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W& 5 K ONFHEE D TE %
i = TE 2%
ATP adenosine triphosphate TTF )= Uk
CHO Chinese hamster ovary F ¥ A =—ANLAZ—JRHL
EMA European Medicines Agency R 2 3 5T
FDA Food and Drug Administration KERMEELF
GLP Good Laboratory Practice B3 L @féﬁ (\ZB89 % FERRIRAER D
FEita DY
hERG Human ether-a-go-go related gene t b ether-a-go-go Bl {n+
International Council for Harmonisation of | [ 3 5 33 il 38 fn [E pE =3
ICH Technical Requirements for
Pharmaceuticals for Human Use
MATE Multidrug and toxin extrusion protein 2% - ERILEYIEHER
OATP Organic anion-transporting polypeptide BT =A@k RY) XTF R
OSA Obstructive sleep apnea P ZE M R I SRR
R04926219 Gefapixant F—=77EXH b
AF-219
MK-7264
Gefapixant

C confidential

1.5 AR IR RO R OB RO Kk

-4 -
07TW2M2



F—=T7 7 XY M UERE §EA
1.5 ARF I35 R oK OB 5 OB

15 EERERXEIEEOEBRUMAEDOER

1.5.1 ERXTEROER

WK S D3RRI TTHE L T S 1B MK R Tl Mifask ATP 28 P2X3ZARICHEETH I L
T CRHRHEMNEME LS, BWHATREINTND ZERRRINTVND, P2X3ZAEKIT, KUED%E
EMRRD CRBHELICADND ATPIREMEA A0 F ¥ RNV TH D, CRBHEIRIE I LZERIE W E
WZEOE L TEM L SN D, ATP IZRIEDRIESM T TROEK BRI b & s, Mifash ATP
D P2X3ZBEEA~DOREEIL. CHRHEICLZBEY 7L Ee LTRIMENS, CRAEDTEEIIZ. &
HEHRGWOEE) L L TR L, MK E2ERES S5, 8ET A EHVERBROGR., P2X3%A
R0 P2X2BZEEY 7 5 A T a S LizMilast ATP & 7 /AREDERTIZ K 0 | BREAFR OEM
LA i S vz,

MK-7264 38 RH) P2X3Z BEIERIE TH 0 | FHERBF 267 2 MENE TRMICERT S
8 A G RTRE R KA I & LT, EEAMESUTIRIR AR B DABMEHK 2 5 RIZBA%E L 7=, MK-7264
1%, %% Roche (BA¥ &L =2— K : RO4926219) J U Afferent Pharmaceuticals, Inc. (LL#%. Afferent #1)

(BAF M= — K : AF-219) (T X » T CRREIED Tz, 20164£7H 2, Merck Sharp &

Dohme Corp., a subsidiary of Merck & Co., Inc., N.J., US.A. (MSD) 7% Afferent fEZBHIL L, ZDHED
PAR % EMi L7z (BA%Edh=— F : MK-726412K %), WHKICIA T, KRAERIEE, FBMERDER
SV TR AE R K O B % X SIS RBR & i L 7223, MK-7264DWEHKIZ X3~ 5 2R Kk UL 24
FaZrAn, WRNZT U Ay b« AF 4 IN=—ZX~ORGEEH, RN UIRRFREH DR
MK OIETRIE & U CBAR D72, MK-72640 S8, FERGIR K& ORRIR (B3 2 SBR O HEmS % LA
TZRY,

152 &HE - TEHHAROZERE

MK-72641%, By E LT —7 7 XY b7 = U ftH69.48 mg (F—7 7 X9 k&
LT45mg) 2E8ETDHTANLA—T 4 TEETH D,

JFEDOZEMREBR L LT, RYRFRER (25°C/60%RH) 24 A & OHERER (40°C/75%RH)
67 AMOERBBOA TV, ThODRREBE X, ARV 72 MM » A LE L
[2.3.8.7 ],

RIF DL EMERBRIT. BEYRGTERER (25°C/60%RH) 245 A MR OHERER (40°C/75%RH) 6
» A OFRERP/BON TN D, TNODREREBEE X AAOE MM Z36 6 A L3RE L72[2.3 P8
H],
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153  EERERABRDEER
SRPH A

P2X3EHZRMEIT, ATPIRFMA A F XL THY . X EREROTRUEZ XET 5K
R D CARHER O AS BRHEICRBLL TW 5, ATP RO P2X3 &8 A Z A RITZERIE~DB 537K &
NTEY, IN6DZ &N P2X3ZAEBHIERIC L 2 %HIEHROMRA & TV AH[EEHM.3:
001][¥F #+4.3: 002],

In vitro & O} in vivo TO—# D IKERER T, MK-72640D7BRM: L OBEREROIE A 2 5F4f L 7=, FEST
ENT-EBEREZEMERET L2 AV T, MK-12640.0 M8 R, PR ERR R ORHRERE ~ D %
EHE L7, Eo. B WRFREOBEBRE ZFHbT 53R £ L7z, EELZLMEER
BRIIF v A =—ANLAZ—PJ (CHO) K1MifaZ Hv 7z & b ether-a-go-go B iE{=F (hERG)
#ex (TTHA-7802) 2& . FRTERKOZLMEICHET 2 HBKRROEHOLE (GLP) 1<
penEi Lz, TT 4ff-7so2iksuz. i
- [
N

FEERRIEYENEABR T, MK-7264DWUL, s34, R PR OREZ 3F M L7z, FERRIREY
BERERIT, UM TEERASNBYETHL7 Y PROA X ZAWTER Lz, 7z,
R, PR, efddtt, mIREBRKEGROMmE, migREL I OW BB THEE L, &
HIZ, MK-7264705F % DFEYREER KL O b T o AR—2 —DEH, MEAROCFEAITH S
REME 2 3FAiffi L 72,

HHER

E h~OROKTEGE2XFT 5O OUFERNRIERKFE T 0 7T AZBWT, MK-7264 % 7
L7z, BEREHRRIIGLP ZM5F L, ICHAA FIA V- TEM LTz, ZOT T Al
I¥ invitro X N in vivo BMEEFHERER, ~VAROT v FEHAWEEEROBRGHEERER, ~7 X,
7 v P RO X AW RER DR GHEERR (EhEhiR13, 26 U398[) . 7 v P2V
TeROBREICLAZRERVERE TOYPMKEREICET I AR, 7y PROUIFERH W
iR BRIRBAICET2RBRE T v FEAVWEHAREROCHAROREICET 2RBRAE TN
5, Flo. rasH2 7 VAV z =y 7w AR WZ60 AR OBRERBRE YT v b & AV-24E
R N GRBRIZBW T, BARMEZFHE L7z, 612, 3T3~ U ABHEZFMAR % AV 72 invitro
R, SRR EFETE72DICER LT v PRUOA XORKEARER, B Kk CIRARSM: %
A L 7= 5kBR, W ONCIETER A M 25l 2 7= DICER L7 T v FERAWE3» AR O#&RS5 %
HERBRBET LTW5,

C confidential

1.5 AR IR RO R OB RO Kk

-6 -
07TW2M2



F—=T7 7 XY M UERE §EA
1.5 ARF I35 R oK OB 5 OB

154 EBREHABROZE
1.5.4.1 BIVRRARDOEE
£ 1R

B ARNEFGERE . BHREREEH & O'PA 2V REAR Iy IR g B 2 XF R I 1 73k BR & i L
MK-7264% %5 L - R0 Zet:, BEM. EYEBROENFLZFHME Lz, Zhb0RBRTIL,
MK-7264D FAR) 22 BN BRE (BRI R O S) . WIRMEZER O (FEERE. LRI, Filfp) .
ARMEZEROKE CEMMREER). RFEROEN pH OXENC X288, % (QTc MRzt
THRE) WNEYFEOREEZRE L,

NIERHEZER & LT, IR ARANEREE R OB LEBRE 2R L L2E THERER (007:5)
ROBHRERER x5 & U723k (026:A88) T, M5, ik BHEREEORE LR L=,
ARMEZER L LT, EWHEEERRR (0368 K 1004435k) T, MATE12-K OEFEAITH S
pyrimethamine (2 £ 5K N OATPIB DEE THHAE X NARY F NI RIETREZFM L, &
HROEN pH OLEENC X528 E27 >0 1 HHAER (00158, 00338k, 01138k, 017388k, 020
AER. 23R K V025 BR) TRkl L7z, EVFRIREFERSR (040385) Tid, FIFARSAR
#| (Fo4A BAD) & T ERA (Fo4B WA OAEHERORIZEMZ M L=, QTc ME~DE
AT 570, B ARANREEEERE 2005 & U7 B R ORE & 5308k (00135 & 000733 5k)
DT —# & AW TIREE-QTc FMIRRARNT 2 £ L7z, £ Ofth, F5EED & BEE D PAZEME AR e ERE
HRERE xR L L7258 THABR (039388) 2o\ Tid, [2745 11 HICEN L7,

B ARNGREGERE . BHEAERE 3 F ONPAZE M BRIy S RN W BRE 2 0h R IC MK-7264% Br K
1.800 mg F THE# 5 (31 2B R 14 A B XER G L72BROZAEEIB L TRIFTH -T2,

B IHRR

B IR T, MKz T, ERMHEEE. RBEMEREDES ST bR AE R & O 8. % xt
BIC13RBR L Efi L=, KIS % MK-7264 D M 1L, 10588 CEME L7- (IBrEngmk - 5Bk,
R RBVERTARAHEIE IS L 20k « 2808k, U A L AME ERGERYT K A0k : 158k, Wk R
T A 2RBR), b DOREBRTO MK-72640 #5813, 7.5~600mg 1 H2[EITH - 7=,

F B8 ABR 001038 T, MK-7264 7.5~50 mg O F &4 T 1 A 2B 5T, Wk 2 &
(RAFAIZID L, 0123888 T MK-7264 50 mg 1 H2[EH 5T, XR—2 T A 1512588 D248 D
WM (1R 7= OEE) BT 78R LD Lz, 010RBR KR V012RBEROWTF I TH,
ELRBEBGOEDP ST AEERIIKREICEHET 2AEFEFRL TH o 72D, MK-7264 50 mg 1 H2[H]
UTORETIE, BEEIE L TRFTH o, 010RBRK V012BRD PK 7 — % 2 07 RFE
B)72 PPK f#HT. W N AR R 2D T — X 1235 < RFER 72 ER fjHT OFE RN 5 . MK-7264
ORE%L M45mg WiX15mg Z1H2EREOHK S LREL., 77 AR EZx ML L ERELRFEIHE
RBR (02738) ROWMBAEIFARABR (03038r) # %L 7,
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BIAHRER

ERE R R TH 2027581%. 185K UL L o> B TR ME TR K 7R B 0 18 M ik BB 3 % e 1T
MK-7264% 5238 (128H OAEFRY KO0 EMOERY]) #5 LIZBEOEIMER L LM% 5
filid~ % ZhaakdkFE, —HEHEKR., 77 AR, WATHMRABRTHY . ARLRABRICSHE LT, 732
il 2 MK-7264 45 mg, MK-7264 15 mg XIZ7 7 B RD3BEIZL : 1 : 1O TEESIZE Y i, =
DHH, TOFNIEREEZ S Lz, TOME. FZEFHEE B Th 5 1208RF 0245 O ZMKBEEE (1
Refl 720 OEED) 1 X, MK-7264 45mg 1252 KD 77 RS L L TAERICHED
L7z, —7. MK-7264 15mg 1 H2E# 5T, 77 AR5 L H# LT, 1258 R 02450 O %k
SR (1FFH 7= 9 DE%R) OBAITRD bR o7z, MK-7264 45 mg 2 X MK-7264 15 mg %1
A2E# G L72BE, SREICEIE T 52 B EER B L RBEEREN 7o, BT o7 7 A ik
AREETH T,

WA RBRTH 503008k 1T, 02738k & FIER. 18Rk LL LD BEAEME IR AR D@1k B A %
XFRIZ MK-7264% 523 Q4ERMOAIGIH K O BER OERY) &5 LIZBEOAMEREL
P2 33 5 S hiak 3L —HER. 7 7 AR OEATHFERBR TH 5, 1.3176] % MK-7264 45 mg,
MK-7264 15 mg XX 77 BARD3FEIZL : 1 : 1O TEESBIZH Vi, 2055, 1314685
HKefkE Lz, ZoOMKR, TEFHMEER Td 5248024 OB AEE (18R & 72 0 DEE)
I%. MK-726445mg 1 A2 G TiX, 77 AR EKEG L LB L THRICHEA L, MK-726415mg 1 H
2EEE-TIX, 77 ARES LHB LT, BT bz o7z, MK-726445mg #1 H2[E# 5
L72BE. BRRICBET 2 A EFEFRRB L RBEEELE o To), BT 1 7 7 A MTFFEFTHE
Thol,

027K K V030D W FIUZB W T, EEFHHE BBV T MK-7264 45 mg D 77 R
BIo T A EEESRIES ., AR ORE L BEENHR SN, O DRRICESE, X
Ecid2020 12, [ oreden iR R Lz, 7z, 20214810 A KBUE, 1l
BV < b 3EREERRHRFEP TH D,

154.2 ENERRHBR OB E
£ 1R
i, e oodEic B AN RS 2Rt R L L% T HERRABR (02438 2%
fiti L7=.
ARBR Tl MK-7264 (BARWIHIRAI, FO2RLA]) 15~100 mg XiX7 7 AR Z HEHR S, kU115
~50mg XiX7 7 A% 1H2E15AMKERS LIZBoRet, 2AEMRCEYEIE, MK-7264
(58 AR BRI A & A R0 RS O BRF). FOARIAD) 50 mg & B G L 7 BROBFOREL
FFf L 7=, MK-7264% ZEERFIC BB S UIREER S LIZBEOZEMEITEE L TR Th - 72, MK-7264
(B IR A RA L EVFRICRIFORA, Fo4llA)) % HERE LERD MK-72640 M)
fBIX, ZRERF R ORI BB CTRIELL T\ e, F£72, MK-7264 (FO48UAl) 50mg #3IER AR A
TR E | 22 R O\ IR S I [ BBl 5 L 7RO FEWEh e (0253%R) & bl Twn
7o
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o5 1 HAEAER

FBIARRBRGHEIRH X, A TEIAME U IRR R A OB B E 2 X R & L7155 O Ehiifk
BRI 72 o T=i= 8, 02TRBRIZBMANIC. B AN TO MK-72640 % 20 & OF 2 2 Fim a0 12 5T
T HOO/NABOENE DS (03338,) % FEMi L7,

0333BRIL. BEIAMESUIRE R DB EZ H T 5 B R ARABEZ R L LI EBIEAL, 7
ZE AR, WATHR., ZHixER. —EERABRTHY ., 236]% MK-7264 45 mg XX 77 &R
D2FEIZ] : 1O TEIEAIZHNY 11772, EHMIZ28AM & Lz, £ORER. MK-7264 45 mg B
Tt WREICBEETIAFEFRORBBNEG VR LEP T2, BT o7 7 A VITEFEFRET
bote, £z, 7T7BARLHEB LU T, 24K O LMK K& OV IR H O BB BE 130 L7z dso 72
2, FEFIED D72, BO2EFRKREN-STEZENFRE LTEZbNT,

o AR EAER

027RBR TiX, IBBRELZEREINTT3068|D 5 B, BARNT3AFITH -7, BARAERIZBT D
AL, 2FEMALE—BLTRY, ZeHIRBEOBREITRD bt oiz,

AARANTORYMEZ M 23T 503838k % i U 7=, ARBIE, BIAME UIRE AR @M%
WA A5 BARANRAGERE 2 XRIZ, MK-7264% 52885 U I-BR 0% 24 & OB 20 2 5Ff
THEMER . FEFR, WATHEM., ZHaRER. —HERWRBRTH D, 16947° MK-7264 45 mg
B N MK-7264 15 mg O28EIZ1 : 1D TEERIZHIY (17 ST iR & iz, MK-7264 45 mg
1 H2[E# 5 B O MK-7264 15 mg 1 H2[EI#5- U728, BREICEET 2 A FEELBRLRBEFEL A
Do, MK-1264DEHB 5. (20 5> AEERORHENGCHEE ICHEMEMIIRO LT, &
2HTa 7 7 A MIGFEFRETH T,

154.3 BREILEEDHEHE
1.5.4.3.1 BIITBUEANEESEREIFLSHE
MK-72640 A1) % BAFEFHEIC R L <. EXRSH I 7 (% & S
ot [ G| EESONEEET  GPNCESE 0 N G Gl EESONEEEE (RS
GEHE S A D 0= e A E SR
2 A B ) DFF4E OB Z IR ST B A IR E R AR AR L M LT, AR
THRIEBEORRAEE 272 LT, AAORERGEARRHBE LTI L & L,

1.54.3.2 FDARU EMANLDELEE

- =i 7=, FDA & o || T cl B =6 x0Ema
Lo B A6 opsicEsx . AROBRRHED
FEEE & BT 5 720, 030RBRO A > 248 AT LT,

oA & o [ A ) <5< SRR &
BLEMOERIT % RD BT,
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1.54.4 BERT—R /Ny r—o
ABFEOBKT —Z /8y r—T%[F 1L.5-111277,

1545 BARDOFER
AH| OB R ORRAER % [K] 1.5-11I27~ 7,
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1.5 FEJF X35 RO R OB O

* 1.5-1 BLEMRSTADH EF DERER

T—=R8NRvr—o
|

X4y H AN Bk FEHARNRAER
P
%140 H A N MR S B 2 x5 & U7z MK-7264 D24, BEMEROEY) | IE B AR NBEFEBERE 235 & L7z MK-72640) FO4A K (N F04B i) % Hi[n]
B E & A9 5 B[R R O E R Gk BR (024588R) B5 LB OEMFRIREEERFTT 5, FEEMR, 23—, 28], 7~
A A — =3B (0407R5R)
EIEiE B IR PE DR MEIZIR R 12 81T D MK-7264 DA %Mk K VR ME % FEM 3 %
FH R (010558)
B AR DR MEIZIR R 12 81T D MK-7264 DA %k o OV 4k % S+ %
12538k (0127385R)
JRIRAR B SO BRI OB Mk & 4 % B AR AR AR A 12815
MK-7264DH MK OZ 2 % 5l 248 O MIEAL, —HEHR, 7 | —
Z AR KR O TAREEARRER (0335858)
AR T2 PEZI] 2 A3 2 B ABERE 1231 D MK-72640 G304 K OVZ 227 M3 25125 AMOEIEAL, —EEMR, 77 B RABROFMAERE (02731
%)
1B MEIZIE A AT D BB E 121 D MK-72640D 301 K V22 4t % 3
— i+ 5125 AMOEIERL, —EHEKR, 77 A< OEMHEFER (030
B
HERPE YOI R AR O Mk & 4 % H AR AR AR A 12817 5
MK-7264DE 2 M OV 2hit 2 7 0§ 2 IEAL, —EEROEN | —
B (0387 5R)
SEEFR
% 1A FE H AR NFEREBBR S % %1 4212 MK-7264% R O 5 LT-BEO 2R, 2R

PR O BRE 2 3H M9 5. RHIEE R, BERL, 77 v, I
ATHERT, FAEMEE, B 5508 (0015U5k)

FF A A NEEEGERE 2 %1421 MK-7264% 14 A IR D5 L TR
Ak RN, EKYEREN O EERRIT S, FHMEE SR, EIEALL,
7 TR R, WATHER, Bl ER 5B (002:R5)

FE B AR N BR S 12 MK-7264% 14 B S SRR 0% 5 U= B 224k
BRVE, RYFEROENF2RFT 5, fMIE SR, BIE&L. 775
AR, WATRER R (00375R)

FE B AR N OWEFE S & ORGSR S & x5 & L7z MK-7264%21 A [# X 18
RORE LIBRoR e, ARM, SEYEhiE &k OS5 2 it 2 BE
2k, 77 AR R (00775

I B AR NARFGE R 2 k5 & LT MK-7264% SR G- L7z BE D 3 Ehfie
(ZX9 2 H A pH RO EFO B LRI 28R (0115)
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1.5 FEJF X35 RO R OB O

=151 HiE

ARFEAREEHIER

RT—2/1\vr—2 (8E)

X
&

HANHER

FE AA N AR

FEAAR NS 2Rt e Li=7 e N7 A 7T oHFAgE (MR) #iH| %2
B 5 L 7-BR 0D MK-72640 SMEHHEI ONT MK-7264 D 3K MEhREIZ %59~ 5 £
FROTa bR TIER] (PP OFELZFHET 535 (01725H)

FE R AR N BR G 2 %% & LTz MK-726402-> DBLEI 2 g G LT~
BRI ENRE 2 3 5 B (020585%)

FE B AR N BRE 2 %512 MK-7264 D 3K Ehfie 4 2044 5 14 B B i
B HRER (02275%)

#EKA@%%%%%%%&Ltaﬁﬁﬂﬂvﬁﬁﬁﬁﬁ®%ﬂ®
MK-7264% E 5 UT-BEO SR EhRE |2 RIS 3 288 2 53 5 3Bk (023
AR

AR NEFRPERE 2 XI5 L LTz MK-72640 Y hfe 2 30T 2 9F 5
B, HLEGER (025305%)

BEREREE DY MK-7264 DIRMENTEIZ RT3 B 4 it 5, FEERH. ¥
m G aRER (026535k)

FEAARNMERE BRI 25 USRI, A, PR N~ 2T v 2%
APl DI E M, HEGUR (02855

JE B AR NG SRS 2t & L= BB BB EUE &k V22 [EREC MK-7264
D FL7p 2 BIHKN % ¥ 5 U 7= BRO Y EE #2682 07 5 23 5 7Bk (032
)

FE A NGRS 2 %145 & L7- MATE1/2-K D38 ) 72 LEHITH 5
pyrimethamine 7% MK-7264 D3EMENREIC K IE T 24 T3 5211, 5
g e e R ER (03636R)

FE B AN\ PAZEM:NERRFRFEREY,  (OSA) #RERE % x5 & L7 MK-7264D7%)
RETMET 5, —EEH, BIELERER (03935

FEH AR NG 2 kI & LT MK-T264D R AEFR G N E Z AR Z F o
% BAA % 5 U7 BRO SR ERE | R T3 58 & 5Tl 5 % 28, 585 E T
B (0443R5R)
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=151 HiE

ARFEAREEHIER

RT—2/1\vr—2 (8E)

X5y

HANHER

FE AA N AR

55 I1HH
(P ZK)

1S PEZ B I Z BT BN P2X3Z R IRFEHIE T 5 MK-7264DH )
M % 2 5 3AER (0063A5R)

PEREHERA K OMBMELIK R 2 G & U OIS RS PR 63 %
MK-7264D 2 R % #Fiffi3~ 2 7k (0145U%)

PEREHERA K OMBMELIMK R 2 B & U OB RS PR 635
MK-7264D 2 R % #Fiffi3~ 2 #lEk (0155Uk)

FEIEME DB LKA 2 31T D MK-7264 DA B K OB M2 FHE 4%
BRI, WATHEH, —EERRER (0215X5)

55 I1HH
(LRI LIS ) -

PETEME R R EIE R 2 kI & LT MK-7264 % 4R $% 5- U 7= B D22 44k
ROEMELZFMT 2 Z B SH. 77 BRtiR, BEA, Shi L
B (0043R5R)

MR DL 28 SO LR SE R RE D L B 2 )5 & L 7= MK-7264% 41
M E LB o2 L O 23+ 5 —mER, 77 2R,
ﬁf’ﬁﬁjm % aex LA ER  (005305R)

BB 25 & Lt)‘ o U RGERENEIZ D MK-72640 4 2k
MM AL, CEER, ¥ LA I — T RS, 37 o
A A — =3Bk (0097R5R)

7 A VA ERGEEGE A T LT R O 2RI %9 D MK-72640
Bk, MR OREMEZ T 2 5 E 14, 8BEAL, 77 8R
T PREAER (01375R)

FREEMEEIR 2 £ O R3S PE IARHEIE B & oh 4 & L7238 IR P2X3 52 1K
FEPUERTH D MK-7264 D4 9 K OV2 2k % 5l 2 IE4(L, 7T &
ARHERER (016745R)

RS R MEE BB At G & LTI P2X3Z AT TH 5
MK-7264H [0 5.0 25 0EZ N9 5 Bk (019785%)
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F—T 7 XY b R EA
1.5 IR TS B ORI OB % D% ks

1.5-1 FAXEDRZEX

BT 2
ZETERSR | 5K ERR{AR

(25 C/60%RH)
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(40 C/75%RH)
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(25 C/60%RH)
IIBUEEN
(40 C/75%RH)
AR B B AT B R
e 8|
K ENTE WA - o3 A - AR -
P
FPERER EARES LR
RE# S

AR

G
£ O
i AR R %14 ENE T R
(R K (0243%)
HESN 1 FRARER
(04075%)
5 AR HESME T FIRRER (010
AR)
HESME T FRER (012
AR)
E PN O FIRER (033
AR)
5 AR ] B [R] 25 AR 7R
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AR)
[E PN AR RRER (038
AR)
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A AN NP4 S 37 |
1.5 FRFE IR R OB & OB % Ok

1.5-1 BARDMEER ()

HERIEH ppe
p WESNEE T AR
(BEEEL (0013, 00275,

0037 5R

01175k,
0207 5R
02375,
026858,
0327 5R
039358,

0077 5%

0175k
0227 5%
02535k
0287 Bk
036:A5%
0447 5%)

5 11 4H

WS T AR R

(0067K5k, 01475k,
015585k, 021585%,
00435k, 00555R,
0095 5R, 01355R,
016:85k, 01955%)
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1.6 AEICBIT A ERRREICET &R
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20214E10 A RBIE, AFIDERS TV HEkz Y, 726, XE. | %R
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F—=T7 7Y b U EA
1.7 FIfERIZ S —EE

1.7 RERMR—ER

A TH D7 —7 7 %0 b7 = UERtEIT ., BIRA P2X3Z B IRHEHER TH 0 . BrE/EH
SR 29 2 FERRERME CRIICIER 9 2 D& G- T RE e kiG iR o 5, 72, AFIDRhEE
IR () LEU TERENE ORI R OB 2@ &3 2 ER N, BE, BERNICE
FELRNWZ D, FIFERZSIZ 2,
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E ()
20X 4 X AR5k AR RES
B P2X3Z IR FEHIEE 87229
. OZHIIRHFELO
B % EERE O ‘ REES
40080 - 3668 TRV h T IR R ABA

U 7 X7 ®FE45 mg

KON LEEZSRBOZ L,

WHEEEES : EFE-—EMEOLSE Lyfnua® Tablets 45 mg 0
CEVERTAZE MSD
2 %2 (ROBHEIZEFBRELLEZVWIE) 92 BHEERE

FFDRSI N LBEIEOBAED & 5 B

3. 4Rk - K
31 Ak
fRFE4 Y 7 X7 %E45 mg
LB %s F—77 &% by UK

i S —77E%x9% FELT45mg

Al FEmErog—X Dvr=F—, 7O
ABp—R JBARE Ry, @EEKTA
B, 7vNVEBATTINF RY DA AT
TYVVEB~ TRV UL BIEFZ, b
TeFr, ZZ@kE, At uay
3.2 A K
fR7E4 Y 7 X 7 *5E45 mg
B -6 |[A®-7onra—F4 0 -V
-
EAE : #9104 mm
ol O
W —
JEX 453 mm
HE #7463.5 mg
Bl =— F 777
4. PEER (TR
Pyl 1ediA

5 MMEEXIIHRICEHET HFR

BHOHA BT A HaBE 1T BIETROIRE & 72 5RE,

Wi, REER, BARESRS LSO AENRBHNICE

-’; {+HRBERET > THEHMS BT 2 B8 IHERAEEZER
5T ¢,

6. AERUARE
WE, AR —7 7 €% 42 & LTIE45 mg #1020
Bo&s95,

7. BERUEARICEET HFE

HEEFHRERE (eGFR 30 mL/min/1.73 m* R i#) THN 4 LE
LLAAVWEEFICIE, FE4Smg #1B1ERETHZE, [92,
921, 98, 166.151K]

8. EELEAMIE
AHNC X 2 OB ITRERE TR S HERETH D Z
L, BREEBE LRV L,

9 BENDHERZEHTHIREICHTHEE

91 AHHE - BEEFOHHBE

911 ANKRUT 2 FREFICBBECREEDSH 5 BHE
RIGBEGEN D SDONDAEEENRH 5, FROFYRS TH
BF—T77EFHL MI, AAKYT I REEZETS,

BHRERELZEHOICERT I EMNZEE LY, 2B, KE
EEITHREKEHICRMT 2E@8RSIBO ATV, [7.98,
15.1.1, 1528 8]

921 BEEBHMEEMEE (eGFR 30 mU/min/1.73 m2ki#E) TE
WELBELGVEE

F—77 X4 FOBRBREO FENBH LN, (7., 98,
16.6.15 8]

922 ENEVBLETIFRYMBFLEE
HRINIHERCHAEOWELRET D00 +57T—
2B LNTWARY, [13.188]

95 Wi

B EOFRENEBREL EES L HET S HRITOHE
533ZL, 7y PRUBUHFIZBWTHREBITARD LN
7=, BEEEEE (1E145mg #1H2ME#E) OH124% (T v F)
DBRBRTIL, BREROEEOHINED bR,

96 {BILIR

EREOARMERVCBILFEEOERMEZZE L, FHLOREE
XiZFiIkEBRHTHZLE, 7y b THLHP~OBITHRHEES
nTL\Z)o

97 INRF

ISEARBOBE Z 3% L U-BERRBIIER L TRV,

98 EE

BHRECEE L LESCTHERVHEEZ#AG T Z L,
FHNTBIMBOER TH D, —RICBERENETLTHS
ZERBVOT, FANCLZBWERDOY 27 B3N+ 586%
nRxdbs, [7., 92, 921, 166.13HK]

1. BI4ERA
ROBIERA»HHDONDZENHDDOT BELTFITTV,
ARVPRDONHEICRRELPILT 22 LW 2LEL

T2 &,
1.2 ZOHOEIER

5%LL k. 5%Aii
B nEE B, ONER T, LR, Hb
R, A ORFEHF,
TR %, 0 DR
RYIE R O'FF R Y
A BIE
RBRUSE RBRBEE
s
RS WAL (404%) T, [FEiED EW
BRE AT, BRREBERT,
R REET
R, MR R wEk. O FENEEE
UHthRREE

TEREALIE, EITEWR, EBRKERC/ IEkE LTHH
HEni, WRMEEORER GEREFRAL, WHEHKL, HRER
B, BREEE) ORREAIT63.1%Thot-, KEHKIEL, ¥
— 77 XY hOEBEMIAHIBLUIAICREE L BE X TF
BETHY, F—T7 7 EXH L hoBREPTRESIEICL
&FELE,

13. BEHRS

13.1 i@

F—7 7 EXHr MI, MEETICEY —HREINS,
[9228 8]
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ME ()

14 BRLEDIE

141 EFZAEHDOFE

PTPAREDEAIZPTP v — bRV L TIRAT A L 94
HYAHZ L, PTP U— hOBEMIZ LY, BEWELA IS RIERS
BE~RIAL, BICIEBLEB I L THBRASOEE A6
EEHRETILBH B,

15. FDHOFE
151 BRER{ER ICE D < 53R
1511 77 R Z 3B L LU-EiR3LFFmEss (027348)
ROVMESEOHERAER (03038) DT —FIcBW\WT, ¥—
77 B4 bS5 mg # 10 2E# 5 L 7= BEF6835]D 5 HAf)
T, BMERIE, RE&E20, BEREIFSEE SN
(0.8/100A\+4E), —F., 77 vRE2HE Li-BEEISH DS
BH3FIT, BREAEL, REFBAELIFSESE Shz (0.5/100
AN4E), [92, 15288
1512 KalBE (PAP) Z{EH L TWRWPEENL EED
PASEMEBRIR I SRR 0 B E (196]) Z%t& & LiziBsEER
BRIZBW\WT, ¥—7 7 EX 4 M H180 mg DRLERTE S 1T,
T REE L EBE LT, TRTOEREEIZHI-->T, ¥
HEEFEMATE (Sa0,) DET R U Sa0,7390%A i T - 7l
FOBEDFEHR LR LTV, FEFMEAE Th 5 EE
TASPR e 3 (AHL) (SEWER o7z, PAEMEEIRFER
W &, BETRYE O BB O PF R T OAA45 mg D 1A 2[E1#
5T, o 0BEAREBEIIFRBHTHS,
15.2 JFERPREAER(CE D < 153k
F v b6y AR, XA X129 B —7 7 %% b &
BOETrL, F—T77EXH L b LRERDERNH
b, SHICEERRE (1E45meg #102EES) TORER
DME (T v b) RUR6fE (A X) #B25BEBRETII. B,
RERVCERK (v F) EIRME (1 X) CEEEOHD
WEERDE, [92, 15.1.188]

16. FEMBE)RE

16.1 M rhiREE

16.1.1 BEKkE

BERASE (140) 2/ —7 7 EX ¥ 50 mg % ZERERF
HEEN#E LBRomEd /—7 7 €542 L OEHBHE
NI A—FRUBEHBE TN ENRIRVCENIRTY,

#£1 BERABMICY—77 %42 b 50mg & ZHERE
EIfEO#EE L0 —7 7 E% 4 b o mifEd EshiE

16.1.2 RERE

(1) R

MR A BMEICY —7 7 X% F15, 30, S0mg #R%EIT1
H2EISEMRERO#®RE LB, migh ¥ —7 7 €% 4 b
BEIRSEIAEETICEFREBICEEL, AUCwx BT
Coex 2 ES < BRERIEIT121~149TH o 72, 15~50mg DA
BEEATIA2EEER NS U2BE, AUChnw B T Cox i3 H
BHFMEER LY,

£2 BERABMICY—77 X4 b 15~50mg #RE
IZ1B2E 15 BMRERARE LIZROF—7 7 X4 b

O 1 #E 5 K E) g - -
Tomax' b3 AUC,. 1,
il Bl B (n(;zm (ngﬁ,if,{) ()
tsme | 6 |0 2000 [as | @i~ | 50
u 1.350) -
0meg |6 016-73500) (3123ig4u) (2?149%1 (gﬁg)
U 2.690) :
some | 5 |3 %0 s | @20~ | 82
T 4.370) -

ﬁ] & TmT lext AUCO&* 1 f2§

(br) (ng/mL) (ng-hr/mL) (hr)

14 1.50 489 4.260 6.93
(1.50-4.00) | (437~548) | (3.790~4.770) (9.32)

TR (F/IME — KA
P B/N R ES BT (95%(E I M)
§ ATy GRATFHIC &S < BERE%)

1 BERABHCY —7 7 €% %2 b 50 mg & ZRHFRBS
EfEAEE LZBRO S —7 7 €% 4 b o miEhREHED

600
5
E
2
s
g <00 |
s
2 !
g 9= =77CFY hS0mg (1484)
v:\' 200
b
&
=
| \\e
o
0 12 18 24 30 36
125 &N (ho)
BN + fRERE

T (B IMil — S KAl
1B/ RIS BT (95%(E KR
§ BT (RATE9IC S < BB RE%)

(2) AFERMEREREATAOR R EE
BREFAEYBREANT OFR, IBRIEFME UIFRTH OB
R E (144) 2/ —7 7 X9 b45mg Z1H2EKE
B OHE LIBoEEREBICET 5 M AUC 120 & T Co
DT FHIT, £ FN3.832 ng he/mL & 18538 ng/mL Tdh >
72,

16.2 AR

16.2.1 RUREE

BEERABHICMC)Y — 7 7 E% 2 b50mg & BERR O
B LIEBOF =77 X4 FORINEITI8%LL ETH 7=
I HEAT—F),

1622 AHEOEE

BERABEICY —7 7 EXH 2 F50mg % ZRER R UG
PAEBEREBICHERRORELEE, F—778F4 2 b0
AUC) ot R Cun 2T DEEFRBYC B D H 5 RFOREIIR
ool KAL, BF L EMRLBETETH
60

163 ##

BEARYBEBATICESE, -7 78X H 2 FM5mg #1
A2EREENEES LEREOBEREBIZET 2 ANTOSH
BREOTINIIBSL LHESNY,

F—=77 XYy Ot MFEAFESERIZELS (55%), M@
%/ MIFRERIZIITH -7 (in viro RER), T v MzBW
T, PHARZ~OBITHEIXED 2 725 (in vivo RER),

16.4 {1t

F—77 XY FOHEECBTARBOFEIZNEL,
CYP XX UDP-Z V21 )N kT A7 x5 —F (UGT)
DOAER TFHEEA & OHFRIC L VERMICEROH 5 EY
HEERNE LA WREEIIEWEEZEZ NS, [MC1F—7 7
V¥ hS50mg ZBEHRRO#ES LR, mitPoERoiE
REMRETHY (87%), MIFFRBPITEEHHEDI0%EK
WTho12Y UMEAT—%), [1658HK]

16.5 Hitt

F—77 X% POEERELREIITHRTHY . 25
IVT I RACBITARMESWZ VT 7 ADOFLITNH
46% L HEEEN TS, [HC1F—7 7 EFH > F50mg & B
EfE L LR, BEHEEIC L, RPICITRE &S
$964% % UM B 235912%, 3 PITITRZEL &I F920%K TR
BYBH%HE SN T2Y EAT—F), [16488)]
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ME ()

166 HEDHEREZATHESE

16.6.1 BHEAEEE

F=77 XY FOXERHEERIFTHRTHS, BK
EEAR (FREREFSH) EICH I, IRUCIHERAR
DT —% (1L6776]) ZRW-BEFAEYBERTNOHELN
EREREOCOEEEN DS —7 7 EX 2 0o mEPEY
BT A — ¥ #R3ITTT,

#3 BEEERBRERUCBEAEYDDREMRIT»LBLNEE
BEERE OBEEERN DS —7 7 X4 b iRy EHE

il PR R F AR FHEE M Y Bh RE AZAT
e TEERE | &R
fEED HE AUCow | Cam e RED | BERED
HERE (ng-hr/mL)| (ng/mL) AUCo 1wt Coat

(ng br/mL)| (ng/mL)

EE 22801 | 1607 3820 | 508
g 42601 | 2217 |49mE[ 4470 | 554
FEHE 63501 | 2727 1[;2 5570 | 644
A 85807 | 318 7220 | 785
JE ik 50 mg
EHTT | wim | 101000 | 200 - - -
DFH BE ?
Bre
1 i#%E
WTD
i 78100 | 214 | - . -
G
T B AR BERE OT — ¥ Z BV BEERIC X 5 Il
g O]

§ ARBUCITEEFRERET THAAN GNP o127,
LUHBRE CORBRIEE REREL AT IHBRER VP
HEEEREREED O MM L,

|| B/ ZFFE I E S < BT

R I PSR AEREE (eGFR 30 mL/min/1.73 m2LA |b) X
F—77 EXH hOBRBERICH L TEKROICEROHHE
BERIZES 0T,
BRIERMEUIFRRH OB EE = 50 - HEAEY
BREARAT OFE R, EEBRERSE (eGFR30 mL/min/1.73 m?
i) TENALEL LRAVWEBETHIBREESEF L L,
F—77 EXH 2 bD AUCo1n w BT Con DR ITEN
FN89%K A% HMT 5 & FRISHY, BEEEEE LR
BEOCBRBERLZ#ET D, EEBTRERE CENALE
LLAVAFICH L TRAFORERVCARZRE TS Z L,
[7.. 921, 98&®]

16.6.2 FFHSEEMRE

F—77 B4y MIECEHEShB =), F—7 7%
v FOBRBERICHTHFREREOEREIIRZVLEEXILN
%,

16.6.3 F#n. A, AfE. kE

Eih, MY, ABRUTEKEIRY —7 7 X4 FOEYEE
23 L TEENICEROL D HEE RIZS o Tz,

16.7 EMHEHER

16.7.1 In vitro A&

F—TZ7 XY MIH F SV AR—Z—ThHBE%H - %
FLa#¥EHER (MATE) 1, MATE2K, PJEER (P-gp)
RUHLEMEER (BCRP) ORETHD, F—77EXH
v bAS CYP ZEIIFHET 2 WHEMEIXE V28, CYP I
Lo TRBIENH2EAICEEEZRIZERVWEEZOND, ¥
— 77 E¥H% 2 hMi MATEl, MATE2K, B F 4+ b5
VAR—%— (OCT) 1, BT =4 vigERY XTFFF
(OATP) 1B1R U} OATPIB3iZxf L THAEERAARTN, ¥
— 77 E¥ ¥ bM5mg 1H2EOHFETIZZh o OEEER
IZ &V EEEMICERO H 2 B EEANAE L 5 THEMIZE
WwWeEzZbha,

16.7.2 EREREMAEERRAR

MA*FS5I—1

F—=77EXHr hSomg (BEREO#EE) RUT o bR
VIRERTHHAATS Y —N40mg (18 1EREEDH
5) #BFRALERE., ¥Y— 77 X4 FO AUCE T Con
D/ (F—7 7 XV FROA AT T — A
/=77 X FEM) (90%EEXM) X, £hfh
0.97 (0.90~1.05) %T091 (0.82~1.02) THYH, F—7 7t
4 FOEHBREICH L TEESICEROH 5B IIRD
LR 1=? BEAT—4%),

2 EANRREFY

F—77EXFH L b5mg (1E2BRERDEELE) RV
OATPIB DEETHAEZ NAXF 1mg (HEKRAOHRE)
O LTBE, B Z XA Z F o D AUCoo i TR Cone D 5 (A5
H (F—T77 X3 hRUBEZRAZFUHH/EZRA
2 F U BM) (90%EHEXE) X E4097 (0.93~1.02)
RT098 (090~1.07) THY, EHNRAZF o OEYEEIC
L THEMICEROH2EEIRD ONRN -8 SE
A?—y)o

) AFIOEBES N AERCHERIT, 145 mg #1 B 26§
ARETHD,

17. BRER AL

171 AR URLHEICET 8

1711 BRARFIAARR (027:48)

K A8 LEE LA _ERESE L T B IHRIEHE U R R R 084
R ETY (73060, BAA3MFEESD) ZR&ic, F—7
7 %4 F45mg XiT15mg #1H2E52EE#E LZED
BOER L LEZ T 5 EIEAL, 77 RAIB, £
®’IRE, —HERRBREER L,

FEFEEE Td B 120EBE D248 OBAEEE (1FR 7= 0
OE¥) X, T ERBEL AR LT —7 7 X4 F5mg
HTHEBICED L. (R, F'—7 7% % FMS5mg T
D24 OEHAEEE (18R H 7= Y DE¥R) 13468 SR
BH LI, 128RFE TRELE (H1),
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ME ()

1 24WROEREEE (1R S Y OE%K)

BHLI, 246BRETRBELE (K2),

=77 EXxH b -
45 mg Bt 7I7ERR %2 AR OURERE (1 B b7 ) OE)
R—ZF A 28.5+37.1(237) 38.1+79.4 (232) F—T7 7 ExH 2k I —
1920 2-386.4] 25.4[04-1,0555] 45 mg B
116,339 123,426 R—RF A 268+27.0(434) |27.4+244(432)
B E120E R 14.4+19.2 (199) 20.8+45.9 (216) 19.1[02-230.1] | 20.5[0.7-179.8]
85[0-1743] 11.2[02-562.7] 102,356 113,363
35,186 49,253 #5247 121+16.1(352) |14.8%+15.3 (369)
R—=2AFAf L #E 72[0-132.3] 10.7 [093 9]
12BREDOZMAERED | 0.38(0.33~044) | 0.47 (0.41~0.54) 33,147 3.9.19.5
k. (95%CI) T R—=2FA v e#E24
77 e RBEIIXT S A R 0D B AE FE 0D 037(0.33~041) [043(039~0.48)
HExEAE (%) -18.5(-329~-09) — (95%CI) 18
(95%CI) T 7w REECRT B8
P fiii§! 0.041 — XMEOE (%) -14.6 (26 1~-1.43) —
Cl: {E8EEXmH (95% CI) 1
T+ R (FI%) . B EE . PRiE (B ME— | |[PMEY 0.031 —
BKfi], BENTETE : E1WSLR, F3WHAIA Cl: EHERXMHE

T 8T D B/ T HE TE Al

H(FABEDOR—RA T A LERE12BOZBEEDEL) /(7
TEERBEOR—AT A L EEI12BFOZBIEEDOK) —1}

X 100

§ XM W% D24REFE O EBAEEE D ERERDS— R T4 Vb
OB LT, 258, A, BE5HLBROZEFHE,
R, HIS A B ESDE, HEEBRE D — R T A OEHIEEE
R BIERRE DR —R T A 2 DOEHRIEEE L B RO BRI %
AR L LB — X B SO ET V. BEREOESH
BECIESELZRE L,

| 8 7K MR 14.99%

1 24 OSEEE (1B/MH7-0 0EK) OHB

08 A

950 {RIERX AN
-

08 4

D3y 1

REITHE (BE®R/R—-251 )

WG;B
- FSbkm
YT H—O7EXSU M mB

F—7 7 EXH > b5mg & 10 2EIEE Ui RS
124351584 (65.0%) IZBIEAMRD biviz, E2BIE
T, BREFR2880 (362%) RUBRREIHE33M (13.6%) T
bHot,

17125 S MEAE (0305 5R)

RZIK A8 TAE LA _ERERE L T B I SRIEHUIE U R R AR 0844
Bk ETD (13144]) ZRBIC, F—T7 7 EXH 2 FM5mg
XiZ15mg %10 2E52EMEE Lo AHER L 2%
Rl 5 EEAL, 7T ERMRB, SRR, —E5HR
BRAERELE,

FEFHE E T b 5248024 OBEMAEEE (18R H7- 0
DOE¥) X, 77 ERB LR LTS —7 7 X9 FM5mg
HTAERICEY Lz (&), F—77EF 9 MS5mg T
DA OWZIAEREE (1R H 72 0 DEE) 1Z4BEEEH 5B

T+ R (B3, $EE T LB hRfl [FMiE—
BRAl], $EENTITE: : BIMUSAIA, FE3WSAA

T AT D /s T HE Tl

1 {(BEBEDOR—2 T A v LHEE24BREOEMEEDR) /(7
TERBEDOR—AT A v L EE24BREOZMAEE D) —1}

X 100

§ R W DO 24RO BB E DFRERDRX—A T A b
DOZELRIZH LT, #E58E, BER, B LBAOZEFRE,
PERI, Hhik A B EZ R IR DS — R T A OB,
MBI EDR— AT A OEHIERE L B R OREERE A

AR URRT — 2 B SO ET NV, AR OIS #
BEICITESEZRE L,

| A KR (4 99%

B2 24BERoBEEE (1R H 7= oE%) OHB

10 -
\
\
4
5 08 - '\;\
n \
X '\
| & !
<
6 \
gg “.l ‘
T2 \ T T T T
M N | 1 .
: R
B oo B S e S
® 1

T T r
Wodk4  Wooks Week12 Wek 16 Week2) Vieok 2¢
- TotuAm

——-

F—=27EXY 45 mg B

T
Day 1

F—T7 7 EXH 2 MM5mg #1020 E L LTS
14406 31261 (70.9%) ([ZBIEAMBERD bz, E2EIME
L, BREA218861 (42.7%) . BRHEIHEK65H (148%) RO
BREEBGRSTH (13.0%) Tho7-,

D) EREEFMEOBMEIL, EkiCET AL EXOND
FEHES R, B itERB, U EROEEERS)
DG 2B A ZIT TV BIT b b3 HERET 5 %k & E
HL,

AR OB L, +45 REE R 21T - =R b h
b5, BhET 3 EE2 N5 FAKRBNRTRIR IRV
Wk ERE Lz,

E7-. B X BT CT 2 ¥ v > kicBHEmmic s LT
KEREEEFEZTVWD LEZLNDREUIhOEK2A
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ME ()

FERBHONRVEBEEZNSL L, CTD2.7.2.3)

5) #ANEE : FEESFREHBRERS: (202X 4E X A X BAEGR,
17.3 ZDfh CTD2.6.4.4)
1731 QTR T 28 6) P K BHAEREE (202X 4£ X A X H&ER, CTD2.72.3)
EEHBRE (1004)) 2/ —7 7 E¥H2 F10~1.800 mg X it 7) tENEEE : 3E B R AREWHERE Lt S & LIRS A A
T REREREOREL, F'—7 7 X ¥ O QTc Mg TRAZGEY T 4, REORERUCEYHEEEHARER (025
CRIETEEEZFM L, ¥Y—7 7 X% F1.800mg ) (Q02X4EX A X H&ZE, CTD27.62)

(45 mg 1A 2[E# 5 TR HNTZ Can DISEBIHY) =T 8) HEEL: B R AREHBREL NS L LIEX 24 F
BE LR, BENICEROD S QIcBIBDERIZZRD S vEDOEWMBEFRERER (0443_85) (Q02X4E XA XBE
hiehoiz? AEAT—F), 32, CTD2.7.62)

9) #HA¥El : BREE-QTc MIREARMT (202X 4 X A X H&R,
) AR OFEREIN-HERVCAHEZ, 16545 mg %1 A 26§ CTD2.722)
n#5Ths, 10) Richards D, et al. Br J Pharmacol. 2019; 176: 2279-91.
11) Weigand LA. etal. J Physiol. 2012; 590: 4109-20.
18. IR 12) Mazzone SB, et al. Physiol Rev. 2016; 96: 975-1024.
18.1 KK

H—7 7 E¥4 2 MIORIRE P2X3EZ A EFERETCH L, ¥ 24, X#EERERUVEVAEDE X

— 77 EXH 2 ME P2X2BZEEY T ¥ A 2T SR MSD #kX&tt MSD A A¥ <w—HHR— bk & —
ERLAELTWD, P2X3ZAEIL, KIEOREMED CHiE HHEHTRERXfLEEIE1-13-12

FizHabnsg ATP {KFEHEA Ao F ¥ XN TH B 2, C ERBUREDS : 7Y —F A ¥/ 0120-024-961
HEITRIE UL 2RI E RS L TiEME LS 5, ATP I

RIEFM T CROERBAAR»SRHEN 5, Miast ATP @ 26. WERFTEESF

P2X3ZEEA~DORESIT, CHRECIABEL 7T LELTR 261 MiERTET

MEND, CHRHEDTEM LIZ, BE K OEE) - L TEL, = A

R LB S 5 bk s emma sy M S DERR AL
FIAREDOHERTIZ XV | BREEE OTEMEL R Ozt S & RRBFRBRARIL-13-12

ha,

182 P2X ZAKICHT 2 ER

F—=77 X% MI, BEFHBRIE N P2XBZFERT

b bk P2X2RZEEEZFEBR S E-MEEKIZB VT, op-MeATP

BRMARAD LT T ARMEZRE L (FREH ICsfli=13

~430M KR 123~1660M), £7=, ¥'—7 7 ¥4 FDIEH

I, #ofoBEFERLE b RXZREE (P2X1, P2X2,

P2X4 % Uf P2X7) (= LRRET L7210 M £ TR H T, P2X3

ERZEEKIH L TRIRTH 72 (invitro RBR),

19. BHRSICET 2 BIEFHNMR

—BBERHR =7 7 XY b7 = U (Gefapixant
Citrate)

{L%4 :
5-[(2.4-Diaminopyrimidin-5-yl)oxy]-2-methoxy-4-(propan-2-yl)be
nzene-1-sulfonamide monocitrate

53 F3 1 CyHioNs04S-CsHO5

& 54552

R BE~EEROHKRT, A ¥/ —MIRRETITL
<, KIZBFIZK K, =& /=)L (995) 2D TEIFIz<
AN

LA ER
O _NH
o=%" "
N 2 . HO.C COH
o)
HsC CHa
2 A%

1005 [10%8 (PTP) x10]

23 FEXH

1) &R : BAANBREREZ 0L L EERTREE
53 B (024348%) (202X4E X A X B7&ER, CTD2.7.62)

2) N AfE (202X4 X A X BA&GE, CTD2.7.23)

3) #NEEH: FR AR ABREEBREEZ ISR L Licv AT R
B (02834Bk) (202X4EX A X H7A&ZR, CTD27.62)

4) HNEE : SHRVEQRES Q02X 4 X B X AAR,
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183  HEROHE (B) BROFOFRERIL ...cooo oo 6
1.8.3.1 FABERL OV () oo 6
1.8.3.2 FAEROHE (R) OFRRTERIL ..o 6
1.8.33 FER O EICBIET DA EDOER () e, 8
1.8.3.4 FER O EICBEST S EOER () ORERHL. ..., 8
184 [FHEDOEE (B) BROFOFRERIL ..o 10
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7 1.8.2-1
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1.8 HfXE (B)
-2 -



F—T7 7 XY b UERE R
1.8 Hftx#E (B

W55 K OV ER D TE 32

= JE 7%
AUC Area under the concentration-time curve 5 BE — R AR T i fl
Cmax Maximum concentration BEiRE
CSD Cough severity diary % EAEE A3k
eGFR Estimated glomerular filtration rate HEFRERIK A &
ER Exposure-response BREE — U
LCQ Leicester cough questionnaire Leicester "% [ii2 2
PPK Population pharmacokinetics FHEFMIEYENE
QOL Quality of life AEIEDHE
VAS Visual Analogue Scale -
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F—=T7 XY o UERE A
1.8 HfIXE ()

18 HEAXE ()

1.82 FEXRITHE () RUTDFRTERM
1.8.2.1 PEEXIIHE (F)

SRR SR R AR B D @K

1.82.2 PREX (TZNE (F) DRTERM

MK-7264 38 RA) P2X3Z B EIEHTITH 0 | FrRIEMREF 263 2 FERIENE TRMICERT 2
O 5 ATRE 22 kAR I & LU, BEHAME SUIR R AR OBk % xS Bi s LTz,

SR UTRR R OBMEEEKIX, BIRATA R T4 NSO TREERROZE R CRIRETT
STHERFIENM 2 TR TERTH S, FNENOEBEAL LT, Eatto @i NREERE
BAORRIIGIITTAFET I E O ) . JRERARBA O@IEZMIL [RUE L7aREIC L 20D 6T
JRREEBRRATH LM & IhTna,

MK-7264DZNEEITZNE (R) 1TEBELFRBIAERE (0273A8) . /SRS (03035k)
EUOEAREGHAR (038RHR) ICESIRE Lz, 2B, 0273 K 0305 R ITH AL,
BEHFERVHEEEBRILTHD Z D, ZNOLORBRT—¥ 2048 L7-/ER (027/030345k
fFE) bEFl L7,

EEVAME SRR R OB 6 5 MK-7264DA 30 %2 AR 3H-E 5 72912, 027348k
B O0303ER TIX A BAGHE (ZWBEEE) (onz., @M (KHICRFA 72 QOL R UMERE D
HCAHEC & A EAERE) (& TR OB OBRRNE R ZMShICHME L7z, b, AR
ANDOFEEIX, 02788k D A A A T O ZBAYRE K O 8RO I O 03838k T D EBAIFTE
i DG R % 3F4 L 7=,

UTIZE&RB (027588 % U0303888) . 027/030RBROFA W ONZ038RBRIZI 1T 2 BHED 724
RETT,

ZHAETAN  (HMAEEE)

02738k (1208KF) K U030k (248KF) TEEFHMEEE & U724k RO (1R &7
D DEE) OB L, 77 B RBECKT D MK-7264 45 mg BEOEEMEN R Sz (027548k -
P=0.041, 0303&%% : P=0.031), 7' 7 AR CHMHIE LB FEIX, 0278 T-18.45% (95%f5#EH X :
-32.92,-0.86), 0307ABR T-14.64% (95% X : -26.07,-1.43) Toh>7z[# 1.8.2-1], 027/0305%
BROFA (1208FF) 123817 5 MK-7264 45 mg B TO24RE OB X, 77 £ REE L B L TR
YU [F7ERTHIELZEAE : -18.59% (95% [EHEX M : -27.06,-9.15) ], 027385k K& *0303 5k
OFEFR E—B L TWz[# 1.8.2-1], 027:RBRD H A NEFIZE1T 5 MK-7264 45 mg B T D248 D
MG X, TR LT L [T R THIE L7 1 -46.21% (95%EFEXM :
-75.29,17.11) ], 2FEFADOFRKFRL —HL T\,

ERP OZBEE (1R B2 DEE) OBEDITONTEH, 02735 K R03038%5k & 027/0307K
BROFADORBRIZ—E L TEY., MK-7264 45 mg BEOF MM T Sz [# 1.82-1],
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MK-7264 15mg B TiX. WTFhOFHER IZBWTHL T 7 AREEL il L T, MEHOLEEE
ROBENEZBOHDEIR LN -T2,

0273&& 0305%%&0‘027/0305%%{#A‘c DWW A 72 QOL (LCQ) R OWEERE O B CaFiic
X AGEAERE (CSD R UMKEAERE VAS) X, S2ilM%ZE L TMK-7264 45 mg HETT T RBEL
B L CeEE R L72[2.7.3.32 H], 2, 030RBR TIXILCQ 2L EMERMEOMR L LTAT v 7HF
U UFIEIZED, BRI EMER LFFHE L7, 24880 LCQ AR THRR—RA T4 U NnbH13R
A > LA SN U7 R E OB, MK-7264 45 mg BETT 7 REE L B L THBERKEL T
L7z (P=0.040), Z OFERIE. 030388k D24 R TH O 7= LKA FE DR BERRBEZEOH S
HETHDHILEXFLTWA,

02738 B8R D A A N K V0383 BR 12 331) 5 MK-726445 mg £ T?D LCQ, CSD K UNMZHEAEFE VAS
X, 2@ &2 U CkEBEM AR L72[2.7.3.223 1] [2.73.242 18], D b, BARATYH
MK-7264D# G2 B MEDREIFFEN D LB R T2,

PLEX Y | EEMSOIRERRA QBB E 25 L, MK-7264 45 mg 1 B 2[EI# 5 OFZEH
RENTLBER Tz, £z, 27T A ARAANEFAORBRIILHERL —B L TR, ERBROKERIX
027/030RBRHFAE L —BHLTWeZ &b, 27TRBRKV0RBR THONEAIET a7 7 4 1T
AARANTHRIRICHIFFCE 5 LB 2, 2REUIBER (R) & LT et OIRR R OBMEK
WK ZRRGE L7,

2B, FEOBBIZBWT, 2EEXIRIIUTORIK E Lz, Ty, BA3E LTI
ANRESUIZ R L 72D TERAME) L ORBZHAMEICT 5720, BKRRBROMRERD EHEMHE)
 NEEEHME) tRFLTDH L E Lz, 72, DEEIDRICEET HERICOWT, T2
BiL L7,

BNRE SR
HETRPE DB

RRE IR BHET SR

B DA 74 L E2BE0, BUESHWOIRRE L 25 RE, B, REZR, BRREGR
F2 B0 afERRBINCE S A RIEREZT > THORMOME T 25 EMZEET 5 Z
&,

C confidential 1.8 HftxxE ()
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%= 1.8.2-1 24 BRERURKPOZEEE (1 BEH1-Y DEZ)
(027 :XE&. 030 XE&. 027/030 KE&GFS)

0273 5% 030348k 027/030FABR &
(12:88%) (2438 1) (1238 )
MK-7264 75 E MK-7264 75 &R MK-7264 58
45 mgi¥ ic3 45 mgff B 45 mgif B
REAT o % 5% 217 222 409 419 626 641
@4y Q4
4B OZMEEE (18R 72 v DlE%)
R—R T AV DT Ty 1824 22.83 18.55 19.48 18.56 20.88
128 /2438 HE 0D 54 a] 15g% 7.05 10.33 6.83 834 728 991
7R THE LEEALE (%) -18.45! — -14.641 - -18.59 -
(95%CI) § (-32.92, -0.86) (26.07, -1.43) (-27.06, -9 15)
RS OZBIERE (18R &7z ) DE%K)
R—R T A 2 ORI EH 24.05 3043 2426 2583 2433 27.73
1238/ 2438 s oD 4 a] 22 9.14 13.40 8.63 10.82 938 12.74
TS5 RTHE LERIE (%) -17.68 - -15.791 - -17.38 -
(95%CI) § (3257, 0.50) (2727, -2.50) (-26.19, -7 51)
CI: {58 XM
HEMPIZ B RAADEFIKEZRT,

FHERB DOR—A T A VRRRUEREEORAB 2WEBREDO T —2I2ES<,

SMK-7264%E & 75 E RBEOELEOEOEE (FABAOE) 13, dff 2 BAHREHR U/l CRIF L2 BOBMZEL L,
100x(etf— 1) CHEE T 5,

I'(p < 0.05) versus placebo

183 FERUVAE () RUZTORERN
1831 HERUVHAE ()

WBHE. RAZIRS—7 7 %% e LTIE4S mg Z1 A2EEOKRET 5,

1.8.3.2 FERUVAE () ORERRL

MK-72640 FER O EIX, 5SOOFHERBR (0073888, 011388k, 02038k, 02258k & 100233
B) RO2-o0FIMERAER 010 EU012RER) OF—42AVWEET ) v /&Y Ial—va
NCESZFBRUCAEROHELZ, ERREFRFIMERERR (027:88) . 4 SIERER (030345)
EROENEYR SRR (03835k) TiHli L 7oERICESEIRE L.

EITFEERER 0 A5 & OV B ER EAR L
PBIERBRICEBT 5 MK-72640 FER OHEIT, 22o0FIHERAE (01038 R V012:88) TH

C confidential
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LNIAIET — X A RICEH R OFIMHRR THEONLL LT — % # B E 2 T MK-7264
45 mg 1 A2EI X 15 mg 1 H2[E & 5RGE Uiz, PRFRAY7Z: ER fRHT 2 FHE L 72 F5 8. MK-7264 45 mg 1
A2E#E 5 TiX, I ZTBRODENFEOND & L bIC (12RO 7 7 &R THIE L 7 W EE A3
30%ET), K OBRETRRXT7 4 v EBRBLNY A BHFETE D KRRICEHET IAEFER
ITBE DKI66% TR b, EHEOFIGITNI) LEZ bz, IHIT, 45mgl H2E %8
ZHREROCHEICHELTH, MHHEICZNU EEROLH 2HFTRO o2V E TFRIS
oo £, BRDR (77 R THIE LB DFI24%ET) AAbhd e L bic, FIER
BRCRE LcmARICHA_TREEEOR £ (REICEET 2 EFFRITIBEON2% TRD b,
BH5HIEOFIEITM%) RTFRIES /o), FIHERR TIX1Smg 1H2E A8 TRIRLE
[2.7.2.1.3.1 ],

BIERBRIC B T 2 HIMER L ORFR

BUHERBROAZMEII[1.8.22 NI R Lz LB Y . ZEATHE (WKBEEE) 12OV T0273 8k,
0307ABR, 027/030RBRHFE B V0273 BRD H AR NEF ORE R AT L7z, £/, EBAIEEAM (%mK
IR 72 QOL RUWREBRE O B CiHlic X A2 EAERE) ([Z oW TiX, T 6 IR 038RBROMER
HaF L7z,

FEAGRHMOAER, 027388k (12:88F) K030k (24iAKF) T MK-7264 45 mg #f T D245
OWEHKBEEE 1L 7 7 ARBE L B L TR—Z T A U AERICHED Lz, 027/0308 G (12:8#F)
D MK-7264 45mg HETHL T T RBELHB L TR—XT7 4 U nE0OBYBRHA LI, 273K
030k & —H LR 1A bz, 02738 B AR ANEFIZIBT 5 MK-7264 45 mg # T D245
OGHBEES 77t ARBEL B L TP L, 2fERAL —BL T\, EENFMoRBR. 027
FABR, 03055k & 10027/0305 B2 F& T LCQ. CSD K UMZEAEFE VAS (%528 % i U T MK-7264
45mg HTT 7R L LB L THEELR L, 27RO B ARANEMK U038 ERD MK-7264
45 mg BFETORER S RRICS2EM 2@ U T Z2R Lz, BLEX Y BEEMSUIRE AR O
BHERZHkIZ 0t L, MK-7264 45 mgl H2[E1# 5 O 2FERM K OB AN TOREB A ES TR X
niceEx7,

BIHERBROZ 2T, 027/030RBR 06 K U H AN 027/038RBR & T ORER %2 57 L 7=,

027/030FRABRHFE 12UV T, MK-7264 45 mg # K U5 mg B & b IS2EMB G LI-BRoZ et~
077 A MIFERIRETH o7z, MK-1264% 5 LT HRE BT 2 HEEFEFRDITL A LITRE
RIIHEETH Y, BELRAEFRORBEIRITE» - 72, WRICEET 5 HEFERIT, MK-7264
45 mg 2B LIERE BN TROEHECRBELCAFFRTH Y, AEEFRIIEMLT,
MK-7264 45 mg BETiX, EICHREICEET 2HEFFRICLY . MK-7264 15 mg RO 7 EAEE
EHEB L CHRBREOBREFILICE > A FERORBEAREN o120, 13 AL DOERNEE
XIIHEETHY, BEPUIEEGPIERITIZE AL OWERE CEIE Lz, MK-7264 45 mg B &
V15 mg B CHREICBET 2EERAEFFRIIRE SN o7 [274.2.151 H], £7-, 528/
DORBBEIEV, AEFRORBEEIGCHAELEIEME R IIZRD bz 72[2.7.4.2.1.6 1H],

A A A027/038FRBRIF & TOREMIX, B LN FRORE, EEESI2027/030RBRFE & K

C confidential 1.8 HftxxE ()
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X7REWIARL L BEOBRAITERD b2 72[2.7.4.7.4 ], 027/030RBRFE DELME T 7 7
ANERERBNNIRZNWZ 0D, BARACBWTHEZLHITFFETRETH D EEZXT-.

%m*ﬁs‘a“& (0275&&&0030?&&) DT —H %?@EA LUE ER OVZ MBI 3 5 ER SRHTIC &
D, ABHETHIHERVCHEOZYMEZMR Lz, 2D OMITIZIX, 027 B K R030 5k T
/o FEYEE (PPK €7V CTHE L7 EFIRIBO AUC) , ZRMEROEMET — & 2 H iz,

ARMEICEET 5 ER AT L 0 . BERME SO IR R AREA O S MEZMK BB 12 331 T 2 24WRER) 0D Mk A FE
& MK-7264 DRFE & L OBIRMEZ BET L7z, 027388 K V030 TOHMEDFE R & FIEk. ER
FRHTC. WXBKSEEE 1 IR B OB - TRA L, MK-7264 45 mg 1 A 2[E4#& 5RF OBEE R TR
BhEITESU 2, MK-7264 45 mg 1 A 2[EH% 5B ORE B O NSO FhoERICB W T HRIED
AoERRO b, £lo, AERUOHIRIIABRREERETII 1o nb, 7V 7 A (H
ENEEL) XITVT7 v 74 v 7 (BEREED) BT H5EMEICET 5 ER ORI,
fthoo AFE S IHUE & R TH D Z L AVRBR & 72[2.7.2.1.3.2.1 ],

LZEMIZET 5 ER AT L V. IRBRERERMA12ER NSRS bR EICEET 2 5 FE
% (REARL, WREHK, WREBGER, REAHKXUWREESE) LBREE L ORBRRMEIC OV TR
L7z, ZTOREER., WRICEET 2AEFFLOREBREIS X, BFEE)1.000~4,000 ng'hr/mL DT
XIS 523, MK-7264 45 mg 1 H2[E1# G-k OBR#E B TORBEE OWINIESLHH T
& o7z, ER AT 2 B BT CIIRREICREET 2 A FFLORRE S I EBLRITTAR
AR (NEROHRZST) 3FE IR0 -72[2.7.2.1.3.2.2 ],

PLEX Y EEEMEUIRR R OB B E 120 LT, MK-7264 45 mg 1 H2EI& G TOHER)
BRI, FRFREREEE T 07 7 A VSRR S N, £7-. BARATOREDMIZ027HERL
FREMOKERL—BLTEY, Z2EIHFEROBRSITRV L, WICBARAER LI ERARAE
FOFEHENREITIELL L T2 Z & RO ER ST ORER A, AEROHE L L TMK-726445 mg 1
A2EIBENEIN THDH EEZX LN, 72720, HEROCHRICEEST S EoERE%[1.833
HD L BYFRE LT,

1.8.3.3 RERUVAEZICEEYT 2EALDIE (F)

HEBHSAEREE (eGFR 30 mL/min/1.73 m*&iH) THEMZMLELE LRVEEIZIX, A4S mg 21
RlEEET S Z &,

1.8.3.4 AERUVAZICEET 2EALDIE (F) ORERR

ITF ORI S, FXE (B) OFEERVCHEICEET A2#EH ELOFEEARE LT,
i PR SR B AR (R F15.3.3.3.2: PO26] R IY PPK FRHTIC RS & | BHEREREE )3 MK-7264 D M ENREIC
RIF TR U= R BRI EIX MK-T264 DR B RICH L TEMRO L A B RIF LT,

C confidential 1.8 MI§ (%)
-8 -
07TW2MW



F—=T7 7 XY M UERE §EA
1.8 HfIXE ()

PPK gt £ v . BEROHEEOBHERERE CIIEE2BEELZ AT BEUHESE L
T AUC OEIMTLSERTEE FRISN A7, AERESIILELRWEEZ b, —F, BER
PEREFEEBE CIXER 2 BHEL A T 2 BIE%WEE L T AUCIX1.89f58N3 % L FHISh
5[2.7.2.1.1.3 ],

HEBHRERFRE IR 2BRBREOLIMFOIMI, BRMICERDH D EERA LR
W R OEB A O _LIRMETH 52510 < . ZORBEEOEMN TOWRRICEET 2 HEER
DORBEEEG OEMITF% E FRIEN H[2.72.1.1.2 1], —7F., ER T L V. BRE R 1.89(FH/M
L CHEMBEE I TN EBRO S 2UFITRD OV FRISh, $iz, EEBHEREL
B DB EE T D EEFEARRII AN LD, FBREOCEMENIF TE HHFT
RRICEET 2AEFROREREMZ 5720, FIHHRR THONBBZEREOFTAICADL L HIT
REROCHEZAES T2 Z LR IS, BEEBREREREIC MK-7264 45 mg 1 H1[E#5- L
TeBR DO EFRERED Cmax KON AUC O TFRIMEIX, EF 72 BHAEL A 3 5 B EE 12 MK-7264
45 mg 1 H2[E1# 5 L 72BED Cmax K ' AUC O FRHEL FRThH o7 &b, BTELEL LR
VWV B RE R R I MK-7264 45 mg 1B 1EIER 535 Z LIk » T, ERLBEELATLE
PEZBK B |12 MK-7264 45 mg 1 H2[EI 2 5 LI2BE L AR OFEDIME. BEMROEEERHFELND
LEZbNTZ, BB, BELELTHIRYMBARALBE COMERS*RETH2ODO+H72T
—Z /O TR,

C confidential 1.8 WIQ (%)
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1.8 Hftx#E (B

1.84

FERALDIE () RUEORERN

FHEOER (R) ROZEORERME[F 1.84-11ITR”T,

= 1.8.4-1

FRALDEE (F) RUZORERI

EHEOEE ()

B TEARHL

2. B2 (ROBEITITHR
B LARWnwzZ &)

AHN DG LBBUE DBEEEO & 5 BE

—EEFEE LT
E LT,

8. HE L EARER

AANC & D %Mk O TR LR R S TR <
ERETHDLZ b, BREEE LRV
&O

AARNC X %MK DOIEF X
JRR L Tid 7l < RHE#
ETHDH LD, BEE
WakE 3579, RE L,

9. BEDERERTD
BECHETER

9.1 & fHE - BEEESD
b5 BE

9.1.1 ANKRY T I FRIEFNEBUE OBEF
D HHBE
RIGEBIEN H b b AREMEN B B, AA D
BYIRDTHDHTF—7 7 XY bk, AUK
VT REEET S,

9.1.1 AAIDOF %R T
A —T77 XYk
1. ALKV T I FEE
E+hH, AVEKVYTIFR
T AN @ HUE O BEEE
D 5 BE TR LEE
JEDS & BB REMEDS
boHlH, EEWETD
7=, BRIE LT,

9.2 BHEREREERE BHERELZEHMNICERT I EAEE L | BHEREL EHICE
W, 7ok, BRERFEIIHAREREOICHMT2E | BT EREELNE
FAARBDHNTWS, [7.. 9.8, 15.1.1, 1528 | &b, RE L.

] RERFIIHAREKENIC
9.2.1 HEEEHREREE (eGFR 30 mL/min/1.73 m? | #4132 @A AR D b
Kiwi) THETZLEL LRVWEAE TWAZ b, REL
F—=T77 XY FOBRBEOLEANEDS | 72, 9.2.1 HEEHERE
iz, [7.. 9.8, 16.6.13H] BETIE, XAIORER
922 BN ZLE LT HRMERL2BE RN+ sZEnn, H
WRINIAERVCHEOREZRET 5 | ERVHEZRAEG T4
YO+ T =23 EbRTWRY, (1312 | ERb DD, RELE.
] 922 BT E#MLELTHEK
HEAR2BE T, HiE
EUOHEOREH ZRET
BI=DT —F PBAR+4y
THHZ MDD, REL
77

9.5 i BEEOFRENEBRMEL ER2 LS | FRFOLE~DEEE
DZHBRNCOARFEETHE, Ty PEROUHX | G- li§ 5 7= OB RS
CBWTHEBBITHRO LN, BEHAE 1| XEBLTELT, &2
[El45mg Z1H2[E1#E) Of126% (T v b)) © | ERHELLTWARY, F
BEE T REAKEOBREORIO BB ON | -, BMEROKEER. K
et BT R OHR R AR E R A

NRBOLNTZ Lk,
AR iE LT,

9.6 2 3Lim R EOFRERCBLREOR BEZZE | LB ~OREGRERIT 2
L. BRLOMBEIPILEZRMT 52 L, Ty | WA BIMEROMR,
N TR~ OBITHAEE Sh TV, AP ~OBATARE S

NTWAZEnD, RE
L7,
9.7 /NS 1S A DO BEZNR L LK ABRIIER | 1SBEmOBEEIXISH L
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1.8 Hftx#E (B

R EOEE ()

X EAR L

LTUVRUY,

LU 7-BRARSRBR IX 3R L T
Bo3., MREIZEBITS
REER OB IIHEL
LTWARNnZ b, &
E LT,

9.8 Gl

BHEREICER L, LEISCTHERVCHES
AETHZ L, AT OERTH S,
—RICEEENMETLTWAZ ERZ VDT,
AHNZ X BBIEHD Y 2 7 38835 BFh
BHdH, [7.. 92, 92.1, 16.6.1=H]

AHNT, BTELEL L
RVEEEE RS AE
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KT IR =7 UBIE

(& )
5-[(2.4-Diaminopyrimidin-5-yl)oxy]-2-methoxy-4-(propan-2-yl)benzene-1-sulfonamide monocitrate

[H8:iE5X]

Y AN CH, . HO CO,H
N Hozc\)Q/cozH

[+ R O+ &]
(53
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BIRE - R

FETAME SUTF R A B O 18 1 K

ik - HE W, RANCIEF =7 7 B &L TR4S mg 1 H2REO&R 5T 5,
BISESE DR E
WA R OERER | IR : =7 7 %> b7 o Rl
53 K V) 7 X T EEASmg (BEFIC —7 7 XY b & LTS mg&H)
ik Sk
B/ BeGARRRE WO E (mg/ke)
~ U A (MERE) 05 >2000
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A X (MEHE) ROgs >1000
falk - B
P 51 = o
e 5& HEHMEE -
By é%é% (mg/kg/ H) (mg/kg/H) E7RBT A
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i DL b
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s || D3 030300 ise0 | e L
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BHEEOWIN, R TOREH
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900 mg/kg/ H DM :

FHEFA DT o, KEED .,
BEHEORD, FEMmICBEL
TR OIRBRET R, o, JRERAT
FACBE L7 2 OIED 08T
43 ] . H.d

(LR3e) | 9 300, 500 A?ﬁgﬁ) 675 mg/kg/ F DU -
R : = ST, R, IRERD,
FE I REE L 72 R B 0 SR PR
AT e, JRERET RICESE L7
ZFDIFDOFTH,

Wt -

BERFRZL

1200 mg/kg/ H DHE :

FHEEOFET T (RE K OMK
EIMBEOWRAD, BEEOWH
. IR T 2 IR O
- BRATRL o, JRBRAT RLICBEE L

77 b 2 DIENOFE, & T
FIERSR, 47 BRE R OVBER
123 [#] 0, 225, 450, Borin., USRI OR
(LA3[E) | 1200/675 (HE/ 450 NN Y
ROs | ) 675 mg/kg/ H DHE -

R EROHIN, FEfICER T
L RIS DIREFTR, ©, JHERPT
FACBEE L7222 0IE 08T
ﬁ d

225 mg/kg/H LA E -

fEdb R (225 % V450 mg/kg/
H CIEBEEZ DRV

450 mg/kg/H :
i AL R o TR IR I o 5 BT

26@&5 0. 75. 225 E‘ N ﬁﬁﬁ@?ﬁ&%@bflﬁ%

(LA3[ED | 507 77 225 PRIGER AP B, b

B o&s 75 mg/kg/ H LA L
PRAEFE (75 V225 mg/kg/
H CIEBEEZ DRV

A1 0. 15, 70

(LA1ED | o507 >300 HERFTRRL

o5

1238 ] 0. 40. 100 100 mg/kg/F L E -

(LH2ED | e 40 A % PE > 72 IR W 00 975 B T

A % B 5 e

396 fH] 100 mg/kg/ H

(TA2[ED | 5 5 B B R D ZENE

EEEE | 00 0 T 50 25 mg/kg/ A LA E
?¢ﬁ%(%ﬁ#éﬁﬁ%ﬁ
2L
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3.2.8 Drug Substance (name, manufacturer)
3.2.8.1 General Information (name, manufacturer)
3.2.8.1.1 NOMENCLATURE
3.2.8.1.2 STRUCTURE
3.2.8.13 GENERAL PROPERTIES
3.2.8.2 Manufacture (name, manufacturer)
3.2.8.2.1 MANUFACTURER(S)
32822 DESCRIPTION OF MANUFACTURING PROCESS AND
CONTROLS
3.2.8.23 CONTROL OF MATERIALS
3.2.8.24 CONTROL OF CRITICAL STEPS AND INTERMEDIATES
3.2.8.2.5 PROCESS VALIDATION AND/OR EVALUATION
3.2.8.2.6 MANUFACTURING PROCESS DEVELOPMENT
3.2.8.3 Characterization (name, manufacturer)
3.2.83.1 ELUCIDATION OF STRUCTURE AND OTHER
CHARACTERISTICS
3.2.8.3.2 IMPURITIES
3.2.8.4 Control of Drug Substance (name, manufacturer)
3.2.84.1 SPECIFICATIONS
3.2.8.4.2 Analytical Procedures (name, manufacturer)
3.2.8.4.2.1 ANALYTICAL PROCEDURES - APPEARANCE
3.2.84.2.2 ANALYTICAL PROCEDURES - IDENTITY (IR)
328423 ANALYTICAL PROCEDURES - ASSAY AND INPURITIES
(HPLC)
3.2.84.2.4 ANALYTICAL PROCEDURES - RESIDUAL SOLVENTS
3.2.8.4.2.5 ANALYTICAL PROCEDURES - WATER BY KF
3.2.84.2.6 ANALYTICAL PROCEDURES - PARTICLE SIZE
3.2.8.4.2.7 ANALYTICAL PROCEDURES -
3.2.8.4.2.8 ANALYTICAL PROCEDURES - BY
TITRATION
3.2.8.43 Validation of Analytical Procedures (name, manufacturer)
3.2.843.1 VALIDATION OF ANALYTICAL PROCEDURES - ASSAY AND
INPURITIES (HPLC)
3.2.8.4.32 VALIDATION OF ANALYTICAL PROCEDURES - RESIDUAL
SOLVENTS (GC)
3.2.8433 VALIDATION OF ANALYTICAL PROCEDURES - PARTICLE
SIZE
3.2.54.3.4 VALIDATION OF ANALYTICAL PROCEDURES - |||
3.2.54.4 BATCH ANALYSES

3.2.84.5

JUSTIFICATION OF SPECIFICATION
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3.2.8.5 REFERENCE STANDARDS OR MATERIALS
3.2.5.6 CONTAINER CLOSURE SYSTEM
3.2.8.7 Stability (name, manufacturer)
3.2.8.7.1 STABILITY SUMMARY/CONCLUSIONS
3.2.8.7.2 POST-APPROVAL STABILITY PROTOCOL AND COMMITMENT
3.2.8.7.3 STABILITY DATA
3.2.P Drug Product (name, dosage form)
3.2.P.1 DESCRIPTION AND COMPOSITION
3.2.P.2 Pharmaceutical Development (name, dosage form)
3.2.P.2.1 COMPONENTS OF THE PRODUCT
3.2.P.2.2 DRUG PRODUCT
3.2.P.2.3 MANUFACTURING PROCESS DEVELOPMENT
3.2.P.2.4 CONTAINER CLOSURE SYSTEM
3.2.P.2.5 MICROBIOLOGY ATTRIBUTES
3.2.P.2.6 COMPATIBILITY
32.P3 Manufacture (name, dosage form)
3.2.P3.1 MANUFACTURER(S)
3.2.P.3.2 BATCH FORMULA - STRENGTH
3.2.P33 DESCRIPTION OF MANUFACTURING PROCESS AND
CONTROLS
3.2.P34 CONTROLS OF CRITICAL STEPS AND INTERMEDIATES
3.2.P3.5 PROCESS VALIDATION AND/OR EVALUATION
3.2.P4 Control of Excipients (name, dosage form)
3.2.P4.1 SPECIFICATIONS
3.2.P4.2 ANALYTICAL PROCEDURES
3.2.P43 VALIDATION OF ANALYTICAL PROCEDURES
3.2.P4.4 JUSTIFICATION OF SPECIFICATIONS
3.2.P4.5 EXCIPIENTS OF HUMAN AND ANIMAL ORIGIN
3.2.P4.6 NOVEL EXCIPIENTS
3.2.P.5 Control of Drug Product (name, dosage form)
3.2.P.5.1 SPECIFICATIONS
3.2.P.5.2 Analytical Procedures (name, dosage form)
3.2.P.5.2.1 ANALYTICAL PROCEDURES - ASSAY, DEGRADATION
PRODUCTS (HPLC)
3.2.P5.2.2 ANALYTICAL PROCEDURES - DISSOLUTION
32.P523 ANALYTICAL PROCEDURES - CONTENT UNIFORMITY,
ASSAY, AND IDENTITY
3.2.P.5.2.4 ANALYTICAL PROCEDURES - | N
BY NIR
3.2.P.52.5 ANALYTICAL PROCEDURES - [l BY NR
3.2.P.53 Validation of Analytical Procedures (name, dosage form)
3.2.P53.1 VALIDATION OF ANALYTICAL PROCEDURES - HPLC
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3.2.P532 VALIDATION OF ANALYTICAL PROCEDURES -
DISSOLUTION METHOD
32.P533 VALIDATION OF ANALYTICAL PROCEDURES - METHOD
FOR ASSAY, CONTENT UNIFORMITY AND ID
3.2.P534 VALIDATION OF ANALYTICAL PROCEDURES -- AND
(NIR)
3.2.P.53.5 VALIDATION OF ANALYTICAL PROCEDURES - ||
(NIR)
3.2.P54 BATCH ANALYSES - JP
3.2.P5.5 CHARACTERIZATION OF IMPURITIES
3.2.P.5.6 JUSTIFICATION OF SPECIFICATIONS
3.2.P.6 REFERENCE STANDARDS OR MATERIALS
3.2.P7 CONTAINER CLOSURE SYSTEM
3.2.P.8 Stability (name, dosage form)
3.2.P.8.1 STABILITY SUMMARY AND CONCLUSION
3.2.P8.2 POST-APPROVAL STABILITY PROTOCOL/STABILITY
COMMITMENT
3.2.P.8.3 Stability Data (name, dosage form)
3.2.P.8.3.1 STABILITY DATA - FSS - JP-PVdC Blister - 25°C/60%RH
3.2.P.8.3.2 STABILITY DATA - FSS - JP-PVdC Blister 40°C/75%RH
3.2.P.8.33 STABILITY DATA - OPEN DISH - 25°C/60%RH
3.2.P.8.34 STABILITY DATA -
3.2.P.8.3.5 STABILITY DATA - PHOTOSTABILITY
3.2.A Appendices
3.2.A.1 FACILITIES AND EQUIPMENT
3.2.A2 ADVENTITIOUS AGENTS SAFETY EVALUATION
32.A3 NOVEL EXCIPIENTS
3.2.R REGIONAL INFORMATION
33 2% 3k
[&#}3.3: 001] Quantification of segregation potential for polydisperse, cohesive, multi- Michael Gentzler, |- Powder Technology, 2015; 285: |- -
component powders and prediction of tablet die-filling performance - A James N. 96-102
methodology for practical testing, re-formulation and process design Michaels, Gabriel
1. Tardos
4 FAE (¥ a—4) c FERRERERE -
4.2 AR T -
4.2.1 SEPERABR -
4.2.1.1 AT 2R -
[&#}4.2.1.1.1: PD001] [INHIBITION OF AGONIST-EVOKED INTRACELLULAR CALCIUM st &R FEALG & Ak piz
FLUX THROUGH RECOMBINANTLY EXPRESSED RAT AND HUMAN
P2X CHANNELS BY R049262 | ] RO492621
[#%F}4.2.1.1.2: PD002] [ELECTROPHY SIOLOGICAL CHARACTERIZATION OF R0O49262 1 JjJJ} st &R FEALG & Ak piz

ON «a,3-MeATP-INDUCED CURRENTS IN ISOLATED RAT NODOSE
AND DORSAL ROOT GANGLION NEURONS
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[&%+4.2.1.1.3: PD003]

[&%}4.2.1.1.4: PD004]

ELECTROPHYSIOLOGICAL STUDIES ON THE MECHANISM OF
ANTAGONISM OF R0492621 AND

ESTIMATION OF THE Ki VALUE FOR R04926219 IN THE
DISPLACEMENT OF 3H , A P2X ANTAGONIST, FROM
MEMBRANE PREPARATIONS OF RAT P2X;, HUMAN P2X; AND
HUMAN P2X,,; ION CHANNELS AT EQUILIBRIUM

[&%+4.2.1.1.5: PD005]

EFFECTS OF RO492621' ON FORMALIN-INDUCED NOCIFENSIVE
BEHAVIOR IN RATS

[&%+4.2.1.1.6: PD006]

THE EFFECTS OF R0492621 ON COMPLETE FREUND'S
ADJUVANTINDUCED PAW HYPERALGESIA IN RATS (Randall and
Selitto Test)

[&%+4.2.1.1.7: PD007]

THE EFFECTS OF RO492621' ON COMPLETE FREUND’S
ADJUVANTINDUCED PAW HYPERALGESIA IN RATS

[&%+4.2.1.1.8: PD00S]

EFFECTS OF RO492621' ON WEIGHT-BEARING DISCOMFORT IN
RATS WITH IODOACETATE-INDUCED OSTEOARTHRITIS

[&%+4.2.1.1.9: PD009]

EFFECTS OF RO492621 ON COLD ALLODYNIA IN THE RAT
CHRONIC CONSTRICTION INJURY MODEL OF NEUROPATHIC PAIN

[&%}+4.2.1.1.10:
PDO010]

EFFECTS OF RO492621' ON IRRITANT-INDUCED ABDOMINAL
CONSTRICTIONS IN RATS

[&FH4.2.1.1.11:
PDO11]

THE EFFECTS OF RO492621' ON CARRAGEENAN-INDUCED PAW
EDEMA IN RATS

[&#+4.2.1.1.12:
PDO012]

EFFECT OF RO492621 ON THE MICTURITION REFLEX IN THE
REFILL ANESTHETIZED RAT MODEL

[&#+4.2.1.1.13:
PDO013]

EFFECT OF 7.5 DAY CHRONIC DOSING WITH RO492621' ON THE
MICTURITION REFLEX IN THE REFILL ANESTHETIZED RAT MODEL

[&#+4.2.1.1.14:
PDO014]

EFFECT OF A SINGLE DOSE OF RO4926219- IN THE VOLUME-
INDUCED BLADDER CONTRACTION (VIBC) ANESTHETIZED RAT
MODEL

[&#+4.2.1.1.15:
PDO15]

EFFECT OF A CUMULATIVE DOSE-RESPONSE TO RO492621' IN
THE VOLUME-INDUCED BLADDER CONTRACTION (VIBC)
ANESTHETIZED RAT MODEL

R [ foron i
sk B R AAT e
sk B R AAT e
sk R FATG e
sk B R AAT e
sk B R AAT e
sk B R AAT e
sk B AAT e
sk R AATG e
sk R AATG e
sk R FATG e
sk B R AAT e
sk B R AAT e
sk B AAT e
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[&FH4.2.1.1.16:

PDO16]

EFFECTS OF INTRATHECAL DOSING OF R04926219- ON THE
MICTURITION REFLEX IN THE VOLUME-INDUCED BLADDER
CONTRACTION (VIBC) ANESTHETIZED RAT MODEL

[&#+4.2.1.1.17:

PDO17]

EFFECT OF INTRAVENOUSLY INFUSED RO4926219- ON THE
MICTURITION REFLEX IN THE VOLUME-INDUCED BLADDER
CONTRACTION (VIBC) ANESTHETIZED RAT MODEL

[&#+4.2.1.1.18:

PDO18]

EVALUATION OF Ro4926219- IN A MODEL OF COLON
HYPERSENSITIVITY IN THE RAT

[&#+4.2.1.1.19:

PD019]

EFFECTS OF RO492621 ON UV IRRADIATION-INDUCED PAW
THERMAL HYPERALGESIA AND MECHANICAL ALLODYNIA IN
RATS

[&#H4.2.1.1.20:

PD020]

R AF-219 AND IN RAT MODEL OF COMPLETE
FREUND'S ADJUVANT (CFA)-INDUCED HYPERALGESIA

[&#+4.2.1.1.21:

PD021]

EFFECTS OF COMBINATION OF AF-219 AND NAPROXEN IN RAT
MODEL OF COMPLETE FREUND'S ADJUVANT (CFA)-INDUCED
HYPERALGESIA

[&#+4.2.1.1.22:

PD022]

AF-219 REPEAT DOSING IN RAT MODEL OF COMPLETE FREUND'S
ADJUVANT (CFA)-INDUCED HYPERALGESIA

[&FH4.2.1.1.23:

PD023]

EFFECT OF SINGLE-DOSE AF-219 OR IN RAT MODEL OF
COMPLETE FREUND'S ADJUVANT (CFA)-INDUCED HYPERALGESIA

[&#+4.2.1.1.24:

PD024]

EFFECTS OF REPEAT DOSING AF-219 OR IN RAT MODEL OF
COMPLETE FREUND'S ADJUVANT (CFA)-INDUCED HYPERALGESIA

[&#+4.2.1.1.25:

PD025]

EFFECTS O AND AF-219 IN MONO-IODOACETATE (MIA)
INDUCED OSTEOARTHRITIS MODEL

[&#+4.2.1.1.26:

PD026]

EFFECTS OF SINGLE-DOSE AF-219 OR IN MONO-
IODOACETATE (MIA) INDUCED OSTEOARTHRITIS MODEL

[&FH4.2.1.1.27:

PD027]

EFFICACY STUDY OF AF219 AND -IN RAT FORMALIN MODEL

[&%+4.2.1.1.28:

PD028]

EFFICACY STUDY OF AF219 AND- IN RAT FORMALIN MODEL

[&#+4.2.1.1.29:

PD029]

EFFECT OF-, AF-219 OR- IN RAT MODEL OF SPARED
NERVE INJURY (SNI)

EH TR Polas FHLE R - B |REEETT — 4
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[&#}+4.2.1.1.30: EFFECT OF RO492621 ON THE MICTURITION REFLEX IN THE 24N tHNE R FEAT R b3
PD033] REFILL ANESTHETIZED RAT MODEL WHEN DOSED 30 MINUTES
PRIOR TO INTRAVESICAL SALINE BLADDER INFUSION
4.2.1.2 EIVNEE ST -
[%F}4.2.1.2.1: PD030] [THE EFFECT OF R0O49262 |} ON LOCOMOTOR ACTIVITY IN RATS HEZAN BB FEAf R pil
[##}4.2.1.2.2: PD031] |In vitro pharmacology profiling of RO492621-: Cerep reports for st TR FFA Ak pil3
receptor selectivity and inhibition of human carbonic anhydrase II
[##}4.2.1.2.3: PD032] |In vitro pharmacology profiling of RO4926219-:_- report for aZas HENE B A R Fii
activity in a panel of kinases
4213 LRI -
[&#+4.2.1.3.1: EVALUATION OF ACTIONS OF RO4926219- ON RECOMBINANT 29N tHNE R SEGR b3
[ T1j7802] HERG POTASSIUM CHANNELS EXPRESSED IN CHO-K1 CELLS
[&HH4.2.1.3.2: CARDIOVASCULAR ASSESSMENT OF ORALLY ADMINISTERED st &R SELRL piz
T1j7923] R04926219]J] TO CONSCIOUS, RADIOTELEMETRY-
INSTRUMENTED BEAGLE DOGS
[&#+4.2.1.3.3: CARDIOVASCULAR ASSESSMENT OF ORALLY ADMINISTERED st &R FEALG & Ak piz
T1j7924] R04926219fJ] TO CONSCIOUS, RADIOTELEMETRY-
INSTRUMENTED BEAGLE DOGS
[&#l4.2.1.3.4: The Effects of RO4926219. on Respiration Rate and Tidal Volume in st TR FFA Ak pil3
1[.7806] Wistar Hanover Rats
[&#}4.2.1.3.5: The Effects of R04926219- in the Irwin Test in Wistar Hanover Rats _ 24N tHNE R FEAT R pii3
TTji 7805]
[T;\E'ﬂr4.2.1.3.6: EFFECTS OF R04926219 ] ON URINE VOLUME AND URINE st &R SELRL piz
T1J]7807] ELECTROLYTE CONCENTRATIONS IN RATS
[&#}+4.2.1.3.7: EFFECTS OF RO4926219- ON GASTRIC EMPTYING AND 24N FENE R SEER pii3
[ TTj7808] INTESTINAL PROGRESSION OF A CHARCOAL TEST MEAL IN RATS
42.14 I FIIEY M BAE B B ER L
422 S EnRE R -
422.1 DIWERONY F— g VG E -
[E#H4.2.2.1.1: Validation of a Method for the Determination of MK-7264 in Mouse Plasma by 24N tHNE R SEER e
05CLXM] HPLC with MS/MS Detection
[&HH4.2.2.1.2: VALIDATION OF AN ULTRA PERFORMANCE LIQUID st &R SELRL I
04S2D2] CHROMATOGRAPHIC METHOD USING TANDEM MASS
SPECTROMETRY DETECTION AND AUTOMATED EXTRACTION FOR
THE DETERMINATION OF MK-7264 (5 to 5000 ng/mL) IN MOUSE EDTA
K; PLASMA
[&#}4.2.2.1.3: Validation of a Method for the Determination of RO4926219 in Wistar Rat 24N tHNE R SEER e

04S3H9]

Plasma by HPLC with MS/MS Detection
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[&#4.2.2.1.4: Addendum No.1: Validation of a Method for the Determination of RO4926219 24N tHNE R ZEER I
04S3HN] in Wistar Rat Plasma by HPLC with MS/MS Detection
[&#H4.2.2.1.5: The Abbreviated Validation of a Method for the Determination of AF-219 in st TR SELRL [
04S3KC] Wistar Rat Plasma By HPLC with MS/MS Detection.
[&#}4.2.2.1.6: Validation of a Method for the Determination of MK-7264 in Rat Plasma by 29N tHNE R SEER I
05CLXV] HPLC with MS/MS Detection
[&HH4.2.2.1.7: VALIDATION OF AN ULTRA PERFORMANCE LIQUID st &R SELRL I
04S2FL] CHROMATOGRAPHIC METHOD USING TANDEM MASS

SPECTROMETRY DETECTION AND AUTOMATED EXTRACTION FOR

THE DETERMINATION OF MK-7264 (5 to 5000 ng/mL) IN RAT EDTA Kj;

PLASMA
[&#14.2.2.1.8: Validation of a Method for the Determination of RO4926219 in Dog Plasma by 29N tHNE R ZEEER I
04S2LY] HPLC with MS/MS Detection
[&FkH4.2.2.1.9: Validation of a Method for the Determination of RO4926219 in Beagle Dog sk HENE SEEER i3
04S3G6] Plasma by HPLC with MS/MS Detection
[&#}4.2.2.1.10: Validation of a Method for the Determination of AF-219 in Beagle Dog Plasma 24N tHNE R ZEER I
04S2LP] by HPLC with MS/MS Detection
[&H4.2.2.1.11: Validation of a Method for the Determination of MK-7264 in Dog Plasma by aZas HENE B SEEER i3
05CLXJ] HPLC with MS/MS Detection
[&£4.2.2.1.12: Validation of a Method for the Determination of AF-219 in Rabbit Plasma by 24N tHNE R SEER I
04S2LW] HPLC with MS/MS Detection

4222 WX

[&HH4.2.2.2.1: PHARMACOKINETICS OF RO4926219 IN RATS FOLLOWING 24N tHNE R ZEEER I
PKO001MK7264] INTRAVENOUS OR ORAL ADMINISTRATION OF 2-MG/KG OF

RO4926219- DURING STUDIES 1479-R-04-4926219-001-IV-DMPK and

1480-R-04-4926219-001-PO-DMPK
[&#14.2.2.2.2: The Oral Bioavailability and Pharmacokinetic Behavior of Single or BID 100 to aZas HENE B SEEER i3
PKO09MK7264] 3000 mg/kg Suspension Doses of AF-219-006 and a 2 mg/kg Intravenous Dose

of AF-219 in Male and Female Wistar Han Rats
[&#H4.2.2.2.3: Determination of the Pharmacokinetics of AF-219 for Selection of Animal 4N B SELRL [
PKO10MK7264] Strain and Vehicle after a Single Oral Dose to Rats
[&Ht4.2.2.2.4: PHARMACOKINETICS OF RO4926219 IN BEAGLE DOGS FOLLOWING st &R SELRL [
PKO002MK7264] INTRAVENOUS OR ORAL ADMINISTRATION OF 0.5-MG/KG OF

RO4926219. DURING STUDY 1540-D-04-49262 19-001-IV/PO-DMPK
[&FkH4.2.2.2.5: Pharmacokinetics of RO4926219 in Following HEZAN BB SEEER i3
PKO15MK7264] Oral Administration of 1, 15, or 70 mg/kg Dose of RO4926219 in Beagle

Dogs
[&FkH4.2.2.2.6: Pharmacokinetics of| V_s.- R04926219 in | HEZAN BB BB Gk i3
PKO16MK7264] Following Oral Administration of 80 mg/kg of RO4926219.
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[&HH4.2.2.2.7: BIOEQUIVALENCE OF R04926219 IN BEAGLE DOGS FOLLOWING YIS tNE R BB I
PK017MK7264] ORAL ADMINISTRATION OF 30-MG/KG OF R04926219
) OR R04926219 ] () DURING STUDY 1078-D-05-

4926219-000/001-PO-DMPK
[&#}4.2.2.2.8: Pharmacokinetics of AF-219 in dogs given 25 or 300 mg/kg AF-219 in various st &R SELRL [
PKO018MK7264] formulations and feeding states
[&#}4.2.2.2.9: CROSS-OVER PHARMACOKINETIC STUDY OF AF-219 st &R SELRL [
PK023MK7264] ADMINISTERED ORALLY AS TABLETS

TO MALE BEAGLE DOGS

TREATED WITH FAMOTIDINE
[&#}+4.2.2.2.10: PERMEABILITY OF R04926219 THROUGH CACO-2 CELLS 29N FENE R ZEER I
PK027MK7264]

4223 oA -

[&#}4.2.2.3.1: Quantitative Whole Body Autoradiography in Male Long-Evans and Wistar 29N tHNE R SEGR e
PKO065MK7264] Hannover Rats Following a Single Oral Administration of []4C]MK-7264 and

Human Dosimetry Prediction
[&#+4.2.2.3.2: CONCENTRATIONS OF R04926219 IN SAMPLE OF PLASMA, BRAIN, 24N tHNE R SEER I
PK032MK7264] AND CSF COLLECTED FROM RATS FOLLOWING ORAL OR .

SUBCUTANEOUS ADMINISTRATION OF R04926219 ] DURING

STUDY 1458-R-05-4926219-001-POISC-DMPK
[&#}4.2.2.3.3: PLASMA AND CSF LEVELS OF R0O49262 19} AT VARIOUS TIME st &R SELRL [
PK034MK7264] POINTS DURING AN 8 HOUR STEADY STATE CONTINUOUS

INTRAVENOUS INFUSION IN THE ANESTHETIZED RAT
[&H+4.2.2.3.4: ORAL PLACENTAL TRANSFER STUDY IN RABBITS Merck Research  |##4} &R A R i3
1[. 7160FIN] Laboratories
[#B+4.2.2.3.5: In Vitro Reversible Protein Binding of []4C]MK-7264 in Plasma from Merck Research |4 KPR ZEWE "
PKO073MK7264] Preclinical Species and Human (PK073) Laboratories
[&#}4.2.2.3.6: IN VITRO BINDING OF R04926219 TO HUMAN ALPHA-1 ACID st &R SELRL [
PK031MK7264] GLYCOPROTEIN, PLASMA PROTEIN, AND ALBUMIN.
[&#+4.2.2.3.7: WHOLE BLOOD/PLASMA PARTITIONING OF R04926219 IN RAT, 24N tHNE R SEER I
PK030MK7264] DOG, MONKEY AND HUMAN STUDY 2153-R,D,KF,X-05-4926219-001-

VO-DMPK
[&#}+4.2.2.3.8: In Vitro Blood to Plasma Ratio of MK-7264 in Human (PK070) Merck Research  |{fF#h tHNE R SEER I
PKO70MK7264] Laboratories

4224 R -

[&H+4.2.2.4.1: IDENTIFICATION OF THE METABOLITES OF R04926219 IN 24N tHNE R SEER I
PK041MK7264] PRECLINICAL SAMPLES
[&#4.2.2.4.2: IN VITRO METABOLISM OF R04926219 WITH RAT, DOG, MONKEY, 4N TR SZ B e
PK036MK7264] AND HUMAN HEPATIC MICROSOMAL PROTEIN.
[&#+4.2.2.4.3: IN VITRO METABOLISM OF R04926219 WITH RABBIS HEPATIC 24N tHNE R SEER I
PK039MK7264] MICROSOMAL PROTEIN.
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[&#+4.2.2.4.4: EXPLORATORY EVALUATION OF IN VITRO METABOLISM OF 24N tHNE R ZEER I
PK037MK7264] R0O4926219 BY PRIMARY RAT, DOG, MONKEY, AND HUMAN

HEPATOCYTES
[&#}4.2.2.4.5: In Vitro Metabolism of MK-7264 in Plated Hepatocytes (PK066) Merck Research  [##4}+ tHNE R ZEER I
PK066MK7264] Laboratories
[&#+4.2.2.4.6: EARLY CYTOCHROME P450 REACTION PHENOTYPING OF st &R SELRL [
PK040MK7264] R0O4926219

4.2.2.5 Elala -

[&#l4.2.2.5.1: An Oral Gavage Placental and Lactational Transfer Study in Sprague-Dawley st HENE B A Ak #
| TTJ9009FIN] Rats
[&#}4.2.2.5.2: In Vivo Metabolism Studies of MK-7264 in Rats and Dogs (PK067) Merck Research  [##4}+ tHNE R SEGR e
PK067MK7264] Laboratories
[&#}+4.2.2.5.3: DISPOSITION AND METABOLITE PROFILE OF R04926219 IN RAT st &R SELRL [
PK043MK7264] FOLLOWING A SINGLE 2.0-MG/KG INTRAVENOUS DOSE OF ['*C]-

R0O4926219.
[&44.2.2.5.4: DISPOSITION AND METABOLITE PROFILE OF RO4926219 IN DOG F o R BEYE %
PK045MK7264] FOLLOWING A SINGLE 2.0-MG/KG INTRAVENOUS DOSE OF ['*C]-

R0O4926219.
[EFkH4.2.2.5.5: Excretion and Metabolism of [14C]MK-7264 in Humans (PK068) Merck Research ¥4} FEPE R ZEEHR i
PK068MK7264] Laboratories

4.2.2.6 I RREREMAR AR GERR) -

[&#14.2.2.6.1: Pharmacokinetics of a suspension formulation of AF-219 in dogs pretreated aZas HENE B SEEE [3
PKO55MK7264] with pentagastrin or famotidine
[&#14.2.2.6.2: Pharmacokinetics of a tablet formulation of AF-219 in dogs pretreated with st &R SEEER [3
PKO56MK7264] pentagastrin or famotidine
[&#}+4.2.2.6.3: In Vitro Evaluation of AF-219 as an Inhibitor of Cytochrome P450 (CYP) 24N &R SELRL [
PKO048MK7264] Enzymes in Human Liver Microsomes and Human Hepatocytes
[&#}4.2.2.6.4: Evaluation of as a Reversible Inhibitor of Eight - 24N tHNE R SEER I
PKO077MK7264] Cytochrome P450 Activities in Pooled Human Liver Microsomes (Study

181953)
[&#}4.2.2.6.5: Time-Dependent Inhibition of Testosterone 6/ -Hydroxylation by MK-7264 in [Merck Research  |##4}+ tHNE R SEER e
PKO78MK7264] Human Liver Microsomes (PK078) Laboratories
[&#}+4.2.2.6.6: Evaluation of RO4926219 for induction of drug metabolism and drug st &R SELRL [
PK049MK7264] disposition in primary human hepatocytes
[&#}+4.2.2.6.7: EVALUATION OF INDUCTION POTENTIAL OF CYTOCHROME P450 24N tHNE R SEEER I
PK071MK7264] ISOFORMS BY IN CRYOPRESERVED HUMAN

HEPATOCYTES
[&#}4.2.2.6.8: Evaluation of MK-7264 as an Inducer of CYP3A4 Using Cryopreserved Merck Research  [##4}+ tHNE R SEER e
PKO072MK7264] Human Hepatocytes and Predicting the Magnitude of Drug Interaction Using |Laboratories

the Relative Induction Score (RIS) Model (PK072)
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[&#}+4.2.2.6.9: Transporter Evaluation of MK-7264 (PK074) Merck Research |7+ tHNE R ZEER I
PK074MK7264] Laboratories
[&#}4.2.2.6.10: P-Glycoprotein Substrate and Inhibitory Potency of MK-7264 st TR SELRL [
PK075MK7264]
[&#+4.2.2.6.11: Kinetic Uptake Studies of MK-7264 in MATE1- and MATE2K- Transfected |Merck Research  [##4 tHNE R SEER I
PKO76MK7264] Cells and Transport Studies of MK-7264 in Human BCRP Using Bi-directional | Laboratories
System and Vesicular Uptake Assay (PK076)

[&#}4.2.2.6.12: Assessment of AF-219 as a potential substrate of human P-gp, OAT1, OAT3 29N tHNE R SEEER I
PK0O50MK7264] and OCT? transporter.
[&£14.2.2.6.13: P-Glycoprotein Inhibitory Potency of] _ aZas HENE B SEER i3
PKO81MK7264]
[&#}+4.2.2.6.14: Evaluation of MK-7264 as an Inhibitor of Human OATP1B1, OATP1B3, Merck Research |7+ tHNE R ZEEER I
PK079MK7264] OCTI, OCT2, OATI, OAT3, MATE1, MATE2K, BCRP and BSEP (PK079) [Laboratories
[&#}4.2.2.6.15: Assessment of AF-219 as a potential inhibitor of human P-gp, BCRP, OATI, 29N tHNE R ZEGE e
PK052MK7264] OAT3, OCT2, OATP1B1, OATP1B3 and BSEP-mediated transport.

4227 Z ORI HE AR -
[&#4.2.2.7.1: Pharmacokinetic Study of a 500 mg/kg Dose of AF-219 in Intact and Ureter 29N tHNE R SEGER e
PKO059MK7264] Catheterized Male and Female Crl:WI(Han) Rats
[&#}4.2.2.7.2: Pharmacokinetic Study of a 200 mg/kg Subcutaneous Dose of AF-219 in Intact 29N FENE R ZEER g
PK0O60MK7264] and Ureter Catheterized Female Crl:WI(Han) Rats

)
[&#}4.2.2.7.3: Pharmacokinetic Study of a 200 mg/kg Subcutaneous Dose of AF-219 in Intact 24N FENE R SEER e
PK061MK7264] and Ureter Catheterized Female Crl:WI(Han) Rats (jj ||| | | | | RN
[&#}4.2.2.7.4: Solubility of R04926219- in urines (Rat, Dog and Human) at room 24N tHNE R ZEEER I
PKOSOMK7264] temperature and 37 C
[&#14.2.2.7.5: Summary of Tests on AF-219 for Afferent Pharmaceuticals aZas HENE B SEEER [3
PKO082MK7264]
[&#+4.2.2.7.6: Estimation of Contribution of Active Renal Clearance to the Total Clearance of [Merck Research |4+ TR SELRL [
05FWXJ] MK-7264 in Humans Laboratories
4.2.3 PR -

4.2.3.1 HL A 5 kel -
[&H+4.2.3.1.1: ACUTE ORAL TOXICITY STUDY OF R04926219- IN MICE 24N tHNE R FEAT R b3
Tl 7804]
[T;\E'M.zs.l.z: ACUTE ORAL TOXICITY STUDY OF RO4926219 ] IN RATS o FENEERE AR S
TTj7912]

4.23.2 R GERER -
[&#14.2.3.2.1: A 7-Day Oral Dose Range-Finding Toxicity Study of AF-219. in Mice aZas HENE B SEEER pii
| TTj7803]

-10 -
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[&E¥t4.2322: 4-Week Oral Gavage Dose Range-Finding Toxicity and Toxicokinetic Study in st FENEE il i
%9026] Mice (CByB6F1-Tg[HRAS]2Jic: Wild Type)
[&£t42323: MK-7264 ONE-MONTH ORAL RANGE-FINDING AND TOXICOKINETIC [Merck Research  |#§4} fENER Rl =g
T 60091 STUDY IN RASH2 WILD-TYPE MICE Laboratories
[(Eft42324 MK-7264 THREE-MONTH ORAL RANGE-FINDING STUDY IN MICE ~ |Merck Research  [#E4} FENEE Bl =g "
1014] Laboratories
[&$t4.2325: FIVE-DAY ORAL DOSE TOLERANCE STUDY OF RO4926219. IN A FENER BEGE pii3
7914] RATS
[&E¥l42326: TWO-WEEK ORAL RANGE-FINDING TOXICITY STUDY OF WS TN EE BEEH i3
7913] r04926219 ] IN RATS
[&#%t4.232.7: A 28-DAY ORAL (GAVAGE) TOXICITY STUDY OF R04926219. st FENEE PR i3
T17918] WITH A 28-DAY RECOVERY PERIOD IN WISTAR RATS
[&¥t4.232.8: 28-Day Oral Gavage Toxicity and Toxicokinetic Study with AF-219- in RiiZg ) FENER Bl <gss
7873] Rats with a 14-Day Recovery Phase
%4.2_3,2_9: 12-Week Oral Gavage Toxicity and Toxicokinetic Study with Three Times tZa8 FENEE Al
3%7816] Daily Dosing of AF-219 JJJJ] in Rats with a 4-Week Recovery Phase
[&¥4.232.10: 26-Week Oral Gavage Toxicity and Toxicokinetic Study in Rats with an 8 iZa8 N EE Baii=gss i3
%9025] ‘Week Recovery Phase
[&ft4.232.11: An Exploratory Escalating and Five-Day Repeat-Dose Oral Toxicity Study of RiZa8 FENEE ZEER "
T1j7871] AF-219]JJJ] Administered b.id. in to Beagle
Dogs
[EF4.232.12: 7-Day Oral Gavage Toxicity and Toxicokinetic Study with AF-219 JJJJj in RiiZa s N BEER
7860] Dogs
[%1%,23_2_13: TWO-WEEK ORAL RANGE-FINDING TOXICITY STUDY OF R04926219 WS FENEE BEGE
T17919] IN BEAGLE DOGS
[&£t4.2.3.2.14 A 28-DAY ORAL (GAVAGE) TOXICITY STUDY OF R04926219. s FENEE PR & bii3
T1j79171 WITH A 28-DAY RECOVERY PERIOD IN BEAGLE DOGS
[&#¥}4.232.15: 12-Week Oral Gavage Toxicity and Toxicokinetic Study with Twice-Daily s &R Bl =g i3
T1j]7814] Dosing of AF-219 JJJJ] in Dogs with a 4-Week Recovery Phase
[&E¥t4.232.16: 39-Week Oral Gavage Toxicity and Toxicokinetic Study in Beagle Dogs with s FENEE il i
T12023] an 8-Week Recovery Phase
4233 BEEERR -
42331 In VitrogA B -
[E£}4233.1.1: Results of the Ames microsuspension assay with RO4926219JJJ] i HENEE BEGE i3
7844]
%4.2.3.3.1.2: RO4926219.: Bacterial reverse mutation test (Ames test) st FENEE FHAM & biid
7802]
%4,2_3_3_1_3: Results of the in vitro micronucleus test (MNT) with R049262 19]JJJ] using a i HNEE BEGE hi
T'1.7845] microscale screening protocol with L5178Y tk™~ mouse lymphoma cells (Study
Plan No. NON-GLP)
[&#t4.233.1.4: RO4926 : osome aberration test with cultured human peripheral 2N FENEE FEAm & i3
2.7801] blood lymphocytes - Study No.:-. '
42332 In Vivoatl -

~11-
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[&#}4.2.3.3.2.1; R0O492621 9- : Micronucleus test in rat bone marrow - Oral administration 24N tHNE R FEAT R b3
[ T1j7803] (gavage) - Study No.:
4234 2 AR R -
4.2.3.4.1 RHIA A SRR -
[&#t4.2.3.4.1.1: MK-7264 SIX-MONTH ORAL CARCINOGENICITY STUDY IN RASH2  |Merck Research  |##4} &R FEALG & Ak piz
[ T1j 6000] TRANSGENIC MICE Laboratories
[&#}4.2.3.4.1.2: 104-Week Oral Gavage Carcinogenicity and Toxicokinetic Study in Rats 24N tHNE R FEAT R b3
TTil9024]
= 42342 L3 2 AR PN tavy
42343 Z OO %Rl
423.5 B A VR ER
4.2.3.5.1 SMRREK O IR £ CTORIMIIRSE I BE 9 2 alk -
[&£14.2.3.5.1.1: A Study of Fertility and Early Embryonic Development of AF-219. by Oral st TR FFA Ak pil3
1[.7802] (Gavage) TID Administration in Rats
4.2.3.5.2 I - BRI AR I BT % AR -
[&#}4.2.3.5.2.1: Oral (Gavage) Dosage-Range Developmental Toxicity Study of RO4926219- st &R SELRL piz
1 7909] Il i Rats
[&#}4.2.3.52.2: An Embryo-Fetal Development Study of AF-219Jf] by Oral (Gavage) TID IZAN BB FEAT R b3
1[. 7817] Administration in Rats
[&#}H4.2.3.5.2.3: 5-Day Oral (Stomach Tube) Dosage-Range Toxicity Study of RO4926219. st &R SELRL piz
T1j7910] in Rabbits
[&#}+4.2.3.5.2.4: Oral (Stomach Tube) Dosage-Range Toxicity Study of RO492621 9. in 29N tHNE R SEGER b3
T 7911] Rabbits
[&#}+4.2.3.5.2.5: An Embryo-Fetal Development Study of AF-21 9. by Oral (Stomach Tube) 4N &R A R Fii
TTj7818] Administration in Rabbits
4.23.53 AR R R O A1 D 38 AR NS R OB IC B 9 5 AR -
[&#}4.2.3.5.3.1: An Oral Gavage Pre-Postnatal Developmental Toxicity Study in Sprague- 4N &R A R Fii
1[.9000] Dawley Rats !
423.54 BrERE VB UL
4.2.3.6 R Pl AR -
[&#}4.2.3.6.1: Bovine Corneal Opacity and Permeability Test (BCOP) 24N FENE R SEER pii3
Tl 7821]
[T,;\:Eﬂr4.2.3.6.2: MatTek EpiDerm™ MTT Viability Assay aZas HENE B SEEER pii
TTj7822]
4237 Z OO FEERER -
4.23.7.1 FURPERBR U R L
4.2.3.7.2 el m R -
[&}4.2.3.7.2.1: Local Lymph Node Assay in Mice (LLNA) aZas HENE B SEEER Fii
TTEM7823]
e 4.23.7.3 HIEREBORT BT 2R %A E R L
42.3.7.4 HRAFPERBR LR L
4.23.7.5 Rt D 2R %R L
4.23.7.6 Al D VR ER -
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[&#}+4.2.3.7.6.1: MK-7264 THREE-MONTH ORAL TOXICITY STUDY IN RATS WITH A |Merck Research  |##4} tHNE R FEAT R b3
T 1011] |ONE-MONTH INTERIM NECROPSY Laboratories
[&#}+4.2.3.7.6.2: : Exploratory Microbial Mutagenesis Assay Merck Research |4} sk SEE R i
Laboratories
[&#}4.2.3.7.6.3: : Exploratory Microbial Mutagenesis Assay Merck Research  [##4}+ tHNE R SEER b3
TTjs113 J8120] Laboratories
4.2.3.7.7 Z DO FER -

[&#+4.2.3.7.7.1: RO4926219-: Phototoxicity Study (in vitro) IZAN tHNE R SEEER b3
TTj 7843]
Té%MBJU: SEVEN-DAY ORAL EXPLORATORY TOXICITY STUDY OF st &R SELRL piz
TTj7915] RO49262 19| IN RATS
[&#}+4.2.3.7.7.3: TWO-DAY ORAL EXPLORATORY TOXICITY STUDY OF RO4926219- 29N tHNE R ZEEER b3
T 7916] Il N RATS
[&#}+4.2.3.7.7.4: A Single-Dose Study in Wistar Rats Given an Oral Gavage Dose of st &R SELRL piz
1[.7842] RO4926219. to Evaluate Crystalluria
[&#}4.2.3.7.7.5: Effect of Dietary Ammonium Chloride on Urinary pH of Female Rats and on 24N tHNE R ZEER b3
TT. 7879] the Formation of Crystalluria and Urinary Tract Calculi Following Oral Gavage

Administration of 2000 mg/kg AF-219- for 7 Days
[&#}+4.2.3.7.7.6: EFFECT OF TWO DIFFERENT ORAL DOSE REGIMENS (QD AND TID) 24N tHNE R ZEER b3
T1j7874] ON AF-219JJ-INDUCED CRYSTALLURIA, URINARY TRACT

CALCULI FORMATION, AND ASSOCIATED TOXICITY IN RATS OVER

A 14-DAY PERIOD
[&£14.2.3.7.7.7: 14-Day Oral Gavage Urinary Tract Calculi Formation and Associated Toxicity 4N B SZEE pil3
[ T1j 7880] Study with AF-219 ] in Rats
[&#}4.2.3.7.7.8: A Single-Dose Study in Beagle Dogs Given an Oral Gavage Dose of 24N FENE R SEER pii3
TTj7843] R04926219 ] to Evaluate Crystalluria
[&#}4.2.3.7.7.9: MK-7264 ONE-MONTH ORAL TOXICOKINETIC STUDY IN RASH2 Merck Research  [fE4} B FFA Ak pil3
1[. 6002] WILD-TYPE MICE Laboratories
[&#}4.2.3.7.7.10: MK-7264 THREE-MONTH ORAL TOXICITY STUDY IN RATS Merck Research  |{fF#h FENE R SEER pii3
1[. 1019] Laboratories
[&#H4.2.3.7.7.11: ASCENDING-DOSE ORAL TOLERANCE STUDY OF RO4926219. IN 4N B SZEE pil3
TTj7801] BEAGLE DOGS
[&#}4.2.3.7.7.12: An Exploratory Escalating Oral Toxicity Study of AF-219- Administered 24N tHNE R SEEER b3
1[.7872] b.i.d. in to Cynomolgus Monkeys
4.3 23 3K -
[&#}4.3:001] A role for ATP in bronchoconstriction-induced activation of guinea pig vagal |Weigand LA, Ford |- J Physiol. 2012; 590: 4109-20. |- -

intrapulmonary C-fibres. AP, Undem BJ.
[&£14.3: 002] Vagal afferent innervation of the airways in health and disease. Mazzone SB, - Physiol Rev. 2016; 96: 975- - -
Undem BJ. 1024.

[&#}H4.3: 005]

Action of MK-7264 (gefapixant) at human P2X3 and P2X2/3 receptors and in
vivo efficacy in models of sensitisation.

Richards D, Gever
JR, Ford AP, et al.

Br J Pharmacol. 2019; 176:
2279-91.
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[&£}4.3: 006] Purinergic receptors in the carotid body as a new drug target for controlling Pijacka W, Moraes|- Nat Med. 2016; 22: 1151-9. - -
hypertension. DJ, Ratcliffe LE,
et al.
[&#}4.3: 007] Hypertension is critically dependent on the carotid body input in the Abdala AP, - J Physiol. 2012; 590: 4269-77. |- -
spontaneously hypertensive rat. McBryde FD,
Marina N, et al.
[&#}4.3: 003] Renal Drug Transporters and Drug Interactions Ivanyuk A, Livio |- Clin Pharmacokinet. 2017; 56: |- -
F, Biollaz J, et al. 825-92.
[&£14.3: 004] Emerging Clinical Importance of Hepatic Organic Cation Transporter 1 Zamek- - Clin Pharmacol Ther. 2018; 103:|- -
(OCT1) in Drug Pharmacokinetics, Dynamics, Pharmacogenetic Variability, |Gliszczynski MJ, 758-60.
and Drug Interactions Giacomini KM,
Zhang L.
[&£}4.3: 008] Evaluation of CYP2B6 Induction and Prediction of Clinical Drug-Drug Fahmi OA, - Drug Metab Dispos. 2016; 44: |- -
Interactions: Considerations from the IQ Consortium Induction Working Shebley M, 1720-30.
Group-An Industry Perspective Palamanda J, et al.
5 F5H (EV=a—5)  EARRBREREE -
5.2 ENS -
5.3 i R R R oS -
5.3.1 A EA R -
53.1.1 PAAT ATV T 4 (BA) sk 2 %ML
5.3.1.2 i BARUER e OVEW 2RI SEVE (BE) s & -
[&#}5.3.1.2.1: PO11]  |A Study in Healthy Subjects to Assess the Effect of Intragastric pH and Afferent 24N tHNE R SEER b3
Fasting on the Multiple-Dose Pharmacokinetics of AF-219 Pharmaceuticals,
Inc.
[&#}5.3.1.2.2: P017] |A Study in Healthy Male Subjects Designed to Evaluate the Pharmacokinetic ~ |Afferent YIS RN SEER b3
Profile of AF-219 Following Administration of Modified Release Prototype Pharmaceuticals,
Formulations, to Evaluate the Relationship Between the Pharmacokinetic Inc.
Profile of AF-219 in the Fed State and Also Evaluate the Effect of Proton
Pump Inhibitors on the Pharmacokinetic Profile of AF-219
[%#}5.3.1.2.3: P020] |A Study in Healthy Subjects to Assess the Multiple-Dose Pharmacokinetics of |Afferent st PR SE B piliz
Two AF-219 Formulations Pharmaceuticals,
Inc.
[%&#}5.3.1.2.4: P023] |A Study in Healthy Subjects to Assess the Multiple-Dose Pharmacokinetics of |Afferent 4N PR SE B piliz
Three AF-219 Formulations (FO1, FO3-L, and F03-M) Pharmaceuticals,
Inc.
[&#}5.3.1.2.5: P025] |An Open-Label, Single-Dose Study to Evaluate the Pharmacokinetics of a Merck & Co., Inc. |4+ &R SELRL H

Formulation of MK-7264 in Healthy Adult Subjects

Kenilworth, New
Jersey, USA
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[&#}5.3.1.2.6: P032] |A Study to Characterize the Pharmacokinetic Performance of Different Merck Sharp &  [##4+ tENE R ZEER b3
Formulations of MK-7264 in Healthy Adult Subjects under Fed and Fasted Dohme Corp., a
Conditions Subsidiary of
Merck & Co., Inc.,
NJ, USA (MSD)
[&#}5.3.1.2.7: P040] |An Open-Label, Two-Part, Two-Period Crossover Study to Determine Merck Sharp & |4+ B FFA Ak "
Bioequivalence Between Gefapixant (MK-7264) FO4A and FO4B Formulations {Dohme Corp., a
at 45 mg and 15 mg Single Doses in Healthy Participants Subsidiary of
Merck & Co., Inc.,
NJ, USA (MSD)
53.13 In Vitro-In Vivo? B 4 it U 72 Bt i 3 -
[&#}5.3.1.3.1: Biopharmaceutics Modeling and Simulation Report Assessment of Dissolution |Merck Research |4} HENE SEEER pi
05HDA4N] Impact on Absorption for Gefapixant (MK-7264) Immediate Release Tablets  |Laboratories
53.14 W N OB R AT iEf i & -
[&#}5.3.1.4.1: DETERMINATION OF R0O4926219 IN HUMAN PLASMA SAMPLES st &R SELRL piz
04JY2D] FROM ROCHE PROTOCOL NO. PP20506
[&#}5.3.1.4.2: DETERMINATION OF R04926219 IN HUMAN URINE SAMPLES FROM 24N tHNE R ZEER b3
04JY2G] ROCHE PROTOCOL NO. PP20506
[&#}5.3.1.4.3: Bioanalytical Report: A Four-Week, Double-Blind, Placebo-Controlled, s+ sk SEE R i
05DZNK] Randomized, Multicenter Study Evaluating the Safety and Efficacy of AF-219
in Subjects with Osteoarthritis of the Knee
[&#15.3.1.4.4: Bioanalytical Report: A Study to Assess the Efficacy of AF-219, a P2X3 st &R SELRL piz
05F0DB] Receptor Antagonist, in Subjects with Chronic Cough (EPICC)
[&#}5.3.1.4.5: Determination of MK-7264 in Human EDTA K, Plasma in Merck & Co 24N tHNE R SEER b3
056LN9] Protocol No. MK-7264-013
[&#}5.3.1.4.6: Bioanalytical Report: A Randomized Placebo-Controlled Study to Assess the aZas HENE B SEEER Fii
05F0CP] Efficacy and Safety of AF-219, a P2X3 Receptor Antagonist, in Subjects with
Idiopathic Pulmonary Fibrosis (IPF) with Persistent Cough
[&#}5.3.1.4.7: A Study to Assess the Tolerability of a Single Dose of AF-219, a P2X3 st &R SELRL piz
05DZNS5] Receptor Antagonist, in Subjects with Idiopathic Pulmonary Fibrosis (IPF)
[&#}5.3.1.4.8: Determination of MK-7264 in Human EDTA K, Plasma and in Acidified 24N tHNE R SEEER b3
04RMXT] Human Urine in Merck & Co Protocol No. MK-7264-024-01
[&#15.3.1.4.9: Determination of MK-7264 in Human EDTA K, Plasma in Merck & Co st &R SELRL pii
04SF5H] Protocol No. MK-7264-025-01
[&#}5.3.1.4.10: Determination of MK-7264 in Human EDTA K, Plasma, Acidified Human 24N tHNE R SEER b3
04W9XS] Urine and in Human Dialysate in Merck & Co Protocol No. MK-7264-026-03
[&#}5.3.1.4.11: Determination of MK-7264 in Human EDTA K, Plasma and in Acidified st &R SELRL pii
04SF47] Human Urine in Merck & Co Protocol No. MK-7264-028-00
[&#}5.3.1.4.12: Determination of MK-7264 in Human EDTA K, Plasma in Merck & Co 24N tHNE R SEER b3

053XZ5]

Protocol No. MK-7264-033-01
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[&#}5.3.1.4.13: PPDM Regulated Bioanalysis Bioanalytical Report Protocol 036 Merck Research  [##4}+ tHNE R ZEER b3
05993C] Laboratories
[&#}5.3.1.4.14: Determination of MK-7264 in Human EDTA K, Plasma and in Acidified st &R SEEER Fii
05CH4K] Human Urine in Merck & Co Protocol No. MK-7264-036
[&#}5.3.1.4.15: Determination of MK-7264 in Human EDTA K, Plasma in Merck & Co 29N tHNE R SEER b3
05CKXF] Protocol No. MK-7264-040
[&#}5.3.1.4.16: Concentration Results of AF-219 (MK-7264) in Post-Dose Human Saliva HEs & B BEGE} fii
05DMHP] Samples from Study AF219-020 150277ANFM)
[&#}5.3.1.4.17: VALIDATION OF A LIQUID CHROMATOGRAPHIC TANDEM MASS YIS tNE R BB fld
05FOLB] SPECTROMETRIC METHOD FOR THE DETERMINATION OF
PITAVASTATIN AND PITAVASTATIN LACTONE IN HUMAN PLASMA
[&#}5.3.1.4.18: THE LC/MS/MS QUANTITATION OF RO4926219 BETWEEN 1.00 AND YIS tNE R BB fld
04K07Y] 1000 ng/mL IN HUMAN PLASMA
[&#}5.3.1.4.19: Analytical Method Validation for the Determination of AF-219 in Human sk HENE SEEER pi
05CDF5] Plasma (10.0 to 10000 ng/mL) using Protein Precipitation and Liquid
Chromatography - Tandem Mass Spectrometry
[&#}5.3.1.4.20: VALIDATION OF A HIGH PERFORMANCE LIQUID 4N TR SZ B pil3
05CDDY] CHROMATOGRAPHIC METHOD USING TANDEM MASS
SPECTROMETRY DETECTION AND AUTOMATED EXTRACTION FOR
THE DETERMINATION OF AF-219 (10 to 10000 ng/mL) IN HUMAN
EDTA K, PLASMA
[&#}5.3.1.4.21: THE LC/MS/MS QUANTITATION OF RO4926219 BETWEEN 10.0 AND YIS tNE R BB fld
04K077] 10000 ng/mL IN HUMAN URINE
[&#}5.3.1.4.22: VALIDATION OF A HIGH PERFORMANCE LIQUID st TR SEZEE pil3
05DZGX] CHROMATOGRAPHIC METHOD USING TANDEM MASS
SPECTROMETRY DETECTION FOR THE DETERMINATION OF AF-219
(1 to 1000 ug /mL) IN ACIDIFIED HUMAN URINE
[&#}5.3.1.4.23: VALIDATION OF AN ULTRA PERFORMANCE LIQUID YIS HNEE BB fld
05DZGT7] CHROMATOGRAPHIC METHOD USING TANDEM MASS
SPECTROMETRY DETECTION AND AUTOMATED EXTRACTION FOR
THE DETERMINATION OF MK-7264 (100 to 100000 pg/mL) IN HUMAN
DIALYSATE
[&#}5.3.1.4.24: Validation Report for the Determination of MK-7264 in Human Dried EDTA |Merck Research |5} B SZ B pil3
057C4Z] Blood with Volumetric Absorptive Microsampling (VAMS) Laboratories
[&#}5.3.1.4.25: Validation Report for the Determination of MK-7264 in Human VAMS Urine |Merck Research  |¥fF4h tHNE R SEER b3
0582B7] (HPLC-MS/MS) Laboratories
53.2 v MR O 72 Bl B B o BB R LB ER L
533 A EIE (PK) HERaRs & -
53.3.1 FERRHBRA (36 1T % PR UM A PR B 1 -
[&#}5.3.3.1.1: P001] |A Single-Center, Single-Ascending Dose, Randomized, Observer-Blinded, Roche Palo Alto, |##4+ tHNE R SEER H
Placebo-Controlled, Parallel Study to Investigate the Safety, Tolerability and LLC

Pharmacokinetics of RO4926219 Following Oral Administration in Healthy
Subjects
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[&#}5.3.3.1.2: P002] |A Single-Center, Randomized, Observer-Blinded, Multiple-Ascending-Dose, ~|Roche Palo Alto, |5} tHNE R ZEER b3
Placebo-Controlled, Parallel Study to Investigate the Safety, Tolerability, LLC
Pharmacokinetics, and Pharmacodynamics of RO4926219 Following 14-days
Oral Administration in Healthy Subjects
[%%#}5.3.3.1.3: P003] |A Single-Center, Randomized, Observer-Blinded, Multiple-Dose, Placebo- Afferent st gk BEEE 4
Controlled, Parallel Study to Investigate the Safety, Tolerability, Pharmaceuticals,
Pharmacokinetics, and Pharmacodynamics of AF-219 Following 14-Days Oral |Inc.
Administration in Healthy Subjects
[&#}5.3.3.1.4: P022] |A 14-Day Study in Healthy Subjects to Assess the Multiple-Dose Afferent 29N tHNE R ZEER H
Pharmacokinetics of AF-219 Pharmaceuticals,
Inc.
[&#}5.3.3.1.5: P028] |An Open-Label, Single-Dose Study to Assess the Absorption, Metabolism, Merck Sharp &  [##4+ tENE R ZEER b3
Excretion, and Mass Balance of MK-7264 in Healthy Adult Male Subjects Dohme Corp., a
subsidiary of
Merck & Co., Inc.
[%#}5.3.3.1.6: P024] |A Single and Multiple Dose Study to Assess the Safety, Tolerability and Merck Sharp & [N R SEAME H
Pharmacokinetics of MK-7264 (gefapixant) in Healthy Japanese Male Subjects [Dohme Corp., a
Subsidiary of
Merck & Co., Inc.,
NJ, USA (MSD)
5.3.3.2 BENT R B PRI O A A PR R o %ML
5.3.3.3 PRI PR B 2 iR L 7o PR 3 -
[&#}5.3.3.3.1: P007] |A Randomized, Placebo-Controlled Study to Investigate the Safety, Afferent 29N tHNE R SEER H
Tolerability, Pharmacokinetics, and Pharmacodynamics of 3-Weeks Oral Pharmaceuticals,
Administration of AF-219 in Healthy Adult and Elderly Subjects Inc.
[&#}5.3.3.3.2: P026] |An Open-Label, Single-Dose Study to Investigate the Influence of Renal Merck Sharp &  [##4+ tENE R SEER H
Insufficiency on the Pharmacokinetics of MK-7264 Dohme Corp., a
subsidiary of
Merck & Co., Inc.
53.34 SRR AR AT L 72 PREABR S 3 -
[&#}5.3.3.4.1: P036] |A two-period fixed sequence study to evaluate the effects of pyrimethamine, a |Merck Sharp & |5} RN SEER H
potent inhibitor of MATE1/2K, on the pharmacokinetics of MK-7264 in Dohme Corp., a
healthy adults Subsidiary of
Merck & Co., Inc.,
NJ, USA (MSD)
[%#}5.3.3.4.2: P044] |A Two-Period Fixed Sequence Study to Evaluate the Effects of Multiple-Dose |Merck Sharp & |14} TR SZ B pil3

Gefapixant (MK-7264) on the Single-Dose Pharmacokinetics of Pitavastatin in
Healthy Adult Participants

Dohme Corp., a
Subsidiary of
Merck & Co., Inc.,
NJ, USA (MSD)

5335

AR 2 L—3 3 PR 2
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[&#}5.3.3.5.1: Population Pharmacokinetic Analysis of Gefapixant (MK-7264) in Healthy Merck Research  [##4}+ tHNE R ZEER H
05HBOV] Subjects and Subjects with Chronic Cough Laboratories
[&#15.3.3.5.2: MK-7264 Population and Exposure-Response Modeling to Support Phase 3 Merck Research |4} sk SEE R e
04NY29] Dose Selection Laboratories
5.34 BRKF ¥ (PD) akBARE & -
5.3.4.1 BB (235 1) % PDAABR J2 UPK/PDRABR 15 5 YRR L
5.3.4.2 BHEITFT HPD R B UPK/PD iR 5 -
[&#}5.3.4.2.1: P039] |A Randomized Double Blind Clinical Trial to Evaluate the Effects of MK-7264 |Merck Sharp & |44 B SZEE pil3
in Participants with Obstructive Sleep Apnea Dohme Corp., a
Subsidiary of
Merck & Co., Inc.,
NJ, USA (MSD)
5.3.5 AN O iR aRs -
5.3.5.1 Hah 92 BISE LS B4 2 oot BaABR i i 2 -
[&#}5.3.5.1.1: P010]  |A Dose Escalation Study to Assess the Efficacy and Tolerance of AF-219 in | Afferent 29N tHNE R FEAT R H
Subjects with Refractory Chronic Cough Pharmaceuticals,
Inc.
[%815.3.5.1.2: P012] |A 12-Week Study to Assess the Efficacy and Safety of MK-7264 (AF-219) in Merck Sharp &  [E4+ BB FEATE B H
Subjects with Treatment Refractory Chronic Cough Dohme Corp., a
subsidiary of
Merck & Co., Inc.
[%#}5.3.5.1.3: P033] |Phase II study, Randomized, Double-Blind, Placebo-Controlled 4-Week MSD K.K. EWN H gk SEA Rk H
Clinical Study, to Evaluate the Efficacy and Safety of MK-7264 in Adult
Japanese Participants with Unexplained or Refractory Chronic Cough
[%#}5.3.5.1.4: P027] |A Phase 3, Randomized, Double-blind, Placebocontrolled, 12-month Study to |Merck Sharp & |14} & B FEALE Bk H
Evaluate the Efficacy and Safety of MK-7264 in Adult Participants with Dohme Corp., a
Chronic Cough (PN027) Subsidiary of
Merck & Co., Inc.,
NJ, USA (MSD)
[&#}5.3.5.1.5: P030] |A Phase 3, Randomized, Double-Blind, Placebo-Controlled, 12-Month Study to|Merck Sharp & |5+ RN FEATE H
Evaluate the Efficacy and Safety of MK-7264 in Adult Participants with Dohme Corp., a
Chronic Cough (PN030) Subsidiary of
Merck & Co., Inc.,
NJ, USA (MSD)
[&#}5.3.5.1.6: PO06] |A Study to Assess the Efficacy of AF-219, a P2X3 Receptor Antagonist, in Afferent s+ sk SEE R i
Subjects with Chronic Cough (EPiCC) Pharmaceuticals,
Inc.
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[&%}5.3.5.1.7: P014] |A Study to Assess the Effect of MK-7264 (AF-219) on Cough Reflex Merck Sharp &  |¥fFF+ tHNE R ZEER b3
Sensitivity in Both Healthy and Chronic Cough Subjects Dohme Corp., a
subsidiary of
Merck & Co., Inc.
[&#}5.3.5.1.8: PO15] |A Study to Assess the Effect of AF-219 on Cough Reflex Sensitivity in Both | Afferent 4N HPNEE SE B piliz
Healthy and Chronic Cough Subjects Pharmaceuticals,
Inc.
[&#}5.3.5.1.9: P021] |A Randomized, Parallel, Double-Blind Study to Assess the Efficacy and Afferent s+ sk SEE R i
Tolerability of AF-219 in Subjects with Treatment Refractory Chronic Cough [Pharmaceuticals,
Inc.
5.3.5.2 FERS AR -
[&#}5.3.5.2.1: P038] |A Phase 3, Randomized, Double-Blind Clinical Study to Evaluate the Longterm|MSD K.K. [EIN tHNE R FEATE H
Safety and Efficacy of MK-7264 in Japanese Adult Participants with
Refractory or Unexplained Chronic Cough
53.5.3 R OB & O TRRAT L 725 & -
[&#}5.3.5.3.1: Gefapixant Concentration-QTc (C-QTc) Modeling Results for a Rising Single |Merck Research |4+ HNE B BELGE} H
0586G3] Dose Study in Healthy Male Subjects Laboratories
[&#}5.3.5.3.2: Gefapixant Concentration-QTc (C-QTc) Modeling Results for a Multiple Dose |Merck Research  [##4}+ tHNE R SEER H
0586JW] Study in Healthy Adult and Elderly Subjects Laboratories
[&#}5.3.5.3.3: Exposure-Response Analysis of Gefapixant (MK-7264) in Subjects with Merck Research |4} sk SEE R e
05HBOH] Chronic Cough Laboratories
[&#}5.3.53.4:1SE]  |[INTEGRATED ANALYSIS OF EFFICACY Merck Sharp &  |HE5+ BB FEATE B H
Dohme Corp., a
Subsidiary of
Merck & Co., Inc.,
NJ, USA (MSD)
[&#}5.3.5.3.5:1SS]  [INTEGRATED SUMMARY OF SAFETY Merck Sharp &  [##4+ TR FFA Ak A
Dohme Corp., a
Subsidiary of
Merck & Co., Inc.,
NJ, USA (MSD)
[&#}5.3.5.3.6: iSAP] |Integrated Statistical Analysis Plan for Efficacy and Safety of Gefapixant (MK- |Merck Sharp & |5} RN FEATE b3
7264) Dohme Corp., a
Subsidiary of
Merck & Co., Inc.,
NJ, USA (MSD)
[&#}5.3.5.3.7: ] ISS] |MK-7264 P027 P038 INTEGRATED ANALYSIS OF SAFETY FOR JAPAN [MSD K.K. - TR AR H

5.3.5.4

Z DL IR FR T
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[&#}5.3.5.4.1: MK-7264 P027 Japanese Subgroup Analysis Report MSD K.K. - tHNE R FEAT R b3
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First-visit patients without a referral to the Department of Internal Medicine at a
medium-sized acute care hospital in Japan: an observational study.

Kajiwara N,
Hayashi K,
Misago M, et al.

Int J Gen Med. 2017; 10: 335—
45.

-23-




F=77 XY by
L12 ¥RAH BT

FEF

IATE B 2 A hL EE W Perfliat AHIEE « 25 |HEEETT — 4
(EW, #E44) EEDR DY A
[&£}5.4: 002] Reasons for encounter and diagnoses of new outpatients at a small community |Takeshima T, - Int J Gen Med. 2014; 7: 259-609. |- -
hospital in Japan: an observational study. Kumada M, Mise
J, etal.
[&#}5.4: 003] WK - MR DRI A KT A 22019. A AR #R 7. |- MASHEAT s v e a—|- -
#E. 2019.
[&#}5.4: 004] ERS guidelines on the diagnosis and treatment of chronic cough in adults and (Morice AH, - Eur Respir J. 2020; 55: 1901136.|- -
children. Millqvist E,
Bieksiene K, et al.
[&#}5.4: 005] Diagnosis and Management of Cough Executive Summary ACCP Evidence-  [Richard S Irwin, |- CHEST. 2006; 129(1 Suppl): 1S |- -
Based Clinical Practice Guidelines. Michael H -238S.
Baumann, Donald
C Bolser, et al.
[&£}5.4: 006] Recommendations for the management of cough in adults. Morice AH, - Thorax. 2006; 61 Suppl 1: i1-24. |- -
McGarvey L,
Pavord I, British
Thoracic Society
Cough Guideline
Group.
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