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Ca2* signals control diverse cellular processes, ranging from ubiquitous activities like gene expression to tissue
specific responses such as lymphocyte activation and cardiac diseases. TRPC channels control Ca2* influxes that induce
diverse cellular processes upon stimulation of plasma membrane receptors coupled to phospholipase C (PLC). Inven-
tion of subtype-specific inhibitors for TRPCs is crucial for distinction of respective TRPC channels that play particular
physiological roles in native systems. Here, we identify a novel pyrazole compound (Pyr3) which selectively inhibits
TRPC3 channels. Structure-function relationship studies of pyrazole compounds showed that the trichloroacrylic amide
group is important for the TRPC3 selectivity of Pyr3. Electrophysiological and photoaffinity labeling experiments reveal
a direct action of Pyr3 on the TRPC3 protein. In B lymphocytes, Pyr3 eliminated the B cell receptor-induced Ca2* oscil-
lation regulated by TRPC3-mediated Ca?" influx. In the cardiac system, Pyr3 attenuates activation of nuclear factor of
activated T cells and hypertrophic growth in myocytes and pressure overload-induced hypertrophy in vivo. Thus, the
TRPC3-selective inhibitor Pyr3 is useful for treatments of TRPC3-mediated diseases and for clarification of crucial and

widespread functions of TRPC3 as well.
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“WEIR 2o TWB TRPC F v RIVIHEX OB %
IZDOWTHEEIT 5.

2. TRP F+ 3L

trp (trainsient receptor potential) & = F 1%,
1989 4EIC a WY a UNTONZALRMKDFER
EBETELUTRREINZ. D trp BRRICBNWTIE,
TR K B2 HINEZ b —iEH) (transient)
THaHIENS, ZOXDH4MTeoNnk. ERT
RIT OSSR, BHEIHYICB W TR0 FEEORED
TNFERIN, BETOHREENS 6 DD 7 7 3
U—IZpEENTW5S (Fig. 1). TRP “canonical”’
(C) 77IU—IZTRP DHEKTH B> aryay
NI TRP &R BMHEENESWT IV —TTHD, F
¥ RIVEMEA LI ZAEFIERIC KSR AR N—F
C OiEMA L & B# 3%, TRPC3, TRPC6, TRPC7
X, "AKRUN—Y COEMILTEETZYT >
W7t —)LicK0EH{EE NS, TRPCS I &
—EHDAN—IF—BER (NO) ZEAIL, >
AT A VEREORERMiZ T L TEEEEI NS Z
EEbhbIH 5 NIZL TS, 2 TRP “vanil-
loid” (V) 77 XU —3EFETDEARITTHDH
THA 2 i U TCTEME S % vanilloid receptor
(TRPV1) KUZDREOS THS. TRPV 77 3
U—I3&E L5, pH, RBEDOEIR EWEA -

M5 TRPM
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Fig. 1. Phylogenetic Tree of TRP Channels

LR TR L SN D E WS BB ET 5.
TRP “‘melastatin” (M) 77 I U —lg AT/ —<
CEMHEEE) oBEMEEICYAHRE L CTREENZL
95 TRPMI1 fUZDREO T HD. bbbt
TRPM2 25t 2 N L X TiEMb T N, MIfEsE,
RIEYZH BT B EZ2HS5 ML=, TRP
“polysistic kidney disease’” (P) 7 7 I U —{|3%%
M DOREKE R T D 1 DTdH S PKD2(TRPP2)
EOZFDOHREDOS THS. TRP “mucolipin” (ML)
Ty UG ERRBMBEEE GRLAIJE R—
) DRKEE T Td 5 TRPMLL K UZDHRED
7 THD. TRP “ankyrin” (A) 773U —i%, 7
2 RMICEL O OFY U E - M EAT
5., BEICBNTIE 1O TRPA 77 3 —
(TRPA1) L2 RIESNTH ST, TRPALIIRE
THEOR AL F I E THEMR LI NS, Y

TRP F v %)L D HAME I EAKEET U T A
F v )L ERIEOAFEEE#E T, REdH S0V
AT OMBERBRICEDAAF > F v FIVERKT S
LEZSNTWD (Fig. 2). ik, TRP F v %)l
O BR TGN e SNz, TRPC 7 7 2
J—TI&, TRPC3 F ¥RV DY F1 F&EFIHME
Z W R  ls S 7z, © TRPC3 F v
FIIVONEIE S v-ERFKOEEZ > TH
0, BEE@EEESIITY Y LAF ¥ 3V EFBRICTF v 3%
IWR7ELTORMEZEL TV BHAEF ¥ X
IWDEKIL, TARYN—E CREDTF ¥ Il
WEY NIV EEMHABERAL TV EEZ 5N,
TRPM 7 7 2 J —12B W TlE, TRPM2 O %5 5
A TR RN E X N7z, P TRPM2 1IZX)VRO
Mgz o TH0, 2ffEE L TTRPC3 LAk
DOHETH > 727, MEMIC Nudix EF—7 &
BONDEEL HENFELZ. TRPVI OV 5
1A BETHEMEIC XD TMTb MG INRE®
TRPVI1 {& TRPC3 E[AARIC/NA T v MIRD K &7z
A eI &, O 2 N7 MR EmfEE D S Bk S
NTW%, 3OO TRP F v xR EOHEREL
T, 4ERMEETHD 2 &, MREMICKE
WMiEZ2ETHZENET NS, FHICHIREM DK
EREENTRP Fr RXIVICKEETHD, >
P—1 A F > F v RIVHERE L BIENTH D S HEHIS
%.
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Fig. 2. Putative Topological Structure of TRP Channels

3. REMEEM(EE TRPC F v X)L

RARUN—F C KT HHEBEZEERDIE
HAkiz XD, MlEnAN 5O Catt AR Z D, &
IETFHBE 245 Mgt s E OB E NG EiiE 2
INb. TRPC F v )i, Z D Ca*t i AD LR
DTEERTHOD, ERO WE 2H>F v I &
WA 5., LIFIZ, Z0OREHZBNT 5.

T#ifg, BMifE, ~ X Mz &2 < OREi
fLZHBNWT, BRTFREBAZNLLHEBES T
Ca?t i AMIAIRER 2RIz Tnws, ZIZTIE,
calcium release-activated calcium (CRAC) F v %
JVIRETR Ca2t AR TH O, THIES BHIEIC
BIFSYA M1 VBETFERGEELICVLATH S
ZENObM>TWS, fiEk, TRPC F v IV
CRAC F v X)L D FREKLEEZEZ 5N TV,
N D Cazt & > — & U THE S 17z STIM1
KO HEEEARGEEAEORREERLET TH S Orail
DEEERNTDELRGFEAKRE L TEFRHEIND
DH5.9 LnLBNS, TRPCl1 & % Wik TRPC3
ZRELZBMEKS /v 77T RITRICHEN
T, INHOEEHBE NI ST ELMn5, TRPCF
¥ 3)VH CRACICEETHEEZEALGNS. 102 %
e, % THES BMBICBWTIE, Rz
Cat it A (Ca*t L —a ) MNeEiEttibe
BHICHATH D, bbb, BEEIZBITS
TRPC3 &R AR Y )N—F Cy DEEGIEIE LA Cazt
HRADOH G EZHO TWB I EZHSNIZL TV
7‘3)‘ 13)

IR DEFERLMEITBWTH, TRPC F v %)L
DEFEMNFASNICEINDDDH D, [N NE

K7 (brain-derived neurotrophic factor: BDNF) |
WROEFERMEEREL, #ROMEZAMDT
LT ENHMENTVWS, REM#EIZBWTIX
TRPC3, TRPC6 %4t L /= Ca’* ifii A% BDNF #% ¥
TEOMEN [Ca?t ], ERITHKRD->THO, kM
HED LA I AR IC A E TH D Z ENREIN
72,9 TRPC5 I2 &% Ca*t i Ad, MEM#FOES
REEERDDDICEETH 5. 1Y

B & TRPC F ¥ RV OHFHDIZDOVWT H G
INTNWD, BREEOFETDHDFHEMERIRER
SKRERIRREA LYE (Focal and segmental glomeruloscle-
rosis: FSGS) DREREET & LT, TRPC6 N[FIE
I N0 K fEME FSGS @ B EF 12 B W T,
TRPC6 ® 112 ZHHO T O > N7 IV E 2 U ITEH
INTHRY, 720F T URBREDTIZR
~MZxtd % TRPC6 &4t L /= Ca2t 27 F )L itk
LTWw/, —7%, LIERE TRPC F v %)L D BH
HBEHINTWS, LDERIZOARZRITDRNDERK
IERBIFEERO 1 DT, MR AR M K o kit
BAMICEoTEIERIINS. LEROERIZIE,
MR Ca?*t YR D MNA R 6D T HE B /n % H 2 R /-
LTWwa. TRPCHEETD/ v I 5T KRU )
AR ITADFDRER, RAFY/N—ECD
TRIZHBWT TRPC3 & % Wid TRPC6 F v %)L %
95 Cat AN, NIV =a—U > DiEHEEK
W Cat (KFEM) /S BR5. AT Td % nuclear factor of
activated T cells (NFAT) OB ITEEEZL, LB
RKInEZGI SR I T EN, BROTI—TI2LD
ML S N, 1720
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4. kD TRPC F v * JLEAEH

TRPC F ¥ )b 2@ R IiE L35 ) 4 > R
s nTwiawn, £z, TRPC F ¥ xJ)LILiEHE
LA IR L THRMBIABR SN EZNT &5, EIR
72 HEARIOBRFEMEN TV, fERIZ, BRI
KW AY TRPC F v )V 2 B E v fE /R B fi s O 4 1
LB Z DHEREMRIAICH WS N TE /= (Fig. 3).
SK&F 96365 132 ARG LT T3V > 7 L AR
EHIE LT 1990 FicE TNz 2 BRI £ 7257
FEEDNH S MITIE > TWiah > EZBIREEL
Ca2* Jii A (receptor-activated Ca2* entry: RACE)
DOHERELTRIESINZOTEHEHZRY, 0%
@ RACE KU TRP F v RIIVIFRDFRITKE < H
L TW5, ZOEEFOBEHELTURDOZ &M
#Fohns, MEMEICKFETIC RACE 2[ET
E, IC IR 10uM TH B, ZOEREEHTDH
MUSHIIEN CUhIER) 725 o Cazt U Y — 2213
x5 Z 72 W\Wh, RACE 721) T < Bk GE M
Ca’* F ¥ )V HFE CREFEBTHEZEL TLES.
LAk, SK&F 96365 i3] RACE X TRP D
TAII RN BIBRNEFAITH o 7273, EIREE L
VEREENE N EN T OHERIO KX/ HELST
Holz.

LOE 908 I, SZZ&MIEMEE T 74 > A E
AlE LT, 1993 FITH & & N7z, 22 HL-60 #fl il D

P
(T QO
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H3CO
N
H3CO CH,
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Fig. 3. Chemical Structures of Classical TRP Channel Inhibi-
tors (SK&F 96365, LOE 908, 2-APB)

SRMREEAE N F A4 R ABREFICEL T,
SK&F 96365 @ ICs, i/t 620 nM TH 5 DI L T,
LOE 908 O ICs, fii1Z 40 nM & FHEREA E WL, L7
U, LOE 908 |3 &ALk fF M Ca2t F v %)L e
KT Fr RV ZHETLHZENASNTHD,
RIFVBRREO R THEEHET 5.

©5 1 DREMREFA & U TERENME Cat it A
(capacitative Ca2* entry: CCE) %9 % 2-APB
MET 5N, TTA, T OEEFNIHNE®EED
IP; ZFARDOHEEAE L TRESNZ. 2 CCEIZH
% IPy ZRAROEEN: ORI ST TH O
CCEDANZALBHIZBNWTRELEHBL T
5. UL, Z0OHBROWEMNS, 2-APBIT IP; L
t7H =G LW TS, TRP F v IV %E
1-10 uM DEEFEIRICHB VW THEL TV Z & A
5N W TRP F ¥ RIVOHEEFEAIELTH
AN TiENn5s0, ERMEOREI K E/RHE R
Tdh 5.

5. 5 —)LE TRP F + X JLBHEH

ik, LEOEMEZRIES5 AT D TRP F
T RIIVHERELT, E9V-IUMEEYRERI N
TWnb (Fig. 4). £V —=)ViFEKIE, 14—
O F2>2 (IL-2) ELEZHEET D, HDWVIFHRE
T Mg OIE L 2 P 23 & LT, 2000 I
BEHROMERETZI ) -2 TIN5 ES
V—IVEEKII IV = a—1) 22k D NFAT @
iy b2 EREEELRNED, fEsko %Ik
Al (FK506, CsA) EISMEREALRIRS. £ 0D,
BTP2 (YM-58483) 7% T flifidic 3BT CCE % [HE
L, %7z HEK293 MifgicB W T TRPC F v R &
FHET S Z LA S 7z, 839 §ik U 724D TRP
F v FIVFHEHA] (SK&F 96365, LOE 908, 2-APB)
E1FHEAD, BTP21EZI ba > RYU 7/Makn s
D Cat i, Kt F v )b, BALKFMNE Ca2t F
T RIVITIZER L7z,

HbNHINT BTP2 LIFRBRBHE T — I LEW
(Pyr3) ZHWH L7730 Pyr3 13, BTP O£RIDIT
& 735 bis (trifluoromethyl) pyrazole &% Hi—> T
B8, HiEMEE Td % pyrazole L ITH D =M
# U7 (Fig. 4). HEK293 ffilui2 % TRPC F v X%
)& wE B X, TRPC F v )& L7 Ca2t
AT 5 Pyr3 O REFM L 7= A, Pyr3
X TRPC3 F v XL ZHEL, &0 ICs HIX
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Pyr1(BTP1)
: ------ C_ F—3:
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:f;3ci___N___' [ \ l{ll
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5-carboxyamide
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Fig. 4.

0.7uM TH o 7= (Fig. 5). fidd TRPC F ¥ R )LIT
FLUTPyr3id 10uMm TAEL THENS OIEMHEZE
fEZ=44, TRPM2, TRPM4, TRPM7 F + %)LIT
LU THHEZ KT I aho7-. £/, Pyr3 L&
WENIERN S @ Cat i, EHEIREED Ca2t BIE
BALITIZHE L2, T/2b5, Pyr3id TRPC F
YRV T 72U —DHTH, TRPC3 2 ERITIH
#9525, X5, TRPC3 & TRPC6 #HFHx &
TATOMNERZERSEZBICE, Pyr3 LAtk
DREFEE T Ca2t WMAZMA =T &5, Pyr3
¥ TRPC3 25T A —F v 2L OIENEH HE
952 ENRSI N

Pyr2 (BTP2) @ TRPC F ¥ %)L KT % FHERE
IZDOWT, BDRNONOERRZRTIHEL/Z& A,
DT —T D5 & FEEIZ TRPC3, TRPCS Oif
PEZ2R#EL. /=, TRPC6, TRPC7IZx L TH
kO EFERZRLEZ. §7/b5, Pyr2 13 TRPC
Fry R e zlETLEEA NS,

KIZ Pyr3 O ED'EREFE D TRPC3 EIREZ 6 7=
55 OMNEET 5729012, Pyr3 O —EOEHEH

O
CF
EtO .
—
~ / )

N
(0] \ Cl
ethyl-3-trifluoromethyl-
pyrazole-4-carboxylate Cl

trichloroacrylic
amide

Pyr3

Pyr5

Chemical Structure of Pyrazole Compounds (Pyrl, Pyr2, Pyr3, Pyr4, Pyr5)

Z Pyr2 Db O & EH A 7z Pyrd, Pyr5 2 T
FHZEREZ M L7~ (Fig. 4). Pyr3 O trichloroacryl-
ic amide & % 4-methyl-1,2,3-thiadiazole-5-carbox-
yamide £ Ti& E#1 2 7~ Pyr4 12, TRPC3, TRPCS6,
TRPC7 O F ¥ %)L ZHE L /278, TRPCS @
EHRIZEELGh >, T78bD5, Pyrd 3T 7 >
V7 U =)L THEMEL SN S TRPC F v 1)L #f
DIEMHZEHET 2 EE A 5. Pyr3 @ ethyl-3-
trifluoromethylpyrazole-4-carboxylate %: % 3,5-bis
(trifluoromethyl) pyrazole & T& Z#1 2 /= Pyr5 13,
TRPC3 ERMZ2H L Tz, §72bb, Pyr3 &
Pyr5 (24L58 9% trichloroacrylic amide 3%/ TRPC3
DFRMEICEBETH D I ENbno Tz,

6. Pyr3 ($#EA2S M D TRPC3 F v R ILICERAT
s}

BRUEHEFIE (K= IV 77 5 2 T1E)
ZHAWT, Pyr3 ® TRPC3 F v X )VITHK T % {EH
WFFZ g7z, TRPC3 F v )L Z #@FFE = &7
HEK293 fifdic BT, WEEDLR Y T &
FI AV 2 ZEEFNEIT LD TRPC3 2/ L7z
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Fig. 5. Inhibitory Action of Pyr3 on TRPC Channels

(A) Average time course of Pyr3 on ATP-receptor induced Ca2* influx
via TRPC3 channel. (B, C) Concentration-dependent inhibitory action of
Pyr3 on Ca?* influx induced by 100 um ATP (B) or 100 um carbachol (C)
via TRPC channels.

F BRDHERTE DD, MR D Pyr3 O
Mz X 0 Z DA F 2 BEHA Pyr3 OEEKFENIC
FHEXNZ. —F, Xy FEXy 240 THEN

WRICPYy3 Z2MMATH DX D BRHETERTER
Mo Dy, S SICHIESNRIC Pyr3 2252 & T
Wit A4 BIRIIEEINEZ. ZOXDIT, Pyr3 d
VEFEALIE TRPC3 OHERISMAITH 5.

Pyr3 7 TRPC3 % > /)N 7 Bk U CEHZER L
TNEMEINEFMT 201, X7 71 =7
14— N)UtZIRH L FiE (post-photoaffinity
labeling modification: P-PALM) Z W /=.30 Z D
FETIE, TNk, SNIULEINES 57
k> EMNENSY N EIEMIND, b kI
KU CTHREMICKIGT DEFF VB8R ZNZS 2
ET, TNy NI EERNITEF T > 2 &AM
THIENAHEETR D, 5 — IV S N)UALA
(Pyr-PP) % #&F L, TRPC3-EGFP % 5 &
72 HEK293 fifld = W T, Ik, EAF
EfiE{To - (Fig.6). 7EY  E—XZHW
TN DT LAY T Oy T4 2 7IZED
F X ALAI (Pyr-PP) D& A %A TE, Pyr3 ®
HFIC X > TEBIKGENITZED TN ESHE
TN F, HINIUE, EFTF UEMEKEOD
TRPC3 % TRPC3 $ifk THEEILRE L, SDS KU
TCHITEMH X B TH 5 SDS-PAGE, EFF > Hilk
XD RF 70y T4 27 %2{7>TH, [k
WWINNWILZEHERTE/Z., I§2b5, Py3 g
TRPC3 ICHEBEEAL TS Z ENERTE -

7. % B#RRICEKTDAEM (native) TRPC3
F v X ILDOEE

Ak L7z kD12, bhrbid, %% B Mgtk
(DT40 flifi) I2BNWT, "AKRYIN—F Cy2 247
T2 T FINEERB DGR/ Ca>t LRI
HThHHIEEZRWHLE. YD Z0FIx, #ilic
MALZ Calt IC&k > THRAFRYN—F Cy2 MY
BICBIT LS T FIIEGRERKR TSI LT, 5
IZ Calt AMBIER I IND EVND EDHFHN S
THIWVEIETH . TORERO Ca2t R AZED ON
TRPC3 ThH D, TRPCIIIHEME THEARY )N—
Y Cy2 EMAERTSZEBMALTNVS, £
T, %% BHIICH TS TRPC3 ITKT % Pyr3 @
PHE%h 5 % 354 L 7=. DT40 #HfA1Z Pyr3 24L& L
&%, BHIEZEMEIRERD Ca2t JREITIX
FEAERERHEZ D L, Ffis Cat i
E (Ca*FvL—rar) ZHELRE. £/, B
AL 2 AR L DR AR Y )N—F Cy2 DEKE
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Fig. 6. Photochemical Cross-linking of TRPC3 with Pyr-PP

(A) Chemical structure of Pyr-PP. (B) Schematic representation of P-PALM method using Pyr-PP. The photoreaction forms a covalent bond between the
ligand and target protein (step 1), and the consecutive oxime bond formation between the ketone group and ARP allows collections of labeled proteins using biotin-
avidin binding (step 2). (C) Pyr-PP directly binds TRPC3 protein. Left, after P-PLAM, TRPC3-GFP proteins are detected with anti-GFP antibody by western
blotting (WB) in avidin pull-down samples. Right, after P-PALM, the incorporation of the Pyr-PP-ARP adduct is detected with anti-biotin antibody by WB in im-

munoprecipitated (IP) samples with anti-TRPC3 antibody.

BITZHEL 2.
RABYN—E Cy2 OFfIRIGEEIIE, 27
DIV OV OEEBAKROTOTA 2 FF—
¥ C KU MAP +F+—tY D —FTdHh 5 ERK OiEH:
ftaslERITIENA6NS. £ TBMEZ
BARFE % D ERK OV > BALITK T 5 Pyr3 O%)
REFEL7=EZ A, YIHOY P EAIIH S N
Mo, FfRY S RRES IR E Nz, s
DFERIL TRPC3 2 RIBX B /- DT40 i 6 & 51
EbDEFE CR¥EEXT—4) THD, Pyr3 ¥ na-
tive O TRPC3 F v+ RIVIEEHHET 2 Z & 2R
T&E.

8. Pyr3 (X TRPC3 (CL BUIEXZIHIT S

R L7=&B0, TRPCIMY >V FF > 11
12K % NFAT QIR LERICEETHS Z
EMWESINZ. VO ZEZT, LERIIHT S
Pyr3 ORI DOWT T v A RO H i 2
RAWTHHE L 7z, £ D#EE, Pyr3 1d NFAT 0%

T NFAT )L > 7 = 5 —E OIE 2 REKAFR
WCHE Lz, BREWZ &2, TRPC F v 3L
WBDOHERTH D Pyr2 @ ICsy A 2uM TH 5 D
2%t LT, TRPC3 #RiH 72 Pyr3 @ ICs, i A1 0.05
uMm &, Pyr3 O MMHERN N>, £z, Pyr3
12, DERY—H—TH 2SN T LFRXT
F K (brain natriuretic peptide: BNP) pE4E, 77
T EMERR, NI AR E, TOMDY > PF
TN EBLIERBEDHEL I &N
5, DIERBEICHL TERZRL 2.

KIZ, ITZIZBNWT, FAMICKDELZSER
DB RIZHK T 2 Pyr3 @ in vivo Zh 3 % 38l L /=.
KREWRSEZE (transverse aortic constriction: TAC)
Z 1HEBfTWLBERZEEL, Pyr3 OHESRZ
BEtL7z (Fig. 7). 1M ® TAC LB LEED
W7z EROPEOIERZGIER I Lz, Pyr3id
FNEMHILE, DERY—H—TH5.0F%ET b
U AFIRARTF R (atrial natriuretic polypeptide:
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Fig. 7. Potent Suppressive Effects of Pyr3 on Cardiac hyper-
trophy Induced by Pressure Overload in Mice
Effects of Pyr3 on 1-week transverse aortic constriction (TAC)-induced
concentric hypertrophy. (A) H&E-stained mid transverse sections of hearts
isolated from sham- and TAC-operated mice. (B, C) Effects of Pyr3 on the
increase in cross-sectional areas (CSA) in B and ANP mRNA expressions in
C.

ANP) DOEAZFMLET A, DIEXRITEDHE
L 7= ANP O FBH &2 Pyr3 & 512X 0 Mkl S
7z. E£7, 6 TAC 217D EK Z2 &
I/, ZRICHLTH Py3 #5935 2&T
ZTOLBERISEDHH SNz, v ALERICBW
Tld, Pyr3 #5130 HEC MER EDLHERE, K
HEOHBER, EFERICEEEGA RN T
72HB, Pyr3 (3RO K OV O MO B K 2 1 il 9
HH L WODAERERE L TORREESHIF I NS,
9. &HYIC

AR TIE, TRPC F v F)LEHIFNIC D W THE

B L7/=. TRPC F v )V HEANEL T
WHEMNENTWREZD, bbb #fE Lk
TRPC3 ;IR EHA Pyr3 2/ E LT, B
UL S BEIZ & TRPC F v %)L& 3R 1 BH 2= A
ELTOEWRT > v IVERALTWS EBDN
5. £/, MO TRP 7 vy S U—IZTEHAL TH,
TRPV1 12 8B1T % capsazepine 72 & —# D H D % k&
<&, BIRMBHEEAIXIZEAEHSNTVRN,
Pyr2 (BTP2) |3 TRPM4 Z{EM(LT 5 &S #H
EINHEETDE, BTV —IVEEMIT TRP F v
FIVRBEERRIZBNT, EARFKICTRS KNS H]
REMEZMO TS,
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