolism and Fluid Oedema Weight gain
nutrition retention Weight loss
disorders
Nervous system | Headache | Dizziness Paraesthesia Somnolence
disorders Insomnia Abnormal
Depression coordination
Confusion Dysarthria
Hypoaesthesia Migraine
Nervousness
Dry mouth
Amnesia
Eye disorders Vision abnormal
Diplopia
Ear and Tinnitus
labyrinth
disorders
Cardiac Palpitations | Congestive heart | Angina pectoris | Torsade de
disorders Tachycardia | failure Myocardial pointes
Hypertension infarction
Arrhythmia Cardiomegaly
Atrial fibrillation | Cardiomyopathy
Supraventricular Pericardial
tachycardia effusion
Ventricular Vasodilatation
tachycardia Postural
Syncope hypotension
Respiratory, Dyspnoea Pulmonary Allergic
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MedDRA Frequency of Adverse Reactions
System Organ Very Common Uncommon Rare Not known
Class common
thoracic and Epistaxis hypertension alveolitis,
mediastinal Pleural effusion Pulmonary including
disorders Pneumonia infiltrates interstitial lung
disease and
pneumonitis
Gastrointestinal Nausea Dyspepsia Colitis
disorders Diarrhoea Anorexia Gastritis
Abdominal | Pancreatitis Gingival
pain Constipation bleeding
Flatulence | Gastrointestinal
Vomiting haemorrhage
Gastrointestinal
disorder
Hepatobiliary Hepatic enzymes Hepatitis
disorders increased
Skin and Rash Alopecia Dry skin
subcutaneous Skin discoloration
tissue disorders Pruritus
Musculoskeletal Myalgia
and connective Arthralgia
tissue disorders Back pain
Renal and Impotence Nocturia Tubulointerstitial
urinary Renal failure nephritis
disorders
General Fatigue Chest pain Asthenia
disorders and Weakness Pain
administration Chills Flu-like
site conditions Malaise syndrome
Fever
Investigations Blood creatinine
increased

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

4.9 Overdose

Post-marketing case reports of intentional overdose with anagrelide have been received. Reported
symptoms include sinus tachycardia and vomiting. Symptoms resolved with conservative management.

Xagrid, at higher than recommended doses, has been shown to produce reductions in blood pressure
with occasional instances of hypotension. A single 5 mg dose of anagrelide can lead to a fall in blood
pressure usually accompanied by dizziness.

A specific antidote for anagrelide has not been identified. In case of overdose, close clinical
supervision of the patient is required; this includes monitoring of the platelet count for
thrombocytopenia. Dose should be decreased or stopped, as appropriate, until the platelet count returns
to within the normal range.

5. PHARMACOLOGICAL PROPERTIES


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Other antineoplastic agents, ATC Code: LO1XX35.

The specific mechanism of action by which anagrelide reduces platelet count is not yet fully
understood although it has been confirmed that anagrelide is platelet selective from in vitro and in vivo
study information.

In vitro studies of human megakaryocytopoiesis established that anagrelide’s inhibitory actions on
platelet formation in man are mediated via retardation of maturation of megakaryocytes, and reducing
their size and ploidy. Evidence of similar in vivo actions was observed in bone marrow biopsy samples
from treated patients.

Anagrelide is an inhibitor of cyclic AMP phosphodiesterase III.

Clinical efficacy and safety

The safety and efficacy of anagrelide as a platelet lowering agent have been evaluated in four open-
label, non-controlled clinical trials (study numbers 700-012, 700-014, 700-999 and 13970-301)
including more than 4000 patients with myeloproliferative disorders (MPDs). In patients with essential
thrombocythaemia complete response was defined as a decrease in platelet count to < 600 x 10%1 or a
> 50% reduction from baseline and maintenance of the reduction for at least 4 weeks. In studies
700-012, 700-014, 700-999 and study 13970-301 the time to complete response ranged from 4 to 12
weeks. Clinical benefit in terms of thrombohaemorrhagic events has not been convincingly
demonstrated.

Effects on Heart Rate and QTc Interval

The effect of two dose levels of anagrelide (0.5 mg and 2.5 mg single doses) on the heart rate and QTc
interval was evaluated in a double-blind, randomised, placebo- and active-controlled, cross-over study
in healthy adult men and women.

A dose-related increase in heart rate was observed during the first 12 hours, with the maximum
increase occurring around the time of maximal concentrations. The maximum change in mean heart
rate occurred at 2 hours after administration and was +7.8 beats per minute (bpm) for 0.5 mg and
+29.1 bpm for 2.5 mg.

A transient increase in mean QTc was observed for both doses during periods of increasing heart rate
and the maximum change in mean QTcF (Fridericia correction) was +5.0 msec occurring at 2 hours
for 0.5 mg and +10.0 msec occurring at 1 hour for 2.5 mg.

Paediatric population

An open label clinical study with a 3 month treatment period did not raise any safety concerns for
anagrelide in 17 children/adolescent patients with ET (age range 7 - 14 years) compared to 18 adult
patients. Earlier during clinical development a limited number (12) of children (age range 5 - 17 years)
with essential thrombocythaemia were treated with anagrelide.

This medicinal product has been authorised under “Exceptional Circumstances”.

This means that due to the rarity of this disease it has not been possible to obtain complete information
on this medicine.

The European Medicines Agency will review any new information which may become available every
year and this SmPC will be updated as necessary.

5.2 Pharmacokinetic properties

Following oral administration of anagrelide in man, at least 70% is absorbed from the gastrointestinal
tract. In fasted subjects, peak plasma levels occur about 1 hour after a 0.5 mg dose; the plasma half-



life is short, approximately 1.3 hours. Dose proportionality has been found in the dose range 0.5 mg to
2 mg.

Anagrelide is primarily metabolised by CYP1AZ2; less than 1% is recovered in the urine as anagrelide.
Two major urinary metabolites, 2-amino-5, 6-dichloro-3, 4-dihydroquinazoline and 3-hydroxy
anagrelide have been identified. The mean recovery of 2-amino-5, 6-dichloro-3, 4-dihydroquinazoline
in urine is approximately 18-35% of the administered dose.

Pharmacokinetic data from healthy subjects established that food decreases the C...x of anagrelide by
14%, but increases the AUC by 20%. Food had a more significant effect on the active metabolite and
decreased the Cy.x by 29%, although it had no effect on the AUC.

As expected from its half-life, there is no evidence for anagrelide accumulation in the plasma.
Additionally these results show no evidence of auto-induction of the anagrelide clearance.

Paediatric population

Pharmacokinetic data from fasting children and adolescents (age range 7 - 14 years) with essential
thrombocythaemia indicate that dose and body weight normalised exposure, C..x and AUC, of
anagrelide were lower in children/adolescents compared to adults. There was also a trend to lower
exposure to the active metabolite. These observations may be a reflection of more efficient metabolic
clearance in younger subjects.

Older people

Pharmacokinetic data from fasting older patients with ET (age range 65 - 75 years) compared to
fasting adult patients (age range 22 - 50 years) indicate that the C,.x and AUC of anagrelide were 36%
and 61% higher respectively in older patients, but that the C...x and AUC of the active metabolite,
3-hydroxy anagrelide, were 42% and 37% lower respectively in the older patients. These differences
were likely to be caused by lower presystemic metabolism of anagrelide to 3-hydroxy anagrelide in
the older patients.

5.3 Preclinical safety data

Effects in non-clinical studies were observed only at exposures considered sufficiently in excess of the
maximum human exposure indicating little relevance to clinical use.

Repeated dose toxicity
Following repeated administration of anagrelide, at doses of 1 mg/kg/day or higher, subendocardial
haemorrhage and focal myocardial necrosis occurred in dogs.

Reproductive toxicology
Maternally toxic doses of anagrelide (60 mg/kg/day and above) in rats and rabbits were associated
with increased embryo resorption and foetal mortality.

Mutagenic and carcinogenic potential
Studies on the genotoxic potential of anagrelide did not identify any mutagenic or clastogenic effects.

In a two-year rat carcinogenicity study, non-neoplastic and neoplastic findings were observed and
related or attributed to an exaggerated pharmacological effect. Among them, the incidence of adrenal
phaeochromocytomas was increased relative to control in males at all dose levels (> 3 mg/kg/day) and
in females receiving 10 mg/kg/day and above. The lowest dose in males (3 mg/kg/day) corresponds to
37 times the human AUC exposure after a 1 mg twice daily dose. Uterine adenocarcinomas, of
epigenetic origin, could be related to an enzyme induction of CYP1 family. They were observed in
females receiving 30 mg/kg/day, corresponding to 572 times the human AUC exposure after a 1 mg
twice daily dose.

6. PHARMACEUTICAL PARTICULARS



6.1 List of excipients

Capsule contents

Povidone (E1201)

Anhydrous lactose

Lactose monohydrate

Microcrystalline cellulose (E460)
Crospovidone

Magnesium stearate

Capsule shell

Gelatin

Titanium dioxide (E171)

Printing ink

Shellac

Strong ammonium solution

Potassium hydroxide (E525)

Black iron oxide (E172)

6.2 Incompatibilities

Not applicable

6.3  Shelf life

4 years

6.4 Special precautions for storage
This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

High-density polyethylene (HDPE) bottles with child-resistant closures and desiccant containing 100
capsules.

6.6 Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Shire Pharmaceutical Contracts Ltd
Hampshire International Business Park
Chineham

Basingstoke

Hampshire RG24 8EP

United Kingdom

8. MARKETING AUTHORISATION NUMBER

EU/1/04/295/001
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 16 November 2004

Date of latest renewal: 16 November 2009

10. DATE OF REVISION OF THE TEXT

November 2013

Detailed information on this product is available on the website of the European Medicines Agency
http://www.ema.europa.eu
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WEREE | gUn | WOLRURK, | BBPEDEL W5, E7. MRROEAHT v Mo, B M
z ﬁ%m:a: | ARHRAE, 50’ BIF5 1mg, 1 EI 2@&5?&@ AUC IZFEED
il@ﬂﬂ\ fk JE;_ $EEL. ?Tﬁjx: *f"j 624 {i@ﬂ/% = \i@a@ﬁg@ j:lgﬂ
= Eﬂﬁgmgﬁ miﬁm%tiwmm 13 BTN ]
SR @) BABOHACT, FAETESES L,
R ﬁéﬂﬁ (B EER (7~ b)) IZBWT, AHFBITH
REE B, R WESNTNS]
EB&EU s
ABBE 7. INREADEE
R Ml | T S (MR YR, B4R, SLIE. SR SR/ R I Rt
. : THRAEMIIMHSL LTV, [ENICEBT 5
T N W e e JRREBRA 2\
MWEH L | %ok, k| B
skl e 8. AEES
=
5| S— I— TR - IR -
RRIRE | T g S AR RS I L0 . MEET . PSR, -
b, W | B, PR, FEESATING
K% AL -
FREER | TR | ITHRRE | Tk KR REEANT 2V, BREDRRD 5N HGEITIE
E ER Beha gl L, WEARMEET) 2 &
REH & BRILENE | BEIE. 5%
CR T4 B.ORB | R RESER 9. BFRLDIE
GwE S
BEER WA, B | A BRI AT
fé%ﬁf B PTP 3D AT, PTP > — b/ IR Y Hjbfﬂ&ﬂ%
= " THEETLHZ L, [PTP v — FORAKIC
EB LG i BB L FE RS RIA L L B i%%%k_
BH&LU BAR4A, JRE
kit MR U CHEWSIRZ 5 0 B A A OHE 2 DF% 5 = & vl
SR T VR, EERTVWD]
BR
—M& - & | RITE | B (BB | . . 10. ZOoEE
BEES | W | & WE. | (v orTuy
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TJy baRwie 2 FHORARERE T,
30 mgkg/H (& MZHITD 1mg, 1 A 2 [EFEHE
O AUC BB EDOK 223 1%) OG- %2 %) -t < 1
B AR OFAERBEIMA A v, 3mgkg/ H U E
(t MZHT2 Img, 1 A 2[EFEEHZO AUC RFE
BEOK 14 520 ) oBE %2500 7RO,
10mgkg/ HLL L (B MZEIT 2 Img, 1 B 2 [EE
E# 0 AUC BEZEOK 24 L E) o5 %%
ToMETT R P € A R D B AR SR IS A
niz,

TFHI VY ROBREERER I, ZRFEMET
YRR FHIIEOIERITR D b RiroTz,

(EmEhE]
1. iR~ SRR

1) BEHERE~OHERZROKRS? Y

TEER R | A K Z Al N CHEIRAH G LB
77 LY FOFEYBIRENRT A —FITTEROLEY
Tholz, Bh5%, 77 LU RiZmiEhmns@Ee
MTHE LTz, 0.5mg 76 2mg OFE&FET, 7
T 71U RO Copa LY AUC) T BB Z R L
7

H Crax AUCy., timax tin
(ng/mL) | (ng'h/mL) (h) (h)

i
z

05mg | 8| 24«15 5.7£2.6 1.3+0.7 1.1+£0.2

1.0mg | 6 | 49+24 12.8+£5.4 1.3+0.6 1.4+0.5

20mg | 6 | 10.5£2.6 | 26.7+4.3 1.0+0.5 1.1+0.3

RESESN))

Fo. AENEFEERE 2R E LIv AT R
HBEOBRNL, RAROFGH%R, bl td
T0%DHELE DRI I D Z ENRE T,

2) AEMH/MRLEEE~OREZOKREY
AHENE /MR IIAE B 1A A 0.5 mg/HT 1 H 1 [F
KEROEE LIZBEoT 7 L) ROEYEhie o
A—=HFTFEOERBY Thot-, 77 LU KD
WENHE R T A — 42335 1 HA &5 7HHB & DR
TR TH -7,

Cmax AUCO-l tinax tin
(ng/mL) | (ngh/ml) |  (h) (h)

1HH 3.0+1.9 8.9+4.5 2.6£1.1 2.1+1.5

7HH 2.8+1.9 7.6+4.1 2.9+1.3 1.7+0.4

¥ + SD (n=12)

3) BRAARUSNEAIZEIT2EHEHREY DO

ASREME /MR SE BB VAR & 5 Lo T 7
LU ROFEWENEE T A —H X TFTEROLEBD TH-
2o 2B, ENSOERRER CIIR LR AEN KRS
SNTW=Z e, HE 1 mg THEEE LT Ch
KON AUCy Z W THRFT L=, ZofEE. AEA
LEHELT, BRABREICBWT, 772710 Fod
Cruax X OV AUC 12 EH 50% &L Y 46% s fil % 71~
L. £/2. 7727V FOFEENREY 3-8 FaF

T F LU RO Chax LN AUC 1 ZZFFLETL 34%
KO 23%EEE R~ LTz,

FFILY R -t Rexo 77

n LY R
Cnax AUC, Cnax AUC,
(ng/mL) | (ng'h/mL) | (ng/mL) | (ng-h/mL)
AAN
g 12| 57438 153482 109+52 | 382+129
PANESN

e 17| 3.8+2.6 10.5+£10.9 8.1+3.6 31.1+104

¥y £ SD
T 2 RBROFSRAT

4) RIRISHT HZEMOFE? D

TR (CAH] 0.5 mg ZHERE O &S5 L,
MER TG L LT, ARHID T (3BHE ST 2
B RICER L, AFI ORI OEIENRTRD Hiv,
Fho, BETHERG LHKRL T, AFH O Cupy KO
AUC  JIB% G TENTI 44 KO 20%IE T L7,
AR D 11, IZHT2REFEROEEBIIFRD bR
Mol

2. ﬁ*ﬁ 8), 9)

Invitro (231757727 LU K (5~1,000 ng/mL) }%
WEMEREY TH D 3-£ FuxoT7F 7 LY R (5
~100ng/mL) Ot MR AFKEERITZENENL
88.8~90.5%K% 1) 88.1~91.3% TdH - 1=,

3. RE g T—H)

7F 27 LY RiZEIC CYPIAL KT CYPIA2 12X
RIS, JEMEREY 3-8 Rexo 7+ 2 LY R
LY ZOEEREW AV T CYPIAL KO
CYPIA2 {2 X 0 R &, RNIEPEEY RL603 &
%5,

4 Hit CenT—5) "

BEHED 1%RENRNSTF7 LY FE LT
&, BE5HEDOR 3% 16~20%NE L,
-t Faxv 727 LU KEOYRL603 & L CEIRE
nas,

5 FEEREERECOMBIRE (BN T—4)

12)

FREE I D JITHEREIEEE  (Child Pugh 5% B) O &b Dk
BRFI, AR 1mg FHEROKEES LIZBEOT F 7
LU RO Cop LY AUC GBATFEYS) 13, fEREHLER
FHLHBL T, TN 2.6 KT 6.06 51 LR Lz,
T, PEEOIEREO B HHERE Tl fEE
WEBELHELT 3-E FeFo 7 F 7L U RO
Coax 1 25%IERAEZ R L7223, AUC 13 77%5 18 %
L7z,

6 BHEEEEECOMBTPIRE (BN T—4%)

1)
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BEEOBERE (/L7 F=0 20T TR
30 mL/ay AKii) DB HHERE I, A 1 mg & HilE
BROBELEBEOT7 27 1LY FOEYERE T
A—HIIEERANEFRREE CHoT-, 2. EE
DOEHREREE D H 2 HHE TIE, 3-8 Rexv 7
T LU RO Cpoy FEEFHEHEERE L [FREE TH o 7203,
3-t ke¥ o7 F 27 LU K> AUC IE 57%E il % 7~
L7

7.3 EER GasT—4%) ¥

TR B &t R & LI B BRI RISV T
TAEY v, VIAF R RUALT )P R
LAOWTNE T LY ROy BRI LY KIF
SRV ERRINT, AR, 77 v RiET
AV, VIFUIFINT )T R T A
DY FREITE B R RIFS W2 LR ENTE,

8. DHEBR U ATc MR~DOEE (B8N T—4%) ¥

TERERBRAE LZAA] 0.5 mg X 2.5 mg % BRI Q&%
LI ED7TERMIE L7 QTcF (Fridericia ffi
1E¥E) MR DR KRIFEEIME (90%15 X M R
M) . 05mg O &L 2 KEE % T 5.0
(8.0) msec, 2.5mg FEDH G 1 FE# T 10.0
(12.7) msec Th o7z, 7B, 2.5mg HD 41.7%
(25/60 f511) CTHRFAEDS 100 [E1/55LL &R LT,

(B PR Rl #R )

B Ra X AN NICxt U CRIGHE IR T,
M frEERo U 27 RTF 244 5 ARBEVE /)
WIERE 53 e xtg & L ENERRER? 23 %
sz 1O EBEERAGIE A o f /RO R
1T 67.9% (36/53 B, 95%(5HE XM : 53.7%-80.1%)
ThHo7 10,

*1 : /R 100X 10Yul 48, 60 fAR. SidmAgH
MAEFROBEEEDO N ng 1 28l k,

*2 0 YL - HEE, AKI05mg & 1 H 20 1EM
HHRE OGS L2121, M/ MRE 60.0 X 104/l A
Z LB R NESENE NS E T, 1| HA
HELTO05~10mg (1FE 2.5mg £C) O#EIFHTH
L, &5H»D 12 » AMEARO&ELETDZ
LIz, REL, #MET VERL EoMEE H
T 1 HHEE LT 05mg 392175 2 & & anr,

*3 ARENOEGBRG%E 3 » ALBICE W T, 1fivIMR
3 60.0X 10YuL Kii ThH 5 Z L NHER S, TD
BESE D 4 BRE ORIEIZIHB VT H I/ MR A 60.0
X10YuL Kiii T D Z & DR SN BEOEIG,

(FmE] ¥
79I 7 v ) ROREIZNSTIIAHTH L3, M

/IR BEAE T D ERZER D TR M OVl 2 ikl 9~ 2 =
LTy, MMEEERTEED EEZLND,

(BRSBTS EEFRANR])

—W4: 77 LY NIEBEE KT (Anagrelide
Hydrochloride Hydrate)

{tZ4: 6,7-Dichloro-1,5-dihydroimidazo[2,1-
b]quinazolin-2(3H)-one monohydrochloride
monohydrate.

43 F3: C1oH,CLN;0-HCI*H,0

53 F£:310.56

HiER

SN AR EOmE

YRfEME:

7K 1ZE AT 720
CAFNALANLRFTR T W
DAFARNLLT IR T W

(R&EE%EH]

EN TOWEBRIEGIAMmO TROENTND Z &b,
BUERER . —EROREFIIRD T —F NERS T
D ETOMIZ, 2ER % 5t Gl Rl 2 & S h
THIEITED . AAERBE O RIGREILET
DL EbiT, AROLREKROHDECHET 27—
S RHENCINEE U, ARHI O EfE IS B h E &
HLDZ L,

(ax]

77U 7RIV 0.5 mg:
10 7 7/l > — ~ (PTP)

156100 0 72V A0 (10 0 7&LX10 2 —
)

(EEXBMRUERFERE]

<EFEZXXE>

1) Harrison CN, Campbell PJ, Buck G, et al. : N Engl J
Med 2005; 353(1): 33-45

2)  f:PNEEL : Effect of food on PK of anagrelide in
Japanese subjects, SPD422-001, November 2001

3) PR : PK, Single-dose, '“C-anagrelide
hydrochloride mass balance, SPD422-002,
November 1979

4) FhNEEL : PK, efficacy and safety in Japanese
subjects with ET, SPD422-003, September 2008
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5)

6)

7)

8)

9)

10)

11)

12)

13)

14)

15)

16)

17)

18)

&£l . PK and PD and Safety in pediatric and
adult subjects with Thrombocythemia secondary to
Myeloproliferative disorders, SPD422-004, July
2004

& EL : PK, PD and Safety in young and adult
patients with ET, SPD422-005, July 2008

P& Effect of food on PK of anagrelide and
BCH24426, SPD422-006, May 2004

t:PNE £} : Plasma Protein Binding Studies,
SPD422-007, June 2001

:PNE %} : Plasma Protein Binding Studies,
SPD422-008, December 2004

L&} : Factors Influencing the In Vitro

Metabolism of Anagrelide, SPD422-009,
December 2004

P& : PK, Healthy subjects and subjects with
severe renal impairment, SPD422-010, April 2004

NEEL : Effect of food on PK of anagrelide and
BCH24426, SPD422-011, April 2004

#:PNEE} : PK interaction: anagrelide and digoxin,
SPD422-012, November 2001

FLPNE B : PK interaction: anagrelide and warfarin,
SPD422-013, November 2001

P& Effect on QT/QTc interval, SPD422-
014, July 2013

PNk} : Safety and efficacy of anagrelide,
SPD422-015, March 2013

N K} : Extension study to SPD422-308
investigating long-term safety of anagrelide,
SPD422-016 June 2013

Ahluwalia M, Donovan H, Singh N, Butcher L,
Erusalimsky JD.: J Thromb Haemost 2010; 8(10):
2252-61

<XEREERE>

VX AT = D SRS
NAL<—FR—h B F—

T 169-0074

HOUEEE K ALEE T H 21 % 15 HiE7 ey
FEU—

TEL : 0120-914-193

FAX : 03-6737-0097

€55 00!

AT — s VxRS
WRHHEXITE TR 210 % 15 Himray
by —
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182  ZhEE - ZhR. kL - HERUEH LOEE &2 OREHEH

1.8.2.1 ZhAE « R (%)

[ZheE - ZR]
AREME M/ MR LAE

<%ek - HRICEHET SERALDEES>

DOTEFRIESAMA O SUTHEIN U 7 i/ MR OTEFRIEIZ &0 FFE LU £ Tk
DU U A 7 OARRENE /MR B E (2B W Tl M 2 B S8 % BTG
60

& R 7 OARBEM M/ MUIESRE L 1X, RO—D2LL EIZ#ENST2E5TH D,
o FEWMN60EAEBZTND, XL,

o IM/NREAY 100x10*/uL 2B Z TV 5D, XU,
o IMARHIMEFEZOBENRD S,

1.8.2.1.1 ZhiE « 2R DORAL
1.82.1.1.1 LT 50E

ASREVE /N ILAE 1 EAZ ER BT BR AR A OB RIFEA I L 0 . MR 206 ER 9 2 I/ MRS R 12
B (45x10%/uL ) AR L AR S L, B MARYE R OO A BHE A2 42 U047
5 BEEESENE DA/ VIR CTd D (Briere 2007) , AREMEML/IMRIMIE O WAL, — OBEME/ 2R
BICHET 2HfEOERZ KM L, @5 30 FiCbi- 0 EEZZFTW5 (Iland et al. 1983 ;
Vardiman et al. 2002 ; Vardiman et al. 2009) , L 72>L. ASHEM: /M IAE O 72 W D FEA 1 T g i 72
/B e & . R L NREEANE K OV Ot OB BEEE S MER RO R TH 5,

AREME M IR MEBE TR 27 YR @YU AT D3DOOTN—TITRSND, B
I A, AR ZEARJE T D U 2 7 3@ s S5 BE G S5 (Barbui et al.
2004 ; Harrison 2005) . BEHIZE > TO U A7 [ 3FE, /RS, Ol R ERRKE IS <
(Barbui et al. 2004 ; Harrison 2005) ., #EROIERILAEL OBFHET, 727 LY FEBE 0 7T A
T, v A 7 —tITEREDKROKRF DL &b —2L EIZY TR, Z0HBREZ 5
U R DOIEMERGT-F LEFRL TS 4 60w, T M/MREL 100x10*/uL 2B 2 T\ 5,
FmAe M EROMEEEE TS, TH 7L RO EFMIT 2B T (R X LR
B Cd D SPD422-308 B & dr) 1T &AL, B BIROEHEIHERIEICAIS SUIRME L 2o
7o (B> TIRMOFREMBIFIEOBIC @Y 27 | BEOEKUELZJEICH - LT\ z) #RE %
KB ERE STV D,

1.8.2.1.1.2 AREME I /N ILE TR D B4R L

FERRERE BT RE T DARIEWRIEN 72 W BLIR Trx. ARREEME I/ MR ETG P O B AR 1L, ke ZEtett X
HIM S OFRIR 2B T2 DI/ M 2 D9 2 & Th D (Tefferi and Silverstein 1998 ; Barbui
et al. 2004) .
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AARTIE, 7=LA2F > (A AV ) OFRNEZEE e Fax v i3 F(A%%V?%
D% 15 DSARREVE M/ MR IMAE D5 —RIRFE & L TRRBEN TV D, BEHARTIE — &R
DIBFEIENAIE AT AT ZS D A REME ifn./ M fLE B8 O 1a R | %;émt%ﬁi&w %ML
& (BU) T, 777 vV RIIAREMSM /MU D SR E L THELINTEY, Hbp
éﬁ@W)%%TZ& MM/ ME D5 IR PEIE E L CHIMEL ORERER RSN TWND
(Besses et al. 2013 ; Kiladjian et al. 2013)

1.8.2.1.1.3 ¥4 111 FAEER O R

INETT 7L ) FOMRNRRIEARBIZET, ZEEE L L TR 2B RICESH
THEY., INLORBRIZT F 7 L U BRI/MEE DR &2 DOMEFFICAH THDL Z L 2R LT,

MZT AR E U CHSA &, BIIE L IR O SPD422-403 iRABRIL. 184 Bl DO FITIEHEFED 72

U A7 ORBEMEMIMRIIIERE 2558 L L, 3 ERIChZ 727 L) Réke Raxi b
A‘%®ﬁ£$&0ﬁmé%m@¢éo¢W%ﬁfi\m927®$%ﬁmmwmﬁ®%$%
TTF 7 LU RAEZ MM E 36 5 H £ T 60x10* /uL KICHD « T 20ICHTH S
TEWRENT, BEHETEITIROONTZHOD, 2R EERER LRI - 0E#EH
D& INTRE 1?%@%%@%411‘%L(H&FT%D iz ZAMEORBERITRO STz
(EY=2—/5351.1) ,

1.8.2.1.1.4 [EANEE I FHE5R O R

AARIZBTZ27 710 ROE I AHRERIZ. B e i R ﬂbf?ﬁ@ﬂiImﬁ
T, m&mm&%ﬁme&l%%ﬁﬁéﬁ PR MR IMERRE (Tobb, 8 %G
) AR E L7 SPD422-308 ikBR72N, v A 7 —4EIC i@%%éhtoﬁm@zwgﬁﬁé%
T L7-WBRE 1. SPD422-309 RBR COT 7 L U ROMkGiR G I(ZBITARE L 72 5, SPD422-309
AERIBAE AT C, R — 2 2 KRHFEERHIIE R LT,

SPD422-308 &ER TlX, 7727 L U NIZ XD m/MREIEA &7 F 7 L U ROEGEVER O BMED
bt R AN RIS U CRIGHE SUT AR O AREVE M/ MILE 0 B AR AN#ERE 53 4l % xt
BICEHH SN (BEYa—)L 53.52.1) o ZORBRTIL. #BRE 1T WHO O EHEZHE - TAREN:
M/ R IE D2 W & 520, AR mEFERRO U 27 B3d 5 o F ks EZ 1 Tz, =
ORBRTIE, ARENEM/RIAED B AR AEBREICBIT 277 LU RO f/MoEic k-3 < &%)
F(Tohlix, M by 3y ADIEEE. 4 BB EO RN Z 22 1) 72 kBl 2 e L /MR
s 60x10* (UL R THH Z L LEFRSNTE) 1L 67.9%% R L, ZORISHEEZRIO 3 % HEO
BRI, PRAET 2475 BEICOIZ VR T2 Z &Nz, 727 LY RiE &
2mg/HD—ERETHREG SN L&, EME TR/ MEE 60x10* /ul A ﬁﬁ#é%%
Noolz, 727 LU ROABMEFAREMSM/IMULED B AR AERE T L CREFZE-7, 2
DR TIE, —HMOTRENZAEESR (ML) ORARFIAAANOELRTL Y &EZ =
Licboo, REMMN/IMUIEZ G T 5B ARAEBRE COTF 7 L) RORE®ET a7 7 A v
X, AREEME M MRIE 2 32 AR AU OHERE COREMET a7 7 A LV EFHEL LTS Z
EWIRE N Tz, B BPRI AR SO IR A O A REME /MR URE 2 A3 5 B RN BHF IS km
T, AEFROFBLR|\TRFHEIME R 1372 <. ZOREEICE W TH BE 2R ki

Y AWAVIEESY

SPD422-309 #lk Tlid, ARREMEM/ MR IAEZ A3 2 B ARAPRE 235102, 7771V ROEH
BB R O IR E N (FP2—/1 53.522) . ZORERIT SPD422-308 B Dk
R TH D, ZOREBRTIEL, AREMEM/RIAE D B AR AEERFICH 2 mg/HO—EHETHRE S
ni-L &, 77 L) REHIM M E 60x10% /uL R ICHEFF T 2 DICHEDTH D Z L S
nE SN, &fE LT, EHMm/ ML, 53 FlO~—Z T A AE 102.16x10% /uL 7235, 17 4
TD 24 % AAE 48.68x10% /uL 1T Lz (Zh b 17 BITON—=Z T A 2B DD D541
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80.30x10*/uL T -72) ., SPD422-308 #kBR &% OF SPD422-309 B OB I s do7- 0 | iRy
X7 F 7 V) R 28 p AETHRE ST, #RE 533NV b 1 FORERER KRR
L. TOKREZE (92.5%) DIRRE(LEMOFMHIZE D 7F 7 LU RIZBEET 5 & Sz gIfER
ERRER LT, b — &%ﬁ@@%i%m(%%%®4%%)\EW(%4W‘\@@(MUW\
Fﬁ(nem,&UX%égﬁ(nﬁm 7ot GRFTHEERE 10 6 (18.9%) T GHILIZ

BIWERAREL Lz, 2RI A T, #RE O 32.1% T 28 O EE /R FIVEH R @%Mtoﬁ
@¢\%tW@ﬁ%ﬁﬁﬂoko

BT OB BEA I RIEA A IS E OIS O AREVE M/ MRIIIE 2 483 2 B A AERE ¢, 757
LU RIE 2 R E Tl O ROGPEFEER 72 U, #ERFT 2 DI RM72 ~ 7=, SPD422-308
BRI, #E5RE 3 B (5.7%) THIWERAR 727077 L) RESRRIEE o7, &
IRENZ AT, BBRFE 53 il 36 il (67.9%) MEUGMEIRMEA G- L, ZOKISIE 3 » A OIEHEE,
i T 2475 ARMER SN (B 2—/L 273, 3 2) . SPD422-308 BB T L7-BS. #k
BraE 53 BiFR 41 5] (HEBRE OO 77.4%) ki 53R (SPD422-309 #klik) Tikke L <727 1
VROREEZZTHIEEBRBIN L, AFARRT—XICESE, 7FH 7L RiZ—EHE
TERE SRS, 2 FR. S OFRIMNTEESICEE L TV 17 4I2BW0WT, =274 b
OSSR D Z R L7~ (22— 273, K2) .

1.8.2.1.1.5 #5i

UL EORRRBR OFE RIS & | KRB/ MR IE B 123 1T 5 2% & V22D R S
72 Il2 k0 RFAOEIGIEZ [AREBMEI/MRIE] & Lz, ok, KAIOZEE - 2h R
LR EOREBIZOWTIL, REIZLTT 3 2 ERE DRI L 72 B R L OB AR I
OWTHEBRET S L5, TEHKEBRISHAAN O BE ORNEREFICOWT,  TERRK
fH] DHONKEZRI L, KEOA DM VL2 4 Bfg L7 b Cls B OIREIT S
Tk, ERRELL,

Z D%, EHRMERBSREOMEOFRELEEA, LTOEBYBRIELL,

= i/ AR IfLE

fmv

RIRE - R AR

e - RICBEET S | BARRBRISHAAN DT BE ORI IOV T, TERRRR
i LR DO &I L AR OAZE R Otk 2 -+ B L7z | T
JSBEFEDOBIRZATH Z L,
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1.822 fHiE - HE (%)

[Ri% - RE]

BE., BmE 2GR ANREOBRBHREIX 1mgHTHY, Zng 2 BENZHTTh7e<
EH TEBIZINAHERFT 25, HEOHEIZWTHoO 1EMICS 0.5mg/HAZ#B X TIEZR
57, EHEIT10mg/ BT 1 25mg 2B 2202 &,

<Ri% - AEICEHET 2ERLDFEE>

(1) AFNIARENE M/ MR IIEE DO+ 53 72 BR A B DERREIC L VLT Sh b 2 &,

(2) BEGBRMAE ., B/ EE 60x10% /ul R (BRARAYIZIX 15%10* /ul & 40x10%/uL o
) D RO ISR S N D RARA IR E 2D L O HE&ERET 52 &,

() LE LM ARICET S £ T, AFNC K DI ROV T/ IR % & D CTE
HMmicElig+ o2 L, @y, &EHGEND 7~21 HURNIZI/ MUK T8O 5
. EEAEDEAE. 1~3 mg HOHETHORIBENRNED i, HFFSH
Do FHHECIREPIEOGEIE, /MO RY 1Tfkx TH 253, @H ., /MK
i3 4 BUWNIZHEMMZ 468, 1~2 [ TIRRBALGRTO L~VUIZEREY . Zaiz T
YR RT LS H D, (o T, M/ A BB 5 2 L,

(4) FFbEsE  PEEOHEEZ AT 2EBE T, AFNCL D1HEEZ LV EAED 0.5mg/
AChtEL., DIER~OEEAEBEIZBZ LN ORE TS 1| Bl AR
5L EAHET S, HEOMEIIONTRO 1EICENTS 0.5 mg/HAB 2 T
BV, RROEGITEEOEEZ AT 2EHIIIEZ L RoTND, BEND
HEEOIFEELZ AT 2 BT L, IR S IRRFPICRREZIT L2 L,

(5) EREE  HEREITE LR,

1.8.2.2.1 ML - HEDRAL

H A NGRR3R S -3 EReiRBR Clk., 7727 LU ROFEEREEIIE 1.0~2.1 B[]
(AGR-1-01-J 3Bk & 1Y KRN654/06-A03 3Bk ; £ 2 —/L 2.7.2 &) . BCH24426 O 4406
BT 3.1 B (KRN654/06-A03 35k ; T2 —/L 272 25H) ot T ORI
WX, TFH 7L ROPIEBERIERA ZHFFT 212X, 1 B 1 REIXERIZRZRSPMLETHDL Z LA
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T 7L RO KMAEZRET 57200 ERARRBRITER S TWARWA, B O #FR
BRIZEBWT, 727 LU RO 5 mg HAE G IXREEGERE O Ky THEZHIRT 2 i E3 4
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SPD422-702 sBR DR 175 BIlf 1 Bl DO AFEER L7z 4 mg/H & SPD422-308 5B O #iBRE 53
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WERE 101 CT 27 LY K1 mg HER O GHOEDERE Y 0 7 7 4 VBKRET S NT-, #
HEOAFEEIL, 7T 7 LU RO Cpax & N AUC O[3 % 2 4 2.60 i MO8 6.06 1%
FSH, IEMEEHTY BCH24426 Tl Chax D 8- % 25%8A0 B T AUC O A0 -3 % 77%
FHESE, ZNOOFTRIZE Y, FEEOIFHEEERE D & 2 ARRENE i/ MUIEBE T T
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RVWHEIH TR L TORARET 528, 2L, 1 HH&EE LT
25mg/r o 1 HHEE L TI0mg ZBA RN\ &,

M - HEICBEET S | (1) AFNT B AR MR HERF S 405 262K/ NRO H & T
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1.9 — R FRICER B CE
1.9.1  JAN

EIHAFREMAHHETUTO X I ICRESIL, 20134F 4 A 1 HfTSEASRAI 040145 1 512XV
Wi,

JAN
(HA4)

77 VU NERRE R
(Ze44)

Anagrelide Hydrochloride Hydrate

b4

(HAA)

6,7-¥ 7 nn-15-Ykt FuaA I XV [2,1-b]F%F V'V -2@BH)-4 —HEEEE —/KFn
(34)

6,7-Dichloro-1,5-dihydroimidazo[2,1-b]quinazolin-2(3H)-one monohydrochloride monohydrate

19.2 INN

ARIEOFEEE M4 (INN) 1T, WHO Recommended International Nonproprietary Names
(Rec.INN) : List 20 (Supplement to WHO Chronicle, 1980, Vol.34, No.10 [October] ) (ZI¥# S
Tn5,

INN

anagrelide

L4

6,7-dichloro-1,5-dihydroimidazo[2,1-b]quinazolin-2(3H)-one
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EEES 24-1-B2
JAN (BE#:%) : Odanacatib
JAN (35:8) . A FFHFT

N._ .CN

CosHzFalNz0:5

(28-N(1-2F Ji-daFan)-4-7odo-4- A F-2-{(15-2,2,2- F ) 7 o-1-4-(AFr2 0
F=ME T z=l-d- A A= F AT I S F T IR

(2.5)-N-(1-Cyanocyclopropyl)-4-flucro-4-methyl-2-({(1.5-2.2 2-trifluoro-1-[4-(methylsulfonyl)
biphenyl-4-yllethyl}amino)pentanamide

1/5
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Anagrelide
HEESE 24-1-B3
JAN (B#g) : A7 L
JAN (#:4) : Simeprevir

a _GHg
05
L. CH.
0. _NH
B Y b
} H ! -, . H ] " GHy
H \""o A,
H ) L
] oo CHz
T " .':.ﬂ
CHy
CaHeNs0732

(2R3IaR10Z11a8512aR14aB- N ¥ o F o A AR =0 2-({T-# &% 3-8 A F1-2-[4-(1- 2

FILTFAYP13-FF o —l-2-f L3 7V wredeof AR 3005 A F L4, 14- 27 %

2.3,3a,4,5,67.8911a12131414a-7F FFFHE Frifelrfdir aFosgl e 7#

FaF FIFF 121 - AR Ed I R

(2R3aR10211a512a R 14a B N-(Cyclopropylsulfonyl)-2-({T-methoxy-8-methyl-2-[4-(1-methyleth
v1}-1,3-thiazol-2-y1] quinclin-4-yl}oxy}-5-methyl-4, 14-dioxo-2,3,3a,4,5,6,7,8.9,11a,12,13,14  14a-tetr

adecahydrocyclopenta[deyclopropala(l,6ldiazacyclotetradecine-12a(1 Hl-carboxamide

2/5



1.9 — R FRICHR 5 30
Anagrelide CONFIDENTIAL

Page 5 of 16

S 24-1-B5
JAN (B#%) : FALYS—n
JAN (#4) : Fomepizole

CiHeN,

4-AFN-1HETF S—i

4-Methyl-1 Hpyrazole

TaEE 24-1-B6
JAN (B#HEK) =z A7AALETO T =0
JAN (#4) : Esflurbiprofen

CisH13F Oz

(28-2-(2-F o o 7 == b-d-oA AYF ol

(2.8)-2-(2-Fluorohiphenyl-4-ylpropancic acid

3/5
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BaES 24-1-B7
JAN (BA#g) . 7410 FEEEATS
JAN (#4) : Anagrelide Hydrochloride Hydrate

T _.-"N.Q:: - H
(. L D=0+ HCl * HO

C1oH7Cl2IN3:0-HCl-Hz0

6,7-7me-153¥t Fa4 2 #F/21-A%F /) 20887

6,7-Dichloro-1,5-dihydroimidazo[2,1- Blguinazolin-2(3 5)-one monchydrochloride monohydrate

TEES 24-1-B9
JAN (B4£) . F=U Fz R
JAN (#4£) . Pomalidomide

MH; 0
BEUSERESE

C13H1N3:0

47 3 -2 [BRO2E- VA H Y ) B MRHA VA 2 P13

4-Amino-2-[(3R25)-2, 6-dioxopiperidin-3-y1]-2 Frizoindole-1,3-dione

475

—EHEHE — kTl
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BEES 24-1-B10
JAN (BEE) :miFy7is
JAN (#4%) : Romidepsin

CraHeNa0s5:

(184810816 E21R-T-[(22-=F U F-]-4.21- A (1- 3 F-zF 02 F 412, 13275 7-5,8.20,23-

FFIFFHELLaBTERY 3 A 16T 3691920 10 AL

(1545105816 E21R)-7-[(22)-Ethylidene]-4,21-bis(1-methylethyl)-2-oxa-12,13-dithia-5,8,20,23-tetr

aazabicyclo[8.7 Bltricos-16-ene-3,6,9,19,.22-pentone

BEES 24-1-Bl1
JAN (BdE) : TEIFFo i@ 27
JAN (#4) : Abiraterone Acetate

S
.
"-\.\

Co2sHzalN 0z

fele 17-(E° U 27 0-3-A )T o Fe 2 #-516-37 = 2-3B- 11

17-(Pyridin-3-ylandrosta-5,16-dien-36-v] acetate
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Supplement to
WHO Chronicle, 198¢,
Vol. 34, No. 10 {October)

International Nonproprietary
Names for Pharmaceutical

Substances

In accordance with para-
graph 7 of the Procedure for
the Selection of Recommended
International Nonproprietary
Names for Pharmacuetical Sub-

stances,’ notice 15 hereby piven
that the following are seiected
as recommended international
nonproprietary names,

The inclusion of a name in the

fists of recommended interna-
tional nonproprietary names does
not imply any recommendation
Jor the use of the substance in
medicine of pharmacy.

Recommended International Nonproprietary Names (Rec. INN): List 20?

Recommended International
Nonproprietary Narme (Latin, English)

Chermical Name or Description and Molecuiar Formulae

aciclovirum
‘clovir

aclatonii napadisilas
aclatonium napadisilate

acrihellinum
acrihellin

aflogqualonum
afloqualone

aliconazolum
alicanazole

alizapridum
alizapride

almasitatum
almasi/late

amezepinum
amezepine

anagrelidum
anagrelide

astemizolum
amizole

atracurn besilas
atracurium besilate

benclonidinum
benclonidine

U Off Rec. Wid Hith Org , 1955, 69, 3
{Resolution EBr5.R7), 1969, 173, 1o
(Resolution EB43.Rg)

2 Other lists of recommended inter-
nattenal nonpropnetary names can be

found in Chron. Wid Hlth Org, 1955,

9-[(2-hydroxyethoxy)methyljguanine
CaHuNsOs

chaline 1,5-naphthalenedisulfonate (2:1), dilactate, diacetate

CBﬂH%NlO |4Sl

38,5.14-trihydroxy-13-oxo-5/-bufa-20,22-dienolide 3-(3-methylcrotonate)

C25H3l07

6-amino-2-{fluoromethyl}-3-o-tolyl-4{3H)-quinazolinane

CieHuFN2O

(Z€}-1-[2A-dichloro-f-{p-chlorophenyl)cinnamy!]imidazole

CiaHuaClN2

N-[{1-allyl-Z-pyrrolidinyljmethyl]-6-methoxy-1H-benzotriazole-b-carboxamide

CraHz1NsO2

magnesium aluminosilicate (MgAl:Siz0s) hydrate

Alz2MgOsSia.xH20

5-methyl-10-[2-(methylamino)ethyl]-5H-dibenz[ b, flazepine

CruaHaoN2

6,7-dichloro-1,5-dihydroimidazo[2,1-b]quinazolin-2(3H)-one

CioH7Cl2NsO

1-{p-fluorabenzyl)-2-[[1-(p-methoxyphenethyl)-4-piperidyl Jamino]benzimida-

zole
CzsHa:FNa O

2-{2-carboxyethyl]-1,2,3,4-tetrahydro-8,7-dimethoxy-2-methyl-1-veratrylisequin-
olinivm benzenesulfonate, pentamethylene ester

CGSH!ZNIO |BSZ

1-benzoyl-2-(2 8-dichloroaniline)-2-imidazoline

CisH1aClzNaO

9, 185, WHC Chronicle, 1959, 13, 106,
46135 1962, 16, 101, 166§, 19, [65, 226,
249, 1966, 20, 421, 1967, 11. 5358; 1968,
11, 463; 1969, 13, 4901 (975 24, 26
1971, 14, 4765 1972, 26, 476, 1973, 17,
153; Supplements 1o WHO Chronicle,

1974, Vol 28, No. 10; 1977, Vol 29,
No. 195 1976, Vol. 30, No. 10; 1977,
Vol 31, No. 10; 1978, Vol. 32, No 10,
1979, Vol 33, No. 1o,
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benzocainum
benzocaine

benzquercinum
benzquergin

betaxololum
betaxolol

bometololum
bometolol

bopindololum
bopindolol

bremazacinum
brermazocine
broclepridum

broclepride

bromofenofosum
bromofenofos

hroperamalum
braperamale

brovingaminum
brovincamine

bucindoloium
bucindolol

bumetrizolum
bumetrizole

butopaminum
butopamine

carazalolum
carazolol

carpindolotum
carpindolol

cefonicidum
cefonicid

cefoperazonum
cefoperazone

cefroxadinum
cefroxadine

ethyl p-aminobenzoate
CaHn1NO2

3,3 4 5,7-pentakis(benzyloxy)flavone

CroHao0s

1-{p-[2-{cyclopropylmethoxy)ethyl|phenoxy]-3-({isopropylamino}-2-
propanol
C1lH2!NO!

{ = )-8-(acetonyloxy)-5-[3-[(3,4-dimethoxyphenethyl}amino]-2-hydroxy-
propoxy]-3,4-dihydrocarbostyril
CasHazN20»

(+}-1-(tert-butylamino)-3-[(2-methylindol-4-yl)axy]-2-propancl benzoate (ester)
C23H2IN103

6-ethyl-1,2,3,4 5,6-hexahydro-3-[(1-hydroxycyclopropyl)methyl]-11,11-dimethyl-
2.6-methano-3-benzazacin-8-ol
C2oHzeNOz

4-amino-5-bromo-N-[1-{p-chlorobenzyl}-4- piperidyl}- o-anisamide
Ca0H2aBrCINz2O2

3,3',5,5-tetrabrome-2,2-biphenyldiol mono{dihydrogen phosphate)
CrzHBraQsP

1-[3-[5-(m-bromophenyl)-2H-tetrazol -2-ylipropiony!]piperidine
CisH1sBrNsO

11-bromovincamine
Ca1HasBriNzOs

0-[2-hydroxy-3-[(2-indol-3-yl-1,1-dimethylethyl}amino]propoxy| benzonitrile
Ca2H2sNa02

2-tert-butyl-6-(5-chlore-2 H-benzotriazol-2-yl)- p-cresol
C17H lHCI NJO

{R)-p-hydroxy-a-[[[(R)-3-(p-hydroxyphenyl}-1-methylpropyl]amino] -
methyl]benzyl alcohot
C\lH?BNOJ

1-(carbazol-4-yloxy)-3-{isopropylamino)-2-propancl
CraH2:N20:

1sopropyl { = )-4-[ 3-{ tert-butylamino)- 2-hydroxypropoxy]indole-2-carbaxylate
CisH2aN204

(6A.7R)-7-[(A}-mandelamido]-8-oxo-3-[[[1-(sulfomethyl)-1 H-tetrazal-5-
yl]thic]methyl]-5-thia-1-azabicycfo[4.2 0)oct-2-ene-2-carboxylic acid
CllHisNbOISZ

(6R,7R)-7-[(R)-2-(4-ethyl-2,3-dioxo-1-piperazinecarboxamido)-2-(p- hydroxy-
phenyl}lacetarmido]-3-[[(1-methyl-1 H-tetrazol-5-yi)thio]methyl}-8-oxo0-5-thia-1-
azabicyclo[4.2.0]oct-2-ene-2-carboxylic acid

CasH27N9s0sS2

{8R.7R)-1-[{ R)-2-amino-2-(1 4-cyclohexadien-1-yl)acetarido)-3-methaxy-8-
oxo-b-thia-1-azabicyclo[4.2 0]oct-2-ene-2-carboxylic acid
CraH1sNa0sS

Page 9 of 16
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Chemical Name or Description and Molecular Formulae

ceftioxidum
ceftioxide

ceftizoximum
ceftizoxime

chloroxylenclum
chloroxylenacl

cilostamidum
cilostamide

clobenosidum
clobenoside

clofilii phosphas
clofilium phosphate

“~furacum
furac

cloxacepridum
cloxacepride

daunorubicinum
daunorubicin

declenperonum
declenperone

delanteronum
delanterone

delergotrilum
delergotrile

delprostenatum
delprostenate

rexiptilinum
uemexiptiline

democonazolum
democonazole

desglugastrinum
desglugastrin

disofeninum
disofenin

doxefazepamum
doxefazepam

(65.6R,7R)-17-[2-(2-amino-4-thiazolyl)glyoxylamido]-3-(hydroxymethyl}-8-oxo-
5-thia-1-azabicyclo[4 2.0Joct-2-ene-2-carboxylic acid 72-{Z}-{ @-methyloxime)
acetate (ester), 5-oxide

CisH17Ns00S2

{6R.7R)-7-[2-{2-amino-4-thiazolyl)glyoxylamido]-B-oxo-5-thia-1-azabi-
cyclo[4.2.0]oct-2-ene-2-carboxylic acid 72-(Z)-( O-methyloxime)
CraH1aNs0:52

4-chloro-3,5-dimethylphenol
CsHsCIO

N-cyclohexyl-4-[(1,2-dihydro-2-oxo-8-gquinotyljoxy] - M-methyl butyramide
CZGHIHNIOZ

ethyl 5,6-bis- 0-{p-chlorobenzyl)-3- 0-propyl-o-glucofuranoside
CasH22C1206

[4-(p-chioraphenyl)butyl]diethylheptylammonium phosphate {1:1}
CaH3sCING.P

B-chloro-6-cyclohexyl-2(34)-benzofuranone
CiaHisCl02

5-chloro-4-[2-(p-chlorophenexy)acetamido]-N-[2-(diethylamino)ethyl]-o-
anisamide
CazHarClaNaOa

a glucosidic antibiotic obtained from cultures of Streptomyces peuceticus or
Streptomyces coervleorubidus, or the same substance produced by any other
means; {15,35)-3-acetyl-1,2,3,4,6,11-hexahydro-3,5,12-trihydroxy-10-methaxy-
§,11-dioxo-naphthacenyl 3-amino-2,3,6-tndeoxy--L- lyxo-hexopyranoside
CzrHzsNO w0

1-[3-[4-(p-fluorobenzoyl)piperidino]propyl]-2-benzimidazolinone
CazH24F N30z

1a-methylandrosta-4,16-dien-3-one
CaoH2uO

6-methylergoline-8u-acetonitrile
CizHisNs

methyl (2£,52)-7-{(1R.2R.3R 55)-2-[{ £)-(3A)-4-{m-chlorophenaxy}-3-hydroxy-
1-butenyl]-3,5-dihydroxycyclopentyl]-2,5-heptadienoate
CZZH!QCIOE

§H-dibenzo[a,d]cyclohepten-5-one G-[2-(methylaminajethylioxime
CnH1sN20

{E)-1-[2,4-dichlora-A-[2-{p-chlorophenoxy)ethoxy]styryllimidazole
CisH1sClaN2D;

N-(4-carboxybutyryl)-L-alanyl-L-tyrosylglycyl-L-tryptophyl-L-Teucyl-L-e -
aspartylphenyl-L-alaninamide
C‘QHEIN901!

[[[{2,6-diisopropylphenyl}carbamoylmethyimino]diacetic acid
C‘BH 28N105

7-chloro-5-{o-flucrophenyl)-1,3-dihydro-3-hydroxy-1-(2-hydroxyethyf)-2H-1.4-
benzodiazepin-2-one
Ci7HwCIFNz0a
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drometnizolum
drometrizole

dulofibratum
dulofibrate

enciprazinum

enciprazine

ethylis carfluzepas
ethyl carfluzepate

ethylis loflazepas
ethyl loflazepate

etocrilenum
etocrilene
fenprostalenum
fenprostaiene
feprosidninum

feprosidnine

fertirelinum
fertirelin

flutrolinum
flutroline

fascarnetum natricum

foscarnet sodium

furaprofenum
furaprofen

gemeprostum
gemeprost

giparmenum
giparmen
glisindamidum

glisindamide

glisolamidum
glisoiamide

glucurenamidum
glucurcnamide

halofantrinum
halofantrine

impromidinum
impromidine

2-(2H-benzotriazol-2-yl}-p-cresol
CraHnNaQ

p-chlorophenyl 2-(p-chiorophenoxy}-2-methylpropionate
CisH14Cl:0a

(= }-4-{ 0 -methoxyphenyl)-a-[{3,4,5-trimethoxyphenoxy)methy!]-1-
piperazineethanal
CaaH32N2z0s

i
ethyl 7-chloro-5-( o-fluoraphenyl)-2,3-dihydro-1-(methylcarbamoyl)-2-oxo-
1H-1,4-benzodiazepine-3-carboxylate
Cz2oH17CIFNaCs

ethyl 7-chloro-5-{ o-fluorophenyl)-2,3-dihydro-2-oxo-1H-1,4-benzodiazepine-3-
carboxylate
CisH1CIFN203

ethyl 2-cyano-3,3-diphenylacrylate
C IIH|5N01

methyl { £}-7-[(1AR",2R* 3A* 55*)-3,5-dihydroxy-2-[( £]-{37*)-3-hydroxy-4-
phenoxy-1-hutenyllcyclopentyl]-4,5-heptadiencate
CzaH220s

3-{e-methylphenethyl)sydnone imine
C1 1 H'IJNJO

5-oxo-L-prolyl-L-histidyl-L-tryptophyl-L-seryl-L-tyrosylglycyl-L-leucyl- L-arginyl- M-
ethyl-L-prolinamide
CESH?G N 1601 2

{£)-8-fiuoro-o,5-bis{p-fluorophenyl}-1,3,4, 5-tetrahydro-2H-pyrido[4,3-
blindole-2-butanol
CarHzsF3N20

phosphonoformic acid trisadium salt
CNaiOsP

(+)-«-methyl-3-phenyl-7-benzofuranacetic acid
C17H|403

methyl (£)-7-[(1R,2R,3R)-3-hydroxy-2-[( £}-{3R)-3-hydroxy-4,4-dimethyl-1-octe-
nyl]-6-oxocyclopentyl]-2-heptenoate
Cl:l HJIOS

4-methyl-7-{2-propynyloxy)caumarin
CiaH1w0s2

1-cyclohexyl-3-
phenyl]sulfonyl
CZ4H2IN405S

{p-12-(1-ox0-2-1s0indolinecarboxamido}ethyl] -
urea

1-cyclohexyl-3-[[p-[2-(5-methyl-3-isoxazolecarboxamido)ethyl]-
phenyl]sulfonyl|urea
CaoHzsNa0sS

B-p-glucopyranuronamide
CEHHNOB

1,3-dichloro-z-[2-{dibutylamino)ethyl]-6-{trifluoromethyl}-9-phenanthrene-
methanol
CzsH3eClzFaNO

1-{3-imidazol-4-ylpropyl)-3-[2-[[{5- methylimidazol-4-yljmethyl|thiojethyl]gua-
nidine
CrHzaNS

Page 11 of 16
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imuracetamum
imuracetam

indanazolinum
indanazoline

inasinum
inosine
iohexolum
iohexol

intasulum
iotasul

ivermectinum
ivermectin

levobunalolum
levobunolol

levonantradolum
levonantradol

lofentanilum
lofentanil

' indolum
mndaole

medroxalolum
medroxalol

metaterolum
metaterol

metbufenum
methufen

metioprimum
metioprim

1,3-bis[{2-oxo-1-pyrrolidinylymethyl]urea
CiHisN4Oa

2-{4-indanylamino}-2-imidazoline
CizH1sNa

inosine or 1,9-dihydro-9-3-o-ribofuranosyl-64-purin-6-one
CIOH|1N405

N N'-bis(2,3-dihydroxyprepyl)-5-[ M-{2,3-dihydrexypropyljacetamido]-2,4 6-
triodoisophthalamide
CraHzelaN30s

5,5'-[thichis(ethylenecarbonylimino)|bis[ NV, A -his(2,3-dihydroxypropyl)-2,4.6-
triiodo- N, N'-dimethylisophthalamide]
CZIBHSGIBNEO \AS

a mixture of components | and Il

companent I 5- 0-demethyl-22,23-dihydroavermectin A, or

{2-aE AEBE)-(5'S5 65 6AR,1511RI13A,155,17aA,20R,20aR,20b5)-6'-( 5)-sec-

butyl-3' 45 ,6,6,7,10,11,14,15,173,20,20a,20b-tetradecahydro-20,20b-dihydroxy-

5,6,8.19-tetramethyi-17-oxospiro[11,15-methano-2H,13H,17H-

turo{4,3,2-pq|[2,6]benzodiox acyclooctadecin-13,2'-[2H]pyran]-7-y| 2,6-dideoxy-

4-0-(2 8-dideoxy-3-O-methyl-a-L- arabmo-hexopyranosyl)-3- O-methyl-a-L-
arabino-hexopyranoside

C4&H7401-1

component Il: 5-0-demethyl-25-de(1-methylpropyl}-22,23-dihydro-25-
1-methylethyl)avermectin A,, or
2aEAEBF)-(5'565.6'R,75,11A,13R,155,17aR,20R 20aR.20b5])-

345 ,66,7,10,11,14,15,17a,20,20a,20b-tetradecahydro-20,20b-dihydroxy-6'-
isopropyl-5' 6,8,19-tetramethyl-17-oxospira[11,15-methano-2 4 13H 17 H,-
furol4,3,2-pq][2,6]benzodioxacyclooctadecin-13,2-[2H]pyran]-7-yl 2,6-didecxy-
4-0-(2 §-dideoxy-3- O-methyl-a -L- arabmo-hexopyranosyl)-3- O -methyl-a--
arabino-hexopyranoside

C47H720|-1

(—)-5-[3-{tert-butylamino)-2-hydroxypropoxy]-3,4-dihydro-1{2H)-naphthale-
none
C”HZENDJ

—)-(65,6a7,9R,10aR)-5,6,6a,7,8,9,10,10a-octahydro-B-methyl-3-
{A)-1-methyl-4-phenylbutoxy]-1,9-phenanthridinediol 1-acetate
C.’H HJSNOH

{—)-methyl cis-3-methyl-1-phenethyl-4-{ N-phenylprepionamido)isonipecatate
CasHs2N:20a

(+}-{3ac,d4a 9aa)-6-chlore-3a 4,9 Sa-tetrahydro-2-methyl-4-phenylbenz[ f]iso-
indoline
CisHzCIN

5-[1-hydroxy-2-[[1-methyl-3-[3,4-(methylenedioxy)phenyl]prapyllamino|-
ethyl]salicylamide
C20H24N205

m-hydroxy-«-[{isopropylaminojmethyl]benzyl aicohol
CuHizNQOa

3-{4-biphenylylcarbonyl)-2-methylpropionic acid
C"?H'\EDS

2,4-diamino-5-[3 5-dimethoxy-4-{methyithio)benzyi]pyrimidine
C14HTINAOZS
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metralindolum
metralindole

metuclazepamum

metuclazepam

mobenzoxaminum

mobenzoxamine
naftifinum
naftifine

nantradolum
nantradol

nicardipinum
nicardipine

nicoboxilum
nicoboxil

nisoldipinum
nisoldipine

nitrendipinum
nitrendipine

nonivamidum
nonivamide

actapinolum
octapinol

octenidinum
octenidine

actogrilenum
octocrilene

octrizolum
octrizole

oltiprazum
oltipraz

oxendalonum
oxendolone

oxicenazolum
oxiconazole

oxiracetamum
oxiracetam

pentomonum
pentomone

2.4.5,6-tetrahydro-3-methoxy-4-methyl-14-3,4,Ba-triazafluoranthene
C15H lTN:!D

7-bromo-5-{o-chloraphenyl)-2,3-dihydro-2-(methoxymethyl)- 1-methyl-
1H-1,4-benzodiazepine
CisHaBrCIN:O

4'-fluoro-4-[4-[2-[{ p-methoxy-a-phenylbenzyljoxy]ethyl]-1-piperaziny(]-
butyrophenone
CooHasFN20s

{£)-N-cinnamyl- N-methyi-1-naphthalenemethylamine
CatHaN

(+)-56,6a/,7,8,9¢,10,10ac-octahydro-64-methyl-3-(1-methyl-4-phenyl-
butoxy}-1,9-phenanthridinediol 1-acetate
CZ?HBSNO!

2-{benzylmethylamino)ethyl methyl 1,4-dihydre-2,6-dimethyl-4-{/m-nitro-
phenyl)-3,5-pyridinedicarboxylate
CZGHZBNBOS

2-butoxyethyl nicotinate
CreH1zNOs

isobutyl methyl 1,4-dihydro-2,6-dimethyi-4-(o-nitrophenyl)-3,5-pyridine-
dicarboxylate
CIDHZANZOH

ethyl methyl 1,4-dihydro-2 6-dimethyl-4-(m-nitrophenyl)-3,5-pyridine-
dicarboxylate
CIIHZBNZDH

N-vanillylnonamide
CiyrH2NO2

4-(2-propylpentyi}-1-piperidineethanol
CisHaiNO

1,1"-decamethylenebis(1,4-dihydro-4-(actylimino) pyridine]
C35H62N4

2-ethylhexyl 2-cyano-3,3-diphenylacrylate
C24Hz7N D2

2-(2H-benzotriazol-2-yl)-4-(1,1,3,3-tetramethylbutyl)phenol
CZGHIEN :O

4-methyl-5-(pyrazinyl)-3H-1,2-dithiole-3-thione
CaHeN2Sa

168-ethyl-175-hydroxyestr-4-en-3-one
CZGHMO!

2’ &-dichlorg-2-imidazol-1-ylacetophenone {Z})-[ O-(2 4-dichlorobenzyljoxime]

CuHuClsNsO

4-hydroxy-2-oxo-1-pyrrolidineacetamide
CEH\ONZOJ

6,6aet,12,12a¢,13ax,14-hexahydro-4,8-dimethoxy-6,6-dimethyl-5aa H,13H-

[1]benzopyrano[3,2-b]xanthen-13-one
C24H2e 05
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peradoximum m-anisaldehyde O-[2-hydroxy-3-[4-{¢-methoxyphenyl)-1-piperazinyl]propyl]-
peradoxime oxime
C22H2sN304

peraloprnidum
peralopride

pheneturidum
pheneturide

picobenzidum
picobenzide

pipradimadolum
pipradimadal

pigramadolum
pipramadol

pirazalacum
pirazolac

pirmenolum
pirmenal

piractonum
piroctone

pirguinozelum
pirquinozol

pivenfrinum
pivenfrine

prenisteinum
prenisteine

pridefinum
pridefine

prifuralinum
prifuroline

~-imidelolum
primidolol

progabidum
progabide

prosulpridum
prosulpride

proxarphanum
proxorphan

quifenadinum
quifenadine

1-(4-amino-5-chloro-o-anisoyl)-4-piperonylpiperazine
C20H22CIN3sOa

2-phenylbutyrylurea
CiHiaN0:2

3,5-dimethyi-N-(4- pyridylmethyt)benzamide
CisH1aN20

1-{o-chlorophenethyl)- N-cyclohexyl-4-hydroxy- N,a & -trimethyl-4- pipenidine-

acetamide
C2aHa7CIN202

{ +}-1-{o-chlorophenethyl)- N-cyclohexyl-4-hydroxy- N, er-dimethyl-4-piperidine-

acetamide
C23HasCIN202

4-{p-chlorophenyl}-1-(p-fluorophenyl)pyrazole-3-acetic acid
Ci7H12CIFN20:

{ £ }-cis-2 6-dimethyl- & -phenyl-a-2-pyridil-1-piperidinebutanol
CazHaaN2G

1-hydroxy-4-methyl-6-(2,4,4-trimethylpentyl)-2(1 4)-pyndone
C1aHzaNO:

2-(hydroxymethyl}pyrazolo[1,5-c]quinazolin-5{6H}-one
Ci1HsNaO:

(% )-m-[1-hydroxy-2-(methylamino)ethyl]phenyl pivalate
CraH21N s

3-[(3-methyl-2-butenyl)thio]-L-alanine
CiHisNO:S

3-(diphenyimethylene)-1-ethylpyrrolidine
CisHaiN

4-{2-benzofuranyl)-2-(dimethylamino}-1-pyrroline
CT‘HTBNZO

1-[2-{{2-hydroxy-3-{ o-tolyloxy) propyl]amina]ethyljthymine
CTTHZEN]O‘

4-[[a(p-chlorophenyl)-B-flucrosalicylidene]amino]butyramide
CrrH1sCIFN202

N-[(1-prapyl-2-pyrrolidinyl)methyi}-5-sulfamoyl-o-anisamide
CisHzsNaQ45

(—)-{4aF 5A,10b5)-13-(cyclopropylmethyl]-4.4a 5 B-tetrahydro-34-5,10b-
{imincethano}-1#H-naphtho(1,2-c]pyran-9-of
CioHzsNQ2

a,a-diphenyl-3-quinuctidinemethanol
CzoH2:NG
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nfapentinum
rifapentine

sitoglusidum
sitogluside

somatostatinum
somatostatin

soquinololum
soquinoclol

spirogermanium
spirogermanium

SUCCImerum
succimer

sulbutlaminum
sulbutiamine

sulmepridum
sulmepride

suriclonum

suriclone

talosalatum
talosalate

tamitinolum
tarmitinol

taurolidinum
taurclidine

tebatizolum
tebatizole

teoprololum
teoprolo!

tiapamilum
tiapamil

tiaprostum
tiaprost

tiflamizolum
tiflamizole

3-[N-{4-cyclopentyl-1-piperazinylJfermimidoylrifamycin or
(28,12Z14E,76 5,17 5,18R,19F 20R 21 5§ 22R,23 5,24 £)-8-[ N-{4-cyclopentyl-1-
piperazinyl)fermimidoyl]-5,6,9,17,19,21-hexahydroxy-23-methoxy-2,4,12,16,18,
20,22 heptamethyl-2,7-(epoxypentadeca[1,11,13]trienimino)naphtho[2,1-b]-
furan-1,11(2H)-dione 21-acetate

C‘?HMN‘G12

35-(f-p-glucopyranosyloxylstigmast-5-ene
CasHeaOs

growth hormone-release inhibiting factor: L-alanylglycyl-L-cysteiny!-L-lysyl-L-
asparaginyl-L-phenylalanyl-L-phenylalanyl-L-tryptophyl-L-lysyl-L-threonyl-L-
phenytalanyl-L-threonyl-L-seryl-L-cysteine cyclic {3 14) disulfide
CreH 104N 1201052

5-{3-(tert-butylamina)-2-hydroxypropoxy]-3 4-dihydro-2{1 H)-
isequinclinecarboxaldehyde
C‘ﬂ HZ’ENZOZ

2-[3-{dimethylamino)propyl]-8,8-diethyl-2-aza-8-germaspiro[4 5]decane
CITHJEGENZ

mesc-2,3-dimercaptosuccinic acid
CaHa0452

N, N'-[dithiobis[2-(2-hydroxyethyl)-1-methylvinylene] | bis[ ¥-(4-amino-
2-methyl-5-pyrimidinyl)methyl[formamide] discbutyrate (ester)
CazHasNaOsS2

N-[{1-methyl-2-pyrrolidinyljmethyl]-5-sulfamoy!-o-anisamide
C\‘HZ\ NSO4S

4-methyl-1-piperazinecarboxylic acid ester with {+ }-6-(7-chloro-1,8-
naphthyridin-2-y1)-2,3,8,7-tetrahydro-7-hydroxy -5 H-p-dithiino[2,3- ¢ |pyrrol-b-one
CZI}H?DC[NEOBSZ

phthalidyl salicylate, acetate or salicylic acid acetate, ester with
3-hydroxyphthalide
CirH120s

4-[(ethylarmino)methyl]-2-methyl-5-[{ methylthic)methyl]-3- pyridinol
CuHuN:0S

4.4'-methylenebis(tetrahydro-1,2,4-thiadiazine 1,1 -dioxide)
CrH1sN.0a5

1-(4-tert-butyl-2-thiazolyl}-4-methylpiperazine
CizH21NaS

7-[3-[[2-hydroxy-3-[{2-methylindol-4-yljoxy}propyl Jaminc |butyl|theophylline
CZJ H:](]NSD&

N-(3.4-dimethoxyphenethyl)-2-(3.4-dimethoxyphenyl)- N-methyl-m-dithiane-2-
propylamine 1,1,3,3-tetraoxide
CESHJ'IN O!SZ

(£)-(2)-T-[(1R*2R" 3R 55°)-3.5-dihydroxy-2-[{£)-(3A* 5)-
3-hydroxy-4-(3-thienyloxy)-1-butenyljcyelopentyl]-8-heptenoic acid
CZUHIBOES

4 5-bis(p-fluorophenyl)-2-[{1.1,2 2-tetraflucraethyljsulfonyl]imidazole
CriHwFeN:025

Page 15 of 16
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tiomerginum 9,10-didehyd ro—G-methvl—éﬁ- {{2-pyridylthio)methyllergaline
tiamergine CaiHz1N3S
tipetropii bremidum 3a-[(6,11-dihydrodibenza[ b, e]thiepin-11-yl)oxy]-8r-propyl-Ta H 5 H-tropanium
tipetropium bromide bromide
CasHx:BrNQS
tizanidinum 5-chloro-4-(2-imidazolin-2-ylamino)-2,1,3-benzothiadiazole
tizanidine CoHsCINsS
trientinum triethylenetetramine
trientine CsHisMNa
tritiozinum 4-(34,5-trmethoxythiobenzoyl}morphaline
tritiozine CuH1sNO4S
veralipridum N-[(1-alyl-2-pyrrolidinylimethyl]-5-sulfamoyl-o -veratramide
veralipride Ci7HzsNoOs5
verofyllinum {%)-1,8-dimethyi-3-{2-methylbutyljxanthine
verofylline CizHwaN4Oz
lizalamum 8-chloro-6-(o-chlorophenyl}-4H-pyrido[2,3-f]-s-triazoloj4.3-2][1,4]diazepine
zapizolam CisHaCl2Ns
zoficonazolum 1-[24-dichloro-#-[3-(p-chlorophenoxy)prapoxy|phenethyl|imidazole
zoficonazole CzoH1sClaN202
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[ - g 9 WEFHOER Hilt/ 55
Eé'ﬁfgﬂﬁ"i ﬁ%ﬁ%ﬁﬁmﬁﬁﬁ %ﬁ%ﬁ%ﬁ@%ﬁ@f (E]PEJ/%) Yl
3.2.8.1 — R IEH Shire BERL BEAL SHE *PE R B
3.2.8.2 ik Shire YL BBl PANES] HPE R FHA
32.8.23-1 Intermediate IPCs ] 19 @@ 4 E B A
USA
328232 2 ting Material Specs and Methods ) SE HER B
’ SA
3.2.8.24-1 Anagrelide parameter study report R-12206 ) HE PR B2
USA
3.2.8.2.4-2 Intermediate Specs and Methods - ol = ) EANES| HPEE FEA
SA
3283 etk Shire PN P E4NES| B B
3.2.8.3.1-1 Proof of Structure report ] pll Ttaly SHE HRER A
3284 REOEH Shire HAARL HHAL HHE s i
32.8.4.2-1 _Reference CoA 2012 _ B L L SE AR A
32.8.4.2-2 _Reference CoA 2012 _ B L B L ShE Pkt Bald
3.2.5.4.2-3 _(eference CoA 2012 _ B L ML ShE Pk A




3.2.5.4.2-4 _Reference CoA 2012 _ TP BMUAL S E PR A
3.2.8.4.2-5 Hexadecane Typical CoA _ FEARL ALY SHE &R P
328426 (Eyvical ‘ B L WAL S HPER A
3.2.8.43-1 Initial validation HPLC i ol = I Cana) A
3.2.5.4.3-2 Wl idation HPLC h o = r ) - B2
3.2.8.4.33 Validation Volatiles (1) Original data . F KPR B4
3.2.8.4.3-4 Validation Volatiles (1) THF data T &6 . PR A
USA
3.2.5.4.3-5 Validation Volatiles (2) l 19@ USA_ SHE &R i
3.2.8.4.3-6 Validation Volatiles (3) ‘ 2 USA_ S PR AT
325437 Validation Particle Test Method ([ D _ oll = HE HPER A
USA
3.2.8.4.3-8 Validation (jJMicrotrac Procedure T 60 SHE FEPEE A

USA




3285 EREL X IIEENE Shire Wi L ML S E EE Bl
32.8.6 ik O R Shire PP YL S HPNER PRt
3287 KRN Shire UL WL A PR £
3.2.8.7.3-1 Method Validation Report ] ol = % SHE B B
SA

3.2.p BFA|

3.2.P.1 A e L Shire FeRL AP SHE g B
3.2.P.2 RIRIBAR DR Shire Bl B3 L/aP S E HPNER il

Dissolution of KRN654 Capsules V's Agrylin Capsules - =

3.2.P.22-1 apancse Report FD-09-017 P AR AT
3.2.P3 BlE Shire HYia L ZUke L sE rEER B
3.2.P.3.4-1 USP 731 Loss on drying YW B L B AP SHE HRER FHA
3.2.P3.4-2 USP 921 Water determination WL WL AL AP SE HPEE 2T
3.2P.3.4-3 USP 786 Particle size distribution WAL mWie L WL S E HNER EFA
3.2.P4 HAIOER Shire YL YW S E HNER B
32411 |Cof A Povidonc( D A @0 - SHE PR FH

USA




32.P.4.12 C of A Anhydrous lactos () D 68 G NE| gt A
USA

3.2.P4.1-3 C of A Lactose Monohydrate- _ ZGF.EJ F A EH &R 2 i
SA

3.2.P4.1-4 C of A Microcrystalline cellulosc(j T &6 r 4= PR B
SA

3.2.P4.1-5 CofA Crospovidone- _ ol = SE HNER £
SA

32.P4.1-6 C of A Mag Stearatc({JJ) T 8 ’ b4NEs PR A
SA

32P4.17  |Cof A Gelatin Capsules( i) D 2@ ' HHE PR AT

SA

32.P5 BEDEE Shire ML ZUmL SHE B Bl

3.2.P.5.3-1 Anagrelide DP UV ID method validation h ol = F HNER FHAT

3.2.P.5.3-2 Anagrelide DP Assay and Impurities method validation _ HINEE T4




Anagrelide DP Assay and Impurities method validation

4.2.1 FEFER

32.0.53-3 h PR A

3.2.P.5.3-4 Anagrelide DP UoD method validation h HES i

3.2.P.53-5 Anagrelide DP Dissolution method validation h bl [ HEE FRAT
SA

32.P.6 S I EEE Shire ZYieL BuURL SE B B

3.2.P.7 AR O % Shire BERL EERL SHE HHER Bal

3.2P.8 REM Shire PP BV SHE HNER B 2]

42.1.1 $hH & BT HHEK

BL-4162 HCI platelet count studies in rats and

T

(anagrelide) in stump-tail monkeys

4.2.1.1.1 NS BB 2%
monkeys
. . o Miri .
42.1.12 Analysis of the rpef:hamsm of anagrelide-induced Mazur EM et al P L irlam H(?splta.l and HE Journal P
thrombocytopenia in humans Brown University
Evaluation of the antithrombopoietic effects of
anagrelide, quazinone and the anagrelide metabolite _ _ =
42.1.13 RL603 in cultures of differentiating megakaryocytes 2W SHE HPVEH RHl
derived from cord blood CD34" cells
42114 A two week screening toxicity study of BMY 26538-1 lw AE PR P




W F OREY (BCH24426 L URL603) DIE

42.1.15 Anagrelide: a new drug for treating thrombocytosis Silverstein MN B Mayo Clinic = Journal BE
42.1.1.6 The effects of anafgre'lide on human Solberg, LA Jr.etal |34 78 L Mayo Clinic S E Journal Bk
megakaryocytopoiesis.
Effects of anagrelide on in vivo megakaryocyte L
42.1.1.7 proliferation and maturation in essential A Tomer YL Soro}(a University HNE Journal BE
. Medical Center
thrombocythemia
b BB e sk & OYEH i B SRCD34 B BBk D
42.1.1.8 BEREERR O - BBUC T SKRN654 R U AL mEasL EaL B P zE
BCH24426 DI 1E A O LR ES
§ K3 I b2 % KRN - - = —_—
42119 A B PRI T SKRNGHOR gagre L ERAE L R L Gl PR B%
b MEBEE ML RTEEAIRR O EERR L - BB,
4.2.1.1.10 HRENE ONE = v = —TERRIC RS DKRN654 KR U [FEd7z L EER L FEaRL ES] *EPE R 2%
OB T O BB
bt MEBERECDIG M EZER D ERRR S LR
s2iiql |UPRRECNCHER 2 E = —BARICXT 5 KRNGSS F (@~ @O F B FPEER i
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by the anagrelide metabolite SPD604 (BCH24426)

Comparison of the biological activities of anagrelide University College
42.1.1.12 and its major metabolites in haematopoietic cell Wang G et al EAY4® London vy A PN Journal BE
cultures
RL603: Effets of repeated administration on circulating _ - - =
42.1.1.13 latelts n the BALB/E mouse - 2@ 2W HE MR =i
RL603: Effects of repeated administration on N - =
42.1.1.14 circulating platelets in the rat - 19w ZW - e PR R
42.12 BIRAVFEEAR
Inhibition of platelet function by antithrombotic agents
42.1.2.1 which selectively inhibit low-Km cyclic 3', 5'- Tang SS et al BMe L McGill University  |7+E Journal BE
adenosine monophosphate phosphodiesterase
The effects of anagrelide, two anagrelide analogues
and selected reference agents on cyclic AMP and —_—
%
42.1.22 cyclic GMP phosphodiesterase activity in human ' 192“5] ' SHE HRER =
platelets and other tissues
The effects o_md anagrelide on
4.2.1.23 ¢AMP and ¢cGMP phosphodiesterase activity in human ' IW ' S E HRER &
platelets, rabbit heart and ferret heart
Effect of anagrelide on cAMP protein kinase ratio in —— .
42.1.2.4 washed human platelets ' 1@ ' SE PR 5%
Effect of anagrelide on platelet cAMP levels, cAMP- !
42.1.25 dependent protein kinase and thrombin-induced Ca®* ' lw ' SHE tENE R BE
fluxes.
42126 Profile of .mhlbltory effects of anagrelide on various - 9 W ~ (“ﬁ - |am TN T4
phosphodiesterases
Profile of inhibitory effects of SPD604 (BCH24426) N o =
4.2.1.2.7 on various phosphodiesterases - ZW ZW - HE PR ¥l
42128 Determination of IC50 value for inhibition of PDE VI P 2(“ﬁ ’\’ZW ﬂ\@ *j:lﬁ]fé*sl' %Wﬂﬁ




42129 BL-4162A: In vitro aggregometry _ 14 _ ShE PR BE
421210 ;fi}:]eoeffect of BL-4162A on platelet aggregation ex _ 1'15 _ HE ] P
421211 Effec'ts of BL-4126A on hematology and blood related _ lwz _ HE PTG B
functions
42.12.12 Effects of BL-4162A in in vivo models of thrombosis _ 14 _ 4+ PR BE
Evaluation of anagrelide in the biolaser induced e
; &
Evaluation of anagrelide in the coronary artery -
2 &
42.1.2.14 stenosis-occlusion model in anesthetized beagle dogs lw #E AR 2%
Evaluation of—and anagrelide in
42.1.2.15 combination in the coronary artery stenosis-occlusion ' 19W ' HE HAER &5
model in anaesthetized beagle dogs
Evaluation of the influence of anagrelide and its
42.12.16 metabolites on the anti-aggregatory properties of T 80 S E N AT
aspirin
Anti-aggregatory effects of BCH24426 compared to _ o =
4.2.1.2.17 anagrelide and cilostazol ZW sHE PR G
75 target receptor binding and enzyme inhibition
screen on anagrelide and RL603 with assessment of .H _— =
4.2.1.2.18 relevant ICs, values [includes determination of - ZW - S PR wHi
physico-chemical characteristics]
75 target receptor binding and enzyme inhibition
42.1.2.19 screen on SPD604 (BCH24426) with assessment of [l pll i RN ] 4 E PR e
relevant ICs, values
Effects of BL-4126A on serotonin (5-HT)-induced
4.2.1.2.20 contraction in the isolated rat stomach fundus I'ﬁ SNE ) HREE 5%
preparation

4213 HEMEEBRER




The inotropic and chronotropic effects of_

e %
4.2.1.3.1 .md anagrelide on isolated guinea pig atria I'F.E] ' SHE PR 2%
Effects of oral administration of BL-4162A on
42132 cardiovascular parameters in conscious, normotensive [ GzN|: @ I = B BE
rats
42133 ;l:tle effects of anagrelide on myocardial ischemia in the' lw ' HE HEE Bz
A comparison of the effects ot_and s
) &
4.2.1.3.4 anagrelide on blood pressure and renal function in rats 1% e PR =
Effects of intraduodenal administration of BL-4162A
42.1.3.5 on various cardiovascular parameters in anaesthetized _ 1"3 _ HNE HREE BE
dogs
Hemodynamic effects of anagrelide and— o
E
4.2.1.3.6 in anesthetized dogs: intraduodenal administration IW SHE R %
Cardiotonic and hemodynamic effects of anagrelide
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