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Smal | nol ecul e bradykinin B2 receptor nodul ators This
i nvention relates to novel

w@2@oRat@rwoar yl net hoxy) qui nol i ne conpounds, conPUEEP10081802379

contai ning the sanme and the use of said conmpounds.

These conpounds act as sel ective nodul ators of

b Rl 2 C C t he .e be.used
ERHIOME SYFLe” 16 F A A B G HEPliGRa" 1y o8 warm-
cbhewdedmanuopbiasi subjecBK B2 recept or nodul ati on.
Compounds of the invention are al so useful as probes

for the localization of BK B2 receptors and as

st Hnldar@E THEASBAYNTION BK B2 receptor bi ndi ng.

' vasoagti.ve .no ti.de .
A T DR Bt B B BB SR ivmnr gy conutar
t nctrisonn oé  war el gzl eak maammzgin@s sulgjechs More particularly,
k i K el .k i ni ) SONE as s, ,Lt. has_sone
(P PSP DRRSRT L, ST 1 SIS crec
hirensarissetémsrrebgasedn 6 ddimdsendl psogranheedt tvaachieve both im-

a ' o : ors are recogni zed
iE&Rrr{frﬁ..iréﬁg,a%mghépgef{pe%l{gﬁ%%ésrg, et al Pharmacol .

Rev. 2005, 57, 27-77). The actions of BK nedi ated by

t B& B REASRIPH Y B PROE b,@hysi ol ogi cal functions,

such as increases I n vascul ar perneability, nodul ation
oReferfelnzents ongde dspbnseseamd® pi@im BR 0392 #51 B1 and corre-
% iV C ( [ 1,00, vasoconstriction). .
TRRS ey Befe i P B A Bh T P FRERORER il g B pubtica-
BKoms referred touimereuns Slinseathestimsuoh tlas prrinfritgrmmpp lioation filed

ook S Aot B o7 orshieTRY, PIblz ERCTRERELLRol dhinses now

oW St S144k628) | eviiamber e frathergpnbicatiens seldNedercoefects of

p ' N- peRt i agpnjsts of BK B2 receptor )
oy [ e R SRR ORBI N B bl st ERER Wigm in-
2908 i) @04/ o MENRBItY G863 Ad e NAO B¢ 87O p I AP0/ 23439, WO
00/ 50418, WD 99/64039, WO 97/41 104, WO 97/28153, WD
97/071 15, WD 96/13485, EP 0 795 547, EP 0 796 848, EP
OK&4dq! A3 Ermani, FRsthe B3HA@OkalicR| Bitler M (1d93nAssessing a
carpgepast inlreteqaerceBi rBReated epasureardndnwith spsichtiorvioeanow-
o¢narheemsmnghemapy isteep rstudys$ BpplaEideBtatidtich 20: 393-400

pat hophysi ol ogi cal | evel of bradykinin, both acute and
chmets 2, Padebed (19931 An pvalugtmedf thor sdfety i jovsedargy EmassBD
r'de@pyoronpdliberti® 84ha@¢7 ng i nproved properties.
Therefore, the probl em underlying the present
invention is to provide highly selective B2 receptor
ndgas &t Bee My Befhauliiby, \-ebetvdPhBossah CodadtpPopeint UeBaschied3
pt18BHeprtielwe lapH ipiedtie g:é@@ﬁ@n FReenof bow Esergy|Eraidsiby

t HeerapipjSEess Medicste W Sthe attached clains. In a first
aspect the problemunderlying the instant application

i ReitoMy Biggsy- be%ﬁﬁoﬁﬁ@aé?‘//\t %@S#%ﬁwﬁpate( N) Datgy UgAmato D,
phescha &l 18§F caleen IndusegtEdisctold v Eneray EatissionoFhergply. &ie
t perteragngiies 8% F7/A'3 s a 6- nenbered het eroaryl having
from1l to 3 heteroatons each i ndependently sel ected
fromN.or O wherein said 6-nmenbered heteroaryl is
sw pe R A HRessghy ofamic 4. g M. Hirastls Dagrity, Amato D,

| RREPB IERPPAE selreancaphIegapa chgrRarsIP¥IN® loprieran efis-
I BRAPYc9aR Eiomad Red 24444 2Sver capt o, al kyl |

al kenyl , al kynyl, heteroal kyl, cycl oal kyl,

het er ocycl oal kyl , al kyl cycl oal kyl ,

het er oal kyl cycl oal kyl , aryl, heteroaryl, aral kyl, or
heteroaral kyl; R5 is hal ogen atom hydroxy, cyano,
nitro, nercapto, alkyl, alkenyl, alkynyl, or
heteroal kyl ; R6 is optionally substituted al kyl;
optionally substituted al kenyl; 5-nenbered

het erocycl oal kyl having from1l to 3 heteroatons each

i ndependently selected fromN, Oor S, or cycloalkyl,
wherei n said 5-nenbered heterocycl oal kyl or cycl oal kyl
IS substituted with fromO to 3 substituents each

1 . o - o, .
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heteroaryl, aral kyl, or heteroaral kyl; R7 is hydrogen
atom hal ogen atom hydroxy, cyano, am no, nitro,

W@ RNpi1166d¢ het eroal kyl; R8 is hydrogen at om or PGEEB)E3/002379

atom and R17 is hydrogen atom or hal ogen atom In an
enbodi nent of the first aspect of the present

BAEOId 0TI OB el B 2
33&% IIE ) :ﬂ? eaI’I/fEII IBO& az‘%gém.s-
6

eI‘HSD I\I? I\B or SOO nra
provi so that at Ieast one ofWYor le Nor NO R1
'%elgfaa’arg%fb ttﬁﬁh % Ef“’r’? @fBarB (1997) Bright
%érgg‘p% M gy.‘cslcésg I’ﬂt ﬁ'l'g ee g C?{: itl )}Jdar%rm]ance

hal ogen at om cyano n|tro mercapto al kyl, al kenyl,
al kynyl, or heteroalkyl; R3 is hydrogen atom hal ogen

PG G W A5 Yot & LRW-BRerg P EMii :Burfnk ¥latu
aIFhﬁrPé’brreéIIcIf%u I(o f'étg I?é’t?y%g I&Itog (I§sy h PJ, I\J/Iar:ov I\TS s(eadnscI

hg%erz@%w nadé bek%r W aryIIp‘iII

er oal kyl cyc Net er ¢ oar yI aral kyl, or
heteroaral kyl; R4 is haI ogen atom hydroxy, cyano,

afhROap B & r&blf@t?@rﬁ’i%re Lé% ed EIIak g%ir)l/il@rkg@wce, system and

het er oal kyl, cycl oal eterocyclo

abRg| ihpceohildepicribas én cidyEBye | T 1I8A1, Bdr.yThe improved elec-
h f I I
h%ﬁo‘ggnxg?na?néﬁétg%oge%harﬁgénecro%?% tIhéé ?ﬁﬂg a%%oréance with the
eRDRR Memvedtiarhehpveyerabpecheo cteherrprreeertto fmd therapeutic
i i ej

caER 2B Tl Tl RL S B 4 seffglardin @ity fofEfhiunctions)
otea@ngdndmnqaamrRQQSafnesteathNrSdecpendents ybwtemeaeeplarticu-
f I

a{#nrﬂ}ohcyﬂlfn??géh@hggﬁatggg é@ﬁﬂarahmqt enyF@%X‘ﬁ(ﬁ.Ynanpons including
hétrectl wylndltg/@tllsoamﬂyencm eaocylusat&l|growth or proliferation
a 0 a

hIeII%/erIre%g?II)r) éIIIagIIIaI)I((I?&gé %hﬁ%ﬂé?%ﬁé a{ILt{)FI:tsI I’IIIe direct or indirect
elﬁj‘btﬁfrﬁ@npnwamwoqur sellampadh foBYtlheot)reeeehtls not necessarrly

LK 90 0,8 ARSI s g BB amator
rnfmncanﬁl mqeiéﬁaanQnaretJ@h@h ﬁomd@rmndmnflyeselrm:t@d(ocyte
;%@Lﬂgnng|89§%ﬁ£%aI:IaIIe%QeE)yﬁ'Itﬂg] enyIIcB@IICkeQXBP cell growth or
het@ifeaagn theyeprbarkglor kithng of yadrosrkyk, cells harboured by a
alkyhc ycl oal kyl, aryl,
het er ogIraon&Id;IIIa ,IPJIPQEBI/eC?oar al kyl. In an
enbodi nent of the first aspect of the present
EYETHSBGE S PRLEF LAY AR08 M g g1 gloctroman
heebe greioksgs fonieatarm:living smNmTNO'EUT sQRPects mertmurN@ can-
Oﬁe% c¥it II’et&?g%"gy%ﬁgﬁt'EQI)%%I%),IEI?%IQ)‘?OII%?EI5 Y)O%r 441 issued
CM;&‘P kIyI 1%5?9(1:10 Barg kytameﬁzEr sy thogeferances ¢ra¢©genrem and
%Q{BSaILéﬁg:?%ﬁ%ﬁ]Qeﬁg%lﬁpa@%\ﬁyﬂvh@ i v%yq/rhglaemgtron of
afiafdrodas ko eitherasikgl obrurapktg/ms pnowh%n‘ﬁb@. ht-;&ttatwfe however
L85t 5 pFRAGARLAL, L PG VIR g fpctomagneti
- 98e NRC I R INR G R i wneo@oa@qqéﬂghvfaem@neoeécrier signals
- X8 r@q@@e@%%rm‘s\(@f 0 W@B@nt rnYﬁen(t:Q’rI\IRCI—
- O Ya- CO NRaRb, - Ya- NRc- L, -Ya- O CO O Rc,
- Ya- O CO Rc, - Ya- NRc- SC2- NRaRb Ya SO2- NRaRb, or
- Ya- NRc- SO2- Re, wherein Ya is a bond, a d-C 6al kyl ene,
a C2-Co6al kenyl ene or a C2-C6al kynyl ene; Ra is hydrogen
atom G -C al kyl, C2-C6al kenyl, C2-C6al kynyl or is
joined to Rb to forma 4- to 10-nenbered cycl oal kyl or
heterocycl oal kyl; Rb is hydrogen atom Ci-C al kyl,
C2- Coal kenyI C2- C6al kynyl, or taken together with Ra

M o
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and L is a cycloal kyl, heterocycl oal kyl ,
al kyl cycl oal kyl , heteroal kyl cycl oal kyl, aryl,

W@pBahehd y substituted heteroaryl, aral kyl, oPCT/EP2008/002379

heteroaral kyl. I'n an enbodi nent of the first aspect of

the present invention R4 is wherein Xa is N, O or CH

Xbis C Sor SO Xc is N, Oor CH R13 , if present,

is G-Calkyl; R4, if present, is CQalkyl, C-C
alu&eRglenbb, qgﬁiﬁlﬁédsstued RIGNbeerierms( i1p92 ehbtitiddo"Bio-Active Frequency
ﬁg%%%ggg(srg ? ﬁ\le%c%"l gé{scj’lbéé g) prografan?}%lﬁbcgﬁrgp\%w%ﬂ instructs a fre-
hapen@myylthesmer {a evr)abm @enetranoto@fraaré)ecﬂechl auyént dRbSspesific precise

al I
1 hensd S o &L\ HS{ o1 G ArBoSq skads gindls aving -

heqearewymledatrkycb wltblnlan)acaufacytom 01m1 ermﬂ'enlseléIatent contemplates am-

Ihﬂ fgfg%é’ lv?lt'%é néf tNg 8?% errateWI ? 1111 n$) Sp;? 8 gnﬂ{eit ?lgaanlﬁ to {:1 0':‘.ubject at

1®wefren¢mfroedrec¢elfcmlulw¢y of sec)uemméﬂy étothﬂz(bdmemrsedcxflc precise fre-

h
hgpg&g%’ %&Orﬂééﬁys of gelec %des éelioby ngm@n?gﬂs%rc)?pnec&%% tchil%e subject
i Mhykﬂmegdm a ahdﬂyrhal @l &k fooy). ,Oraneydgaim ¢tie Pasarny does nbtakﬁutemplate

L S85 08T oD, difissibs et hoibilioeiodfaf TR Blnygnoy carier

( isignplsaasFequicedlio terershed tleel plesestrioamyibn. or (iv) a 6- to
10-menbered aryl. In an enbodi nent of the first aspect
of the present invention R4 is wherein RL13 is hydrogen
atomor C - alkyl; R18 and R19 are each i ndependently
sSldVARY rom TigBridheBNai o  hal ogen at om hydr oxy,
cyano, amno, nitro, G -C6al kyl, -0 Q Qal kyl,
-CO NRaRb, or -SO2-NRaRb, wherein Ra and Rb are each
i mrd@pmwdenettyoSelheoneelnifloomahyellmgemnatsy&temns provnded which
an e odi ment of i,rst .as

(e TP 4 BeRFTRZA Tibet) ThErkatsh i 8RBloMe to influ-

CtncaﬁeklydlarIfnnaﬁoeatmdn'mﬁrunomfortshm élwstmaﬂpedbdoﬁ'nammahan

gL e DL, B0 R A £ aT e

t hdaecftmmtaga\sp@cEnefg)t Igenmresoerntnrcmterfbr @erdatisgnebdydr more

nb he fi f th .
b Wb DRI Bl S BRBEgE of e i

anrmsmm omflntdr@ra‘tedsmrcaemecbmfnstuhg @r esemunicating with

HE Rieast o lor Sy b, E estes i Y ol ror v

Cc%ng@@irobnn@mn aminv\iatstnudzte pf @rogoaimhadd afontrol in-

o enbadi t of
tﬁ%l rst ipecog] o% ﬁ‘é’rSr réﬁ{at rﬁv%'ﬁ?‘l“é?w 'ﬂﬁmed;e one or more
whermditndR1Godsi &t dn ograrirat eig roa! gebhgdtprsRZGrlcsnr@’qlhﬁg ampl;-
c . rogen atom or

clEaGimee g, [ lay SSH B8 BORT ulan reduBiey carrier
[ mga'ratlsoiﬁhwlmfeiom RFre @& nandtdR1diraries Furtharranre include one or
e [ t): ect resent
TS, Probiftaridbis a8 Hod phSF, Mg e control signa
i peentatons for ca)nsadltmgrthsofreauent:hatewﬁ|chem’m himslitame modu-
I 0 S§,.i.n St an rdanItro
r%gopr?%ra?%e zlﬁltegétéoe %he Ioﬁeaoge%g’ns g8 ctf’d?hmoaB%at'o” fre-
pagbhem <u:nde<pll yengratkves mresenttarmsent |amn|maostthed1ptnyvement

) u n |

cor R et GV ERY o B SRR LT e EpRlf Befypavency
i aldhei amplihile mpdulations to within an accuracy of at least 1000
1-{3-[4-(5-Chl oro-thiazol -4-yl)-2-nmethyl -qui nolin-8-yl
oxynet hyl] -4-nethyl-pyridin-2-
yl met hyl }-3-trifiuoronethyl- 1H pyridin-2-one,
| -{4-Chl oro-3-[4-(5-chloro-thiazol -4-yl)-2-nmethyl-quin
ol i n- 8-yl oxynet hyl ] - 6- met hyl pyri di n-
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W@R0RA &6yl oxymnet hy

2-ylmethyl }-3-tri

r romet hyl -1 H pyri di n- 2- one,
| -{4-Chl oro-3-[4-
h

fluo
(5-chl oro-thiazol-4-yl)-2-nmethyl-quin
I']-6-nethyl pyridin- PCT/EP2008/002379
2-yl nmet hyl } - 2- oxo- 1, 2-di hydro- pyri di ne-3-carbonitrile,
I -{4- thhyl 3-[2-net hyl - 4- (4- met hyl - 2H pyrazol -3-yl) -q
ubgﬂl ?nl\félr 83( (ﬂﬁet Wl Jn'orgyéét%'rﬂfigéxl gPtpr}gldetermined reference
1¢mml|tmdje maQd @h@élon {réqQleincies Se[ettEB-fcbimowdthin metangde af 0.01
y! .
W%)Tydrjr:ltzsﬁiyﬁﬁz yﬁ%l n-%t%rlh n@ﬂwh%?wog}et rcf)fr]pr(')sreosrreat h)?lnpfl(—:l-t'on or
psqumjpmg 2osmeon for connection or coupling to or being connected or
(jéL?ﬁ)lgglol%s yléﬁ%h‘?&% @mc,ltnye a‘bp(lgcaqg}; r%lr appl[ylﬁg 'to the
W@Wn@'tolwile]d pyll’alndnnnil@nyl sehjlegt } tBet rarfd uor omeotey| aitplitude-

E)gg é‘te i (Z’e}-{mr%)(l) em sg)n(c;/ F sgﬁ aazcglurgt Y]CoftrOI{%d Imodula-
Mméf&w@qbaxyrret hyI }-4-
nmet hyl -pyridin-2-ylnmethyl)-3 -trifl uoronethyl -

1 .
|’§2¥%‘fﬁéégé'9n§“e(|teémd SSCRIAELGONntHRRT - 528793 Shabkdhe
Wbdqmtﬁdl iaw wrQXWEthybln]ag [patic @inmis2igrismebbyld be modu-
}Iaf%a rt'ff %'_@ln%t I?ggolu:l'ﬁn?%{fll_ %gpgé;s)f)[]agdout 1 Hz of intended

droxyneth
WDPEZ ﬁéﬂh?lﬂcmﬁ r(glrealtes Yhaxyales ity 110004 Hz) determined or

pyrl ﬂ'}{rr{é;d._ gr?]%dmlaqri%tnhweq}ue% ggfkgp Q(IE%I] hl)é if one of the
M:r(@ o{rzmmehoydate@’n{i de dredthpre @ete2rmoned 3nbriufdtiom dredyheies
2t'5" @ér' %&(g/a]d %nﬁ'\t hXNQEP r%(%@d mammalian subject is about

qui nol
a@@(b}h'aztﬂe Mbn@tdwybhtrwdeifamldelead to such modulated low

e hits U ROH Ybnerated at o freguensy of bayygen apout

tT@@Q))amijhOUQQ}@IOﬁEthIH(}wavelriafrid,m)m dErBhlsyd>f-what has been

n .
B B Bxpsripacsr nytieating, BaR mytRiStishPTRAYT-
nng- g meerioyls) cplys ivdimtBe aim of arresting proliferation or killing
Y, V. I [ nal
}%ﬁgﬁ)r%aézlgﬁz-gﬁg 'B'nrg;f%i‘/ﬁltglgatg%tttg\rﬁyaccurate control should lead
20{ 8- [essobhlion cefoatrethyl. 5241Q<2r-eopoeﬁerably about 0.1, yet more

0 Y in-3-
bl T 0 b N L ded PO BN B0 gy e
I<Ef 4hearlbtﬁnct€rd | detern{iseGhlaor mrédmﬁwdneai- modulation fre-
[ yl - 4- (4- met hyl - 2H pyrazol - 3-yl ) - qui nol i n- 8-
oxy thyI] pyri di n-2-yl met hyl
- 2-0x0- 1, 2-di hydro-pyri di ne-3-carbonitrile,
[]%{ %?Ebﬁ% ?”mé“%é §|:[ﬁ[n§nrtafg(r)ler%i_s€|i ns to b at_a8\_/ery low

- qul nol I'n

ﬁruj(mtahgmqerqyymmlnagdyﬂaﬁgﬂhw low levels of absorption, the
Ee L TS B VL M Bl iRl B ehapmesiarypw it etee

_ty||cm;t| Lb|$@§(rwdhm S«arm-blooded animals (which are to be af-

R @YYd 0 21 SRI W lot IHE i dbi ok e Belbelt Y LR 8R78re

|sigdlaciv @tcyesy[mw( gneghdvrievelisi dnoknb-epent 2imebhyleggom rat

gl e B 1 riigpy | _
ol 1S PR RTHOR O Bt & yPr e nustinp e e

]grlggllq;hq:@m@ugufel a(;gnltcﬁgno vithe? lsbject receiving treatment),

1H pyrrol -2-yl)-2-nethyl - qui nolin-8-yl oxynethyl] -

6- met hyl - pyri di n- 2-yl net hyl

}-2-o0xo0- 1, 2-di hydro- pyridi ne-3-carbonitrile,

| -{3-[4-(5-Chl oro-thiazol -4-yl)-2-nethyl -qui nolin-8-yl

oxynmet hyl ] - 4- met hoxy- pyri di_n-2- yl net hyl

}-3-trifluoronethyl- 1H pyridin-2-one,

| -{4-Chloro-3-[4-(5-cyano-I|-nethyl -l Hpyrrol-2-yl)-2-m

et hyl - qui nol i n- 8-yl oxynmet hyl ] -

[ L L ~ I
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wda esdideydr o- pyri

| -{4-Chloro-3-[4-(4-fluoro-pyrazol -I-yl)-2-nmethyl-quin
ol i n- 8-yl oxynet hyl ] - pyridi n-2- yl nmethyl}-2-oxo-
ridine-3 -carbonitrile, PCT/EP2008/002379
I-(I {4- Chl oro- 3-[ 4- (4- hydr oxy-| H pyrazol -3-yl)-2-neth
- qui nol i n-8-yl oxymet hyl ] - 6- et hyl - pyridin 2-yl

d ri |n rbonitri
tqeé bt acpribn AR ST 8 S R s g rera:
4bw $ulpsiiamdial y- ®sysl ety ]Il-ngllwedgm 21 yilvired tislsue.
}-2-o0xo0- 1, 2-di hydro-pyridine-3-carbonitrile,
I-{5-Ch|oro-4-[4-(5-cyano-|-nethyl-lFIpyrroI-Z-yI)-Z-m
efhythequoionel ¢ i@ pprmooeet dyd dhie 2e pdr tixeg/ -iptandbdi-b3ological

IR oS BP dp ity s SRV € 117 o minoIBRs.- B el
htdingd[ @uripg hgmigs i natdythat I-$pr'r az:mtbm:By ysH)owIdl pogfiemably

855 % w{r%opéné)tfﬁ%?bdw 2 ch%‘?%tr%b”a/nm ® and most preferably

| 4{)4 @nacrwysbpmq mmdmmwremydha Fe laivaz alevBatjdh - Bf rite-

n
l(]éb ;ﬂ'ﬁvl%]ed Bﬁepﬁyﬁie%&?? élre lﬁeyﬁymsetﬁ I0 01 Hz (deviation) /

}JZ}QQ(UH dBsdiievy treor. pyr 1 @ine- 3- carbonitril e,
| -{4-Chloro-3-[4-(5-fluoro-thiazol -2-yl)-2-nmethyl-quin
ol i n- 8-yl oxynet hyl ] - 6- net hyl pyri di n-
2Ay| atee sy HeBcobed in2sdichiz&r ©-592r 881 et 3theas pateing n’htle:des
I ct .. L LNg sen

| B Rt Dhr S SRl BR a9 B PEEEhI bR sl 3o B AERh -
tﬁaﬂacﬂmensaélonewdﬁchnnnﬂoﬁmp@@mdsnanoeﬂdadgdﬁoomhan
fi t, i ventlon
o200k Wip PRFOBRVFE OFh e Rhich e RUERAElof G 1 ¥na-
eleelyi megm@/dowamutwm cobhtroas tbe‘dodctrentofot‘het bgstem to
t R SPe tic 0 '
ngrﬂIcget e §§%g%dg&$rg§%%v'c er%smgmJ ﬁ\ﬁo escnPFd lg the
caps&jb'@n o By spstemsd an nmlpedante&madefaraIerpmmmbmedan-

I Y Ln a fourt aspect. the
pr om‘@oﬁngﬁ%yg%erg? ér (ﬁ{ & resen$y |er'1(\e/cétr5 I'OTP |ers¥'cs§F\/%%I'°6‘)§
aangtehpo og (hahee hmdmengrcmdwld@@fb%abmmelﬁ%t%ally con-

r i, 1 O t rjisin ontacting

t REERRE ap e bhcror ¥ VRIS Pl BB LT SR 3ttt ne
amnedjalmge ttoartdferrhelrsstuba;rhamnalIysm@md\easqb\@ctmmédanee of the
p on, .0 I er eof i ti.0ns
SRanER! sEEU ROl e S U B R G o PRI R
bputhuie foth eBEKmatteamyrcotither subst ance to the BK B2
receptor. In a fifth aspect the problemunderlying the
present invention is solved by a nethod for | ocalizing
or detecting a BK B2 receptor in a tissue, preferably

a tissue section, in vitro, conprising: (a) contacting

a tissue sanple containing the BK B2 receptor with a

det ect ably | abel ed conpound according to the first
aBRIBF RBESERIREBIEHE tOBfTHBED RAYSINIGSI nvent i on under
conditions that permt binding of the conpound to the

BK B2 receptor; and (b) detecting the bound conpound.

| hl@n1 estoMs rﬁermengn Rlpey faafsing a4 pedttre Her dbepdentroinéc cir-
r aghi 0

ﬁl?rll'[ gée@é@lﬁ?g rfdo Cﬁf'%% II@PS(larejft e%enm Ilfllegoras rFrobe
s$§t'ﬁ%b'§sff§cbemﬁa qﬁa@@@ em Umjefm%hngf taheaplees)ennd an inter-
[ 0 s@lave [
LB ore FEp N 3 81 S TL o7 asEafihd) or-
IW@éthu gRnoe éPU@$ﬁéﬁﬁﬁU€mtIW&I520§m®f®sast ey hecerdpriged
to the third aspect of the present invention for the
manuf acture of a medi canent for the treatnment and/or
prevention of a disease or a condition. In an

enbodi ent of the sixth aspect of the present invention
the condition or disease is_g§esponsive to BK B2

receptor nodul ation. In an enbodi nent of the sixth
aspect the condition is skin disorders; eye di seases;

ear dlseases nDuth throat and resplratory dlseases

. T Y Y T T R
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i nstance, the |IC50 val ues of the nodul ators accordi ng
to the present invention for B2 receptor nay be

wa@lewosiniewed via a radi ol i gand bi ndi ng assay, SRCHER2)08/002379

the assay provided in Exanple 754, which is thus an
enbodi nent of a standard in vitro BK B2

recept Pr{fop?%g't: 'hegtoe}§§@yde!/ﬂg o %;oroY tREf #LlFe B d o & and

recept or |'ators provi ein for B2 receptor
nﬁ%ﬁéam ) ﬁ191eres TigrfOeWaﬁf)IEé’ 0\4 %2 8&I1cBlim

nobi |i zati on assay, such as the assay provided in
Exanpl e 755. Preferred conpounds of the invention have
af 16C5d iphal blogkx digdramhpbiex@myplesy celneyiati ov)icbf may be
ak&%%pr%éﬂ %Qﬂglﬂe I\flelﬁséasﬁb'ét'rum r&€ d?rlek?r@bl'l'}ﬂlsa?lgure

0 of about | ess, “or even nM or |ess,

e@eﬁ'ffmﬁee%ﬁeéﬁ@rlbrbfrpnarﬁg@s@ 200f 5&5’09t59_2) 85 B byeseompris-
or.nge\éen#maar&m@ nfddigsidn ﬂe&h@né?sgaéﬁe gw ts@rk%%med a

above present 1 nvention further” provi
ottheitahBp@st Sy phasiarreat iBA$). cwrrp@semabr@ éeqpfatgu wtrol
atof|n§@§|§I,a@é]@leﬁéfsgﬁaf@rc?@ér%rsemgﬁlb@_t9 tt88 |9ﬁ58rd‘9€%6
herein, in conbination wth a p yS|o ogl ca

acceptabl e carrier or excipient. Processes for

PRERBF Nk ?éjqbocg‘% WRE QM SR FRAMRRSHA '[s[vg?o 868 @18 1 and

provi ded. Such conpositions are particularly usefu

t hiee thedal o ske sef Pk Y teistodr amnheedf dyvehsre @semplary
d%ffcéro'nb@@né)rﬂls%lc-ﬁhﬁ% Bedco%HﬁEe@%R%E ciPluit 3¢ Figure 2.
present 1 nvention wl|" beconme apparent upon referénce
to the foll ow ng detalled description. Conpounds are
g%%alﬁ ufe8Ccsd ppdy %@"26391 1 719 Sh@idschematic of a
nomencl a ure For conpounds having asynmetric centers,

i Mmahdati@nbegnatgesesatp it hht rqriared PyoaHePwi wedulation
SWreé‘dJérﬁ,@) é’#éraqgr%hecgmp'r%%ld irﬁg{@Eﬁcﬂndofangslérnqulgure
t her eof are enconpassed. Conpounds wth two or
agymetric el ements can al so be present as mi xtures of
di astereoners. In addition, conpounds wth

car bon-carbon doubl e bonds may occur in Z- and E-

f diogre diafhERIQ SP3BT iR1 fprntetsiledhechempbamisa heetiga-
i wnug.%au 'Butfnﬁ em&%g%ek §%maten HUESTHRHIE Y BE em-
speC| Wher e npound exi sts in various

t@myﬁﬁarn the @l"rias“t af f@%lﬂréée@bﬁb@uﬁd is not linited to
any one specific tautomer, but rather is intended to
enconpass all tautomeric forms. Recited conpounds are

f frehérof RPeh $S2 861 &t denFadetadmdhocimeld atis e¥amhleopé an
OlariB18 B! AEBL IR FRARHCHN Widd Ao LREIABE 4l aRd o But fil-
atom havi ng the sane at'om c nunber ferent
né%'s3ﬂu4*r'b'ég)00l89' engodtpiepdrialthexamib of dhe piesholf!G.
| pm tation, isotopes of hydrogen include tritiumand
delt eri um and i sotopes of carbon include 1 1C, 13C,

and 14C. Conpounds according to the formul as provided
NE161 B oMEPCH 43V85 11 98 JTHE GBI ER0KRALE SRIIBIS of an
have an enantioneric excess of  east 50% For
exaRgrancsean gferpeuints wmyhha% %C@W@rﬁtﬁe@r@rﬂt‘? circuit of
excepiefbnk beast 60% 70% 80% 85% 90% 95% or
98% Sone embodi ments of the compounds have an

enanti omeric excess of at least 99% It wll be
apparent that single enantioners (optically active
fornms) can be obtained by asymmetric synthesis,
synthesis fromoptically pure precursors or by

resol ution of the racemates. Resolution of the
racemat es can be acconplished, for exanple, by
conventional methods such as crystallization in the
presence of a resolving agent, or chromatography,

usi ng, for exanple a chiral HPLC colum. Certain
conpounds are descri bed herekn using a general fornula
that includes variables (e.g., AL R-R12, W Y, 2).

Unl ess ot herwi se specified, each variable wi thin such
a fornula |s deflned |ndependently of ~any other
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hydr oi odi ¢, phenyl acetic, al kanoic such as acetic,
HOOC- (CH2) n- COOH where n is any integer fromO to - 4

W@ poog/1166@ 1, 2, 3, or 4) and the like. Sim | aPCHEP2008/002379

pharmaceutically acceptable cations include, but are

not limted to sodi um potassiun] cal cium al um num

| F18! yaa0e @8uBns Hine TOSe b i RLU Al o fk.'éiarhg BPan

recogni ze further pharmaceutically ‘accepta 8

sam'gsrfo@rSQm%orcéﬁp'otmwdjsmswdw gechiréged mn the oglewet af the

Ph gggggewﬁ;c?le acceptable acid or base salt can be

synt hesi zed from a parent conpound that contains a

basic or acidic noiety by any conventional chenica

nei§og- ofBFEIbQ?)c ¥o S¢S LSy&an Qesﬂﬁﬁg{iﬁde}ymple of an

reacting the free acid or base Forne o ese

cOHPBURIRWQf SRN&oscHiceht dAvyhicd mavUre eofplpked in the cir-

agg{tqprtlh@tgreg%%q Mig.acid in water or in an organic

solvent, or in a mxture of the two. Generally, the

use of nonaqueous nedia, such as ether, ethyl acetate,

e r e AR r d t

CF"9lof LD S SRS LB P AR Rl

bdtspheedodtle ok infeemanionagutp iyl athégh s'mwévteesrmiuded in

n agldi tion, the various crystal

fggﬁgggg poVﬁﬁEﬁ%ﬁéﬂa¢EFm?thln the scope of the

present invention, as are prodrugs of the conpounds of

fP[@UHQ dilg PRy @‘é?d§5j1 Iﬁelrfé %é/'tallgﬁoéjgﬂ'égn?t ig e%(a‘ttqmogpg

t hat may not y satisty the structural requirenments

oPowRe S@@mbb@@@érqucnmtdémﬂwmmpav@ty ichampdi Bi‘edhiah

v , I [ [ JFget K0r

o be Sordindatadng %L%ESEE*%?D%&?HW‘HFE@I br ovi ded

herei n. For exanpl e, prodrug may be an acyl at ed

dﬁfd[;téaHHV? bt & -8 %@?%@1 r%%%ﬂgf%&eﬁlé\w QY U9She

i ncl ude compounds e|n oxy, y, amne or

stethgdrofl opgratien af éh%ryats@mtco‘ Biy'sgt @mg 2hat, when

adm ni stered to a manmal i an subject, cleaves to forma

free hydroxy, carboxy, amno, or sulfhydryl group,

r@@ﬂé’dt—E\PeDﬁS(ERéﬁfﬁl@él of prodrugs include, but are

not limted to, acetate, formate, phosphate and

benzoate derivatives of al cohol and am ne functiona

gRefpsing thimM G he eoppouedsiprowmiodeda ties Eiw . erRerggr egsstro-

OhndldhetOBRAULEL e[ggvlc%@nhggseenn "R, R aBEEPALSCE Ritn the
fying tunctional groups present 'in the conp nds

i Presse '@v\ﬁ@ywtnha‘tsmeéqmd‘ icagriony.ar é’aﬂ MdME‘mQ 935

v a t. GO

e Bk 7o laner e Geh (PSRN n ORI 0 usetyln g, prac

nofetsf kot Engra:soxl%meww Horaed thEléﬁ attoﬁdamatknofaSym—

of , i,n F app|

SOEE T nt " e Be e o SR Al tﬁ%g'ennvo'vm fpeli-

ge PN %fale@ylsr%wnSgrOcﬁui@w tﬁ/mr@xyra@@aﬁ@qmqyo RA)telectro-

MRAGRARE R wgweett'aeg \ﬁé’hﬁtmw@@h ,q? hsﬁ ﬂﬁasw Hggtappll-

is covalently bonded to an atom (preferab

o?atr't@'t rogeP®vem tehbe #8 affertiye newider ofmeatlegma warm-

" BloRRleldt HfAmaldsh Ya6 c]?eé'lﬁ'f&’m%qg@rﬁ é@r‘?ttralamér\?@@s %yshem

nore _hydrogens on the designated atomis replaced wt

alGHPectiperdensofteheas., nﬁ@fcﬁt(émpéabﬁtel”teuém%d Pproetadsor-

t t e =t .

e e et e B ey SBLEREF /hSpRRha. poven

SR disoissanaueh . @s  depressiun@bsRasiveanoppulsive disor-

I sol at ed, characterized and tested for bi ol ogi ca

activity). When a substituent is oxo (i.e., =0), then

2 hydrogens on the atom are replaced. An oxo group

that is a substituent of an aromatic carbon atom

results in a conversion of -CH to -C(=0O- and a | oss

of aromaticity. For exanple.a pyridyl group

substituted by oxo is a pyridone. The expression al kyl

refers to a saturated, straight-chain or branched

hydrocarbon group that cont ai ns fron11 to 20 carbon

oy o o o oA a A~ o oy
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-0 Ya- CO- NRaRb, -Ya-NRc-CO-L, -Ya-L, -Ya-O CO O Rc,
-Ya-O CO Rc, Rc-OYa-, Rc-S-Ya-, Ra-N(Rb)-Ya-,

WR200EDI663 , Rc- O- CO- Ya-, Rc-CO O Ya-, Rc- CO N(RG)/ENM08$/002379

Ra- N(Rb) - CO- Ya-, Rc-SO Ya-, Rc-SQ2-Ya-,
-Ya NRc- SO2- NRaRb, - Ya- SO2- NRaRb, - Ya-NRc-SO2- Rc,

B AR gy B VBl I Bsionon. s

RALNrRabic Gr SsyalisoRbersS- CO-@h¥a-disRod €DsCOF Sh¥aeentral nerv-
Rq, < A ' en atom a G -C6al kyl,

¢ %@t? eﬁw éﬁan@é&%}aﬁymn%%g or is joined to Ro to
form a 4- to 10-nenbered cycl oal kyl or

Eélrg9¥fg€gar6g¥lf?(e§beirpeélggtr%2ﬁ£c%%% c%/’%mapg %to(r: 12, 13

tégetaherylmrgt an®ao 1 mqr@r m%ctzromagnmcnenms:eds to the warm-
c 0 Y,

aif’géﬁ‘?@%ﬁﬁ%’?ﬁ“o%ﬁ% Yedodd i o %ofcsbgﬁc ’ol? AL9%hsist of
opni ehedtric adlyb soinductid eCps gbal kermbuti'rplaneopﬂl erhathyis in-

Slé@?tte'dlt wt?dthg%k?@élnﬁbjgrgt gﬁ&ggg%gygreggﬁgn"fu Bl b& 13

bés rpnaecyed dal Ryl elehertoen@gyetloaerkg/rlgy ahk;tlecy(sleeahlsy)l FIG.
het e I \ I Y iSRS

% e?lgréablr ’Eé%g%ﬁ %‘3@1 eétnedr grgl g?&%ﬂlce m gp®ngbyra%%former
bdﬁd a Cl C al kyl ene, a C2- Cogal kenyl ene or a
C2-CBaIkynerne group; each heteroal kyl group

contai ning at | east one carbon atomand it being

pdts bials| prevapuslye beennopesdededgdratasonsfficie itagenbeetion of
repl I ' - 0 i fi

R Sredrigpy ORLIENSE SPRREARS, B TEhsugHEr cdfia oniy be
t richiengrcbivyt heans of hpy obr- whogy lioxadaptedptopyel epplied to
- y \ t hox hyl et hyl.

ey ebse B IR SR B bk b T Wiig orar.
i S‘@ﬁﬁbp@@@tﬂyl%ﬁiﬁ@' HBBhy«IIradﬁomormmyl cavities or surfaces. It
et Ryl @5({«@9&%@ ) Rygh'd}qem@e@@%wg{ oy +t’ sansof‘ac%ry Loplica-

di nmet am none nmet hyl'am no
ptiopi @hmebmwsryd @xpatiackcpholy, aq’meh@otykofasbnngelr physical

e 1, NQ-

NP Rl PR AR TBb I rtor withapie skin of tne

Feetieat. Exraﬁploafe: bd thetrmtwbtkmaygrfoumampsenbe radhéeved by

i S0Pk L C t hi ocyapat | S tE .

| Zorp s e IR | HRNADES, e SR Bing e e P

at'ﬁ@ﬂef\baﬁtﬁ@heheograo@r@uﬂﬂéﬁ@ fguodpocﬁe fedtensive involving indi-

CONG S c
rg§€%s ?Hka sgparateéhor par gfﬁybgﬂgﬁ u%h?hﬁxgu“ved ap-
grpdjaptctrhaQ l@@nmlacesi oNeroer rmlrtemr ramlgga(rpp(eftbeablaynebtorThe
co [ 3 4 ri

pre Ierirzg\)tbﬁ%y t@g Hgoq?gﬁo;rzget'%%e er ag?yé@ﬂ@? bYSCaBaC't'Ve

7Prrriedéptedr hﬂ@r&r@t gmi)y Bnc@m bemddowk regnipotd. payrt imploytant ad-

uQ%gIéﬂ@B?% GYFiceC wg[ szggs &nﬁeea Wg'ﬁ?r pIPd ﬂ?'t'Ipe“?nouth
such as a cycl oa eny e expressi

cyéla)allatsﬂntr@f that the tpatiemt és tatblgrmrpperah maa:ry @rmelng a

ki@ ediagen 2

IHdependent %mg? ﬁ@nﬁaﬂg%§e3ﬁ9ﬂ{%§$I§§P4uﬁﬁgpacuvmes of

bE@Y nkviog . i rteeatm.mt 0% aw:ocnﬂrmgi@ mgke ugr-fHndly, can

=bE, &M iRfst cgrfgI"pI%n n‘% rib8k f(EELmeean&ygahclead to en-

ket ones such as, e cyc exanone,

Zhéyéﬁéhé%éﬁﬁﬁemﬁp“éyeﬁopentanone Furt her specific

exanpl es of a cycloal kyl group is a cycl opropyl,

cycl obutyl, cyclopentyl, spiro[4,5]decanyl, norbornyl,

cycl ohexyl, cycl opentenyl, cycl ohexadi enyl, decalinyl,

bi cycl o[ 4.3.0] nonyl, tetralin, cyclopentylcycl ohexyl,

fl uorocycl ohexyl or cycl ohex- 2-enyl group. The

expressi on heterocycl oal kyl _gefers to a cycl oal kyl

group as defined above in which one or nore

(preferably 1, 2 or 3) ring carbon atons have been

replaced each lndependently of the others by an
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woeasnomikyl het er ocycl oal kenyl ,

al kynyl het er ocycl oal kyl, heteroal kyl cycl oal kyl ,
het er oal kyl het er ocycl oal kyl and
the cyclic gr oRGIEER20$¢P2379
optionally substituted and saturated or nono-, di- or
tri-unsaturated. The expression aryl or Ar refers to

an aromatic group that contains one or nore rings
containing from6 to 14 ring carbon atons, preferably
friemt®ntio sydtémot & ghsefischbles 6)carnmertoamnborowgilensor con-
T [ r X fers_furthermgre to .

o SIRPIE RS ntin it et yEiSan L kT Hal o b inter-
rfepkacedresaiver ridepemdbnis yaddptielde tot tearesvdyah | applicetion
G i ne ronkpe i odi pe r . SH, NH2, .
B RREE e elif 1S, BEThiEh PEofEe RS semi-
biquttermpbr nPedibuopdisladmyédiaanr Imaexh gnigahy teraplueny mealia, or

- e p ession_heteroaryl .
RS M s B e B T R TR hatip o
relpgsd clencaintiohgthier opebation 1df syeterat thso phef eria@bdesired
f re prefe 5. 0r 6) ring, ato and
SRR e el ey S BT Ly e e S 103 s e,
ni trogen, phosphorus or sul phur ring atons (preferably

o N) o T e essikgn_heteroaryl refers .

ARTHEH st JRSaBLER ROLIERE BBV H ST &y migianroces-
atornw hinalv,.e wheen apepiledc tal ietariiacadepengdensies o6 control the

t her onin chl,orine,. bromne or iodine . .
ADRRLBE, 8p, MaipHZgh "G, B g R, Do g Bl mission
Ekangbes Adteen dtipgly, dappliation dapodyée ,device 52 can be pro-
- Il pyrrol t hi lvl. oxazolyl.. triazolyl, . :
BBETMRA T s 6P s chsEL iy BB witn mi
renerodeksool 91, wipyimi dagiemyl 11.qi sobhnydse, ptive mitroproces-

rb I i nyl, . pyrimdyl, 2 -hifuryl
S PAOL e dE S S8 lo B8N e Tathsradonch! slareen de-
neters? tvitla gyrsbem dontai noayl podhidar gecandy alreekad kyfunc-
3| kanyl, al kynyl and/or cycloal kyl groups in
accordance with the above definitions, such as, for
exanpl e, aryl al kyl, aryl al kenyl, aryl al kynyl

SRS PangY el ol R BRURRIRG 7 B TE4D BlShBTBgs

andidayiomnsaé thel apamticrylafneystemsi tly| Bnaddstiyn esgstem 11

yil rid - £} uar ot ol e, LB indene, tetraljn,
R st e ol R s Ty oAt oy re-
ouaead bycyséohdrylaplecAyA, (réfarcioeRigguar®)i. ndan. An
aral kyl group preferably contains one or two aronmatic
ring systems ( 1 or 2 rings) containing from6 to 10
drefleoringt b l&hd2 popeesentew ial kyblockl kénylanandf exemplary
I - gr o 1,0i om 1l or to 6 rhon
RER R BRI ol e drhPagaRor rreagn
cay doto at dndatalipec exps @s s$umh last Brroexamlpye, metermotessor
|, 0r .as.def | bove, in ich one or re.
gr @tgbg%lef f,%g:t 21brodﬁ%g%gbaosn?g?o?r%mﬁg\%r Egéne'egﬁomc
sgplewetil eact isncepeeacedt to/ cohtitdiehet hWarsudycamponents of
R TR A A Skl 1,60 ' 0S u bor o
T R e M el el AR,
@indr oyeutyoutrhdtlinas 26. shlye ttdogk alipgramno & @, ngy ibot bdified
I e a , kenyl Lkynyl '
Aot polinslBertori 2 250 2 3 A Ken, B LR o Bulbg anat s
keorroep cd dad kgl dige otupgninesazen(RRaR/e 8 Wivhhch e eabtaseas a
definitions. A heteroaral kyl group preferably contains
one or two aromatic ring systenms ( 1 or 2 rings)
containing from5 or 6 to 10 ring carbon atons and one
or two al kyl, al kenyl and/or al kynyl groups cont ai ni ng
1 or 2 to 6 carbon atons and/or a cycl oal kyl group
containing 5 or 6 ring carhgn atons, 1, 2, 3 or 4 of
t hose carbon atonms havi ng been repl aced each
i ndependently of the others by oxygen, sul phur or
nitrogen atons. Exanpl es of heteroaral kyl groups are

o, o o, o
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As used herein a wording defining the limts of a
range of length such as, e. g., "from1l to 5" neans

waeysiinteeger froml to 5, i. e. 1, 2, 3, 4 andPGI/EP2008/002379

ot her words, any range defined by two integers
explicitly nentioned is nmeant to conprise and discl ose
agychrat898hddetdblensh S @ tidnMsl Sy 1k @Yo A dYa®9R within the
conprised in said range. The present ‘i nvention al so
cOHPENsdd- AN exgBRIpes IS daige df avrdlatdedrprednaiog De-
COIRBUSKAR or 8 BHOMER (B (F5 ALAGS WAn@atrhWoswmﬁi?nTﬁe de-
nunber but different mass nunbers. For exanple

t YiCgi i§n? ditmaeaedy | G tae ke d Qcohrior Andyae dgaiion capabili-
EtX@erésprfd%déérf*é‘PrbHM ‘Prp@@ulﬁ'h%nnaﬁ:d flqueﬁE? n]tédglatron

The therapeutic use of conpounds of fornul hei r

pharrersgiehiny dadtepht!bH lagk t 502 sern\tﬂélteéis BROCESSOR
hydrat es@ndi santabRulial idngatb §haLyRafl ielcombined
composi ti ons contai nin the same are wthin the scope

oV ItPHRI I PRERFR ST Hvohtw idm digital {or asalrgyengenveder {PAL).
relates to the use of those conpounds of formula (1)

as active ingredients in the preparation or
nMICREP LRSIt 24 RRadpEabh¥ninc!ades hherrat steiagd for the op-

COMAIRSH Uf@%m%@hﬂ%lt&otghgr’rpr:?r$@rﬂerﬂrm/r%?%'&ﬂa In addi-
conprise at |east aone conmpound of formnul )

e R ORAF1AProBRESBF 2toM@Ydaciuds innibée aimtd Poréx @ingi ivernal

ANENPE . Mbkw&%ssghafmﬁg&‘%&ai rﬁQ‘f‘BQéhﬁbﬂ@? ﬁ@ry example

addrtronall%rarr n@grse for exanple, one or nore

Wai @ coptfof §.0r 8Oa(ravaibapeefrem s}areran%poratlon of

p@aﬁrw@wrabttﬁmrmzﬁalsurge)us&t hanol, mneral oil,

vegetabl e oi I, dimethyl sul foxi de, carbohydrates (e g.,

gl ucose, mannose, sucrose or dextrans), nannitol,

pl‘@é Qififhg #6i WYiRRS Srodlsypept i Q%ﬁogrdé?dnb@osweqﬁ éHSP os-
gl yci ne, anti oxi dants, chelatlng agent's such

ea*r*Atferr 26AUVBIHh GhaY dRIfFBR P 88¥reackvissaurney rﬁar'tﬂirle for

Par{lBliR ot @Hr\f?o;br%%%%@b?rﬁ%d.m)&n( *%%n%‘&%‘#é clock

not be i ncl uded har maceut i cal conposition
pV@GPE@@YHéréPﬁUt#%P WH%%aﬁB%””@%% eofipmayddeoferlased by
'&VSF@d&ﬁfr‘%ﬁe@@@@&@gﬁ%’ﬁbB WEi PR QYR Hé stability of the
conbi nation with an antibiotic, anti-fungal, or

ARFUNGLP ANOdERtON AFPHIRNCINIRE AP A freausmoy) epsiitiator 32
aRbly- 41”6l ertn%rlé(y&!’ 4B r tﬁlsd'p%‘?é‘§§e ”ﬁdbébﬁ'bnrgaﬁaﬁ'of oscilla-
rheumati c drug, tostatic drug, a ug w snoot ﬁ
n9&8| e'sactrPW%%/e uI &vor yodtad viltne orb'mckt uﬁ@§ of entided
afosemanitored. Pharmaceuti cal conpositions may be
formul ated for any appropriate manner of

adm ni stration, including, for exanple, topical (e.g
tARNSLemphd yorod&blhﬂb) pré§AAm W%lchﬂﬁ)ﬁf@s’so\faQHn% pre-
rectal or parenteral adm nistration he term
pEERfelnafloNs chael faePelVihi ife(RIREe dabtii inddug;d of EP 0

i g7 agker 8, |hNGEAYASIC Ui robfolessdMbhaYERQUSAs to control
i ntramuscul ar, spinal, intracranial, intrathecal,
i SRTHEYERN 51 € oRlr PHAANGLIC [aferayr BEPArator neiragiynadfi ta pro-

ad\fkd Nd r @OSFEE ONSRh bm,ﬁsbumedawwegheeg%y a0 cidthh@hetic
éﬁﬁectlon or infusion technique. In certain

G AR NS, 2RRINGRAER itnd $¥PIgCt dPRP LD tIRR IECFOF @ Rrobe
us®e are preferred Such forns include, for exanple,
tabl ets, troches, |ozenges, aqueous or oily
suspensi ons, dispersible powders or granules,
emul sion, hard or soft capsules, or syrups or elixirs.
Wthin yet other enbodi nents, conpositions provided
herein may be formul ated as a | yophilizate.
Formul ati on for topical adm nistration nmay be
preferred for certain conditions (e.g., in the
treatnment of skin conditionsosuch as burns or
itch). Conpositions intended for oral use may further
conpri se one or nore conponents such as sweetening
agents flavorrng agents coloring agents and/ or

o e a L o - o
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condensati on products of ethylene oxide with partia
esters derived fromfatty acids and a hexitol such as

wW@Nogaxeset hyl ene sorbitol nonool eate, or condePGHEP2908/002379

products of ethylene oxide with partial esters derived
fromfatty acids and hexitol anhydrides such as _
PBLYRINYHhENBI A Dol Al {788 % B Fid o LA S BNEARRT XS in-
al so conprise one or nore preservatives,
%%D&Swymod@lratmrprfmuerr;yhgan@s@men&bar@ cengepsignal
rregs.u%%prwg RAYGS $oc99§oprzm5§eu@é0fﬂ "% AURNES or  de-
and one or nore sweetening agent such as sucrose or
sa@'chatra RoOTrbYiadis gensirahy paguibe? S thravgdt edctijator disable
SHﬁQW'é&dEQ@nB%H' .%e?}é‘ﬁE?%'e?Qﬁ $nlgP B gﬁgeé@pqu cM)n'(rol-
(e q arachis oil, ive oil, sesanme oll or coconut
oiaqeogenﬂraiom aEedit @9 asehindudeguad P amoidn!atpie and
0 ig c
ARl SR RS T RAICR b8 18] S SRS car-
agéhtsss;@@lcnr@@uw@sty §@1"'f30r0tsl¢'ldﬁi@\Ve32 ard/cerrier aignahgne
agénmtm%ynb@d@%%% SRy 1oyl iR Y @&am&iu%ﬁbn signal .gen-
preparations. Such suspensions may be preserved 8 { e
aflERter grraafit 3 ant mogkilataem ssgcal asea%zofrbueccambdnatlon of
Qh%OQ[Jﬁbtl?l)ﬁamV‘%Wﬁmea%Qr%‘ﬁluqeac‘tlél'"l“ﬁgghgﬁggr%enerator 31,

preparation of an aqueous suspensi on

oV ithiaP Bcassevi e Witle D€ i veriasgméed ént dpttesdhingthlipek 102,
Wéﬁle%s%ﬁbet%H@s aR ¥R NG, ‘Bge&gmb&f@@ﬁ@?rgguegq‘gmgle
and one or nore preservatives. Sui ersi

weigtniahg TAge ae B bangdtignspehut impregenedles @rbﬁeemyl pflmedlodlc
by, 2l BO%Ema! 6@@9% JRIYd ped Ré/ﬁatfé\dgb_téuﬂﬂﬁdr escribed in
ex0|5|ents, such as sweeten avoring and coloring
agEn? $92nd§1d ko be present. Pharnaceutica

conpositions nay also be in the formof oil-in-water

enmul sions. The oily phase may be a vegetabl e oi

(&My. moguiateranyl gowsractinerelten 34 niodweds obh eergitude
| h%ld'uqiat%%r ahfridy) sQinf ﬁ"dﬂ’ﬁa{é}?r Pfier §E§r¥§\bll e 38 which
emul si fying agents 1 nclu nat ur al y occurring guns

(@ §1en @ml@@a@q) aﬁmrtt@uﬁvmldgﬁﬁantm%u't 39. The fllter circuit
n (N ( )
35 e donReu ) DAL 0T ARIIRS, (D El DEAksion sor
f a@t 94aépéé'aérﬂ?*ﬂéxﬂ @In)j impadairdetanséoyner ddr bi t an
nonol eat e) and condensati on products of partial esters
derived fromfatty acids and hexitol wth ethyl ene
oMiigrerrecgssondllyerpbiohy | RRE swdilatinnneigsiadage)erapar cir-
8k 3108y %Mt@'ll%%l&%@?{éréﬁoro&?c& i Pl FHERLER! s 25.
and/or flavoring agents. Syrups an I XI'Ts may

fornul ated with sweetening agents, such as glycero
PAORY!iB0Sr Al & Gha §9§<pr' b0k iRTEFUFE85%5 AN micr rocessor
formul ati ons may al so conprise one or nore 'demif Ben

pf esBAYaseIees a fAepitrd R wefenis skargdofn c:ablr@wlml@tlon wave-

agf M §tor§§'§p8’é’\ﬂ% s Reafy HUE@%)?sd f@%vé% aQ'dress gen-
topical adm nistration, such or topica

a%rrﬂtp(:d’ﬂl 69 RT@duse 8Ri WavefafiT GuslrABRtIum AR assehuence of
i Qd&lheess@éewh':&{ rB’rleaBb?nédftQ{ rﬁ&ﬂh%ﬁlonag@or{gldeo‘?&#ﬁndewce

%glcal nprise a topical vehicl I ne

a 'Oeo"ééén'to( setrigig t‘ahérSQAﬁPfﬁﬁJtm%dlathO@nalgr@dt lorige em-
COOBPRERL §es§HbE@b|n‘3 HEPR) GAj2 ‘8‘5"]' @Hesth%nge@ﬁg'dt H?ﬂﬁhatlon
conponents are well known in the art, and

apgareris rtq%'éi?"?ﬁeff@ﬁblfﬁ@d6'fatt9'\/ér9'@'eswflagedéﬁé'r¢@ 68 and
the particul ar physical form and node of delivery.

Topi cal vehicles include water; organicsol vents such

as al cohols (e.g., ethanol or isopropyl alcohol) or

gl ycerin; glycols (e.g., butylene, isoprene or

propyl ene glycol); aliphatic alcohols (e.g., lanolin);

m xtures of water and organij¢-sol vents and m xtures of
organi ¢ solvents such as al cohol and gl ycerin;

|'i pi dbased materials such as fatty acids,

acylglycerols (|nclud|ng 0|Is ~such as nmineral oil

o, o .
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the efficacy of the final product. Cels can be
prepared with a range of viscosities, fromthick or

WO @h/1viedcosity to thin or | ow viscosity. ThesBCT/EP2008/002379

formul ations, like those of |otions and creans, nay
al so contain solvents, emulsifiers, noisturizers,
QBL)Ilbﬁr}'bsmofdru"f‘:gtr@ﬁ‘%%snaId!){@§/491°‘rpﬁ?§“§l fot?ﬁwesf\ﬁBMaLdtVoer? sig-
and ot her active Ingredients that ihcrease or enhance
t Ral &upi d4ciporPpHedfionaver deliretgene@ip L rar A 4Mmevhich
L BaAv&ftsaife &lﬁ‘t'a@nrﬁodgfatg@rll Ssigdi o ﬁ@nagglo?%te GBRhal fhis
emul sifiers. Liquid topical products often contain
sahgkaue modylatipnesignahos dhen appleddeob| sadactve filter 47
f mwn%@erdxss{{rsplar ANE Fopc@38bYas | verﬁteaed”?é h&falogue
active ingredients that increase or enhance t
effadedetionfsignal iynase pfoduvarialglg fidler enedmerkiinickyding re-

f@irstéllsag %nHOEbBQLnBPJ %‘ ahiyoBs irp%ergF'tob%oefl’? A8t wave
limted to, 1onic enmul si f lers, cetear al coho

Nt §APSU G byl PAG §6IQm@wﬂ?éb@;ﬂeﬂgyﬂaérh'@eo?@yl

ether, PEG 40 stearate, ceteareth-12, ceteareth-20,
ceteareth-SO, ceteareth al cohol, PEG 100 stearate and
gftyltethar endadiment quissaplity Vs st esimbynatipose§i R QGESSOR
L parede ABUL R MRl IbidaR efb3 QuitRr @tSQ?ItLILIAQ'CS:FQl b8HES line

or non-ionic guns such as hydroxyet hyl cel | ul ose,
xBipctan Odual Wihgnesiampbmaliimeh estiileters, 26i phga2BA. With

MGG ¥k haienlake RERAVEE seﬂr@é@ 'd@sc%%dCﬁLﬂp 0 592
pal mtate. osition may be torned b

a8ai tBbreagt b& g%a'mar%'ragém”xsuahth@pmﬁqwamOmlhlylmultl-
csld yLfnss 3 Al §2ldrul @ IeQ%%YJ't %lmﬁlnﬁ%‘%ese signals.
pol yquat er ni uns, hydr oxyethyl cel' | ul ose,

hydr oxypr opyl cel | ul ose, hydroxypropyl net hyl cel | ul ose,
Cﬁﬁgogﬁév@rerﬁmnﬁé‘ﬁtegro% YEPTd I'E'QZ R34 eg 1Sy FnaELa?t replaced

surfactants i1 nclud t are not imted to oni oni C,
abphidteefvpctippality @fdtheniIABcmaslatipantrequeecy modulator

e A Sve PO i‘?rltWgrge@crn#hggtmaqogﬁug&eglsyg* ifferent wave
pol ysor bate 20, pol ysorbate 40 ysor 6

pHsoipaesimbe HuwardibeDimsirableate deciDEA, thengnodulation
COGAE) @‘?OM—:?AE d@v%’é 48eL ) ﬂﬁav&qsm QHéPa%L 46 descrlbed in

phos& atid di noni um chl ori de, and ammoni u

| &Er t5h9?sl§l5f1at3é ey idues e hationi pign@piveaye forms may then
foenaibatd @H%@MJ@&I g.dqraqss%végévoee%.ww%avg%rﬁrsemat
not limted to, antimcrobials Such as nethyl paraben,
phoys | breaberccessiplly emplpyastripeludeasagarandave forms or
f SIBlLSEAY AfavStotRls| @ﬁ‘h@hyéb%blét%'d' 12855 &dthal wave
anti oxi dants such as vitamn E,

al Brp i dLdectrBiftehsinueaid apr Up@mgkgwn af exthgpiwawt dorms
NBh & ldrh BRMaRi dHIChHER ol §p&vEOL Timted to, lactic
acid and ot her hydroxy acids and their salts,

gl ycerin, propylene glycol, and butyl ene glyco
SthE abh Qi &MB} Ih 8L Rt '?\Ck:HFi?foll QH%Hnﬁ‘a%ﬁoémbloy]e%ngly' icro-
| anol'in derivatives, cholesterol, petrolatum

i %&qeéépyﬂhé@mntaqfotateeoaﬂbptmwewfa}orarcpléab|Sug<tra@>r|aéor cir-

.fé@lgrﬁ]cl%sst%mgd cal Qﬁﬁlléﬂ%#@%r% d@R/?cen@tZ g taﬁgglt:gtion

FD&C Red No. 40 and FD&C Yel her sui )
at@repB iR VILRgSetP RYRYePHYt 2 rﬁwmb@teirn%qrueéamm og being for
t RieGain of AhBUlitarpTatidic! B rnBHY B eaBthHtht 8thrb@e de-
abr asi ves, absorbents, anti-caking agents,

antl-foan1ng agents, anti-static agents, astringents
(e.g., witch hazel, alcohol and herbal extracts such

as chanom | e extract), binders/excipients,

buf f eri ngagents, chelating agents, filmformng

agents, conditioning agents, propellants, opacifying
agents, pH adjusters and protectants. An exanple of a
sui tabl e topical vehicle fonztornulation of a gel is:
hydr oxypropyl cel l ul ose (2.1%; 70/30 isopropyl

al cohol /water (90.9%; propylene glycol (5.1%; and

Pol ysorbate 80 (1.9%. Am exanple of a SU|tabIe

o o Y T 1
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means for causing or enabling the requisite dosage
anount of the liquid conposition to be inhaled into

WO b@spatokent ' s | ungs. Suitable fornmul ati ons, WhEF/BP2008/002379

the carrier is a liquid, for adm nistration, as for
exanpl e, a nasal spray or as nasal drops, include

ag%%%“ﬁlu%'ira‘?bliya SQddd SN Lln ERe Ogﬁ%i W 4 BAT €0k #NLference

Fornul ati ons or conpositions suit e for nasa

atimFhesSt ria.i oh, 149ieevceil f, NMay barsdleectdd a sol i d,

include a coarse powder having a particle size, for
exanple, in the range of 20 to 500 m crons which is
abitteffiaseed 8 ds iqenfiasireshaspipnoptiath fentifé pagticular applica-
aqm\nét%trgégddévm@ 520 Lapi qnfé?h?é@tf@@r%ﬁ l”ﬁ%htﬂg control
nasal pasSage froma contai ner o I
c!ﬂf@@“@ﬁoﬂostcﬁédntj‘s@)Ppl&@lttoa\bﬁé)r@@ﬁddevm@@s|H1t|00ﬁsusab|e
| RGYES SRy aWRYwithid lthg%éﬁto'rgrbf rﬂ?%ﬁ)rggng@PQﬁ b é)rpg‘ble
of the activé ingredient thoroughl term xed
Imﬁmowsmhé’ﬂ |tﬁe¢@nb©v\d@mércataj@dpt abherdtor c'rcwt 29 to
| BHAROND Rl RUMIRNE A Ry oFFo PR goMPOST L ons
can nistered via an aerosol “di spenser or

encased in a breakabl e capsul e which may be inserted
anttepf%c%aneR\ta 'mr%c@iyd?é/ efhéhn%tforqHQﬁBHr r'égeon applica-
capsul e and "dus 't he powder out In a steady stre ath
sUPt\aﬁpéa%rdeivnﬁglﬁﬁ i ohit Piaar rercbtihhe oafor@mtp@sﬁhrw use
Y @r%@@rﬂfﬁpaégﬁimlﬂmtcggofnor W)kgf lsb‘Pp&&Jngfé elsadlo fre-
(e.g., for rectal adm ni strati on Such conpos
caHepey. preisapwavey dserngeldmharaig inderhed sumramzd based
NePmintdhitationg Im Ph &bl DA It}lalbfe(?‘% tﬂjaﬁgfequqlfg%gtlon be-
temmmuwesbm quid at enper at ure and
wiweenr Heteface mfelrtzcewetrhbG rmct mnlmateireﬁeram dévigg or
Sgb%%ghgrg20|plents i nclude, for exanple, cocoa butter
and pol yethyl ene gl ycols. Pharnmaceutical conpositions
may be fornul ated as sustai ned rel ease fornulations

( 0 t c
S % e T A BHSE FarRruranttalini g fucBp feiiaes
Siiciple el milaat h onig urey 2geben e nignby, ﬁn@ﬂﬂaaedeummgowehbm-
k@&’?@l Wﬁh'ﬂr@é Uhe FdmAda g Gt FF@%S@Grsf&r r?t)égqge% circuits
oral, rectal or subcutaneous antati on,
|ﬁﬁhdﬁt@ﬁ@dﬁcat1$héSd%%¢wed1Huwgeers@eehﬂcahpnedsvmermay
u iyN h_f t n

ey O D S AP a Lot A e 2R e AROTRE' pRofipy T Spen o
pfeAdeleds aquelea’tamréiley ayv@nistodent frIOG\/elLermvcrmd’Lﬂ@%rStuttgart
I glefRsfy, PIgt NP UMpRy7pDdul ator contained within a
sustalned rel ease tornulation depends upon, for
exanple, the site of inplantation, the rate and
e*HQCEQF’trgWI"f\%HﬂaQEnr cl&age | r@ngp;%lh@at 3 Ué%r%et B8vice or
condition to be treated or preven
p?@m@m@ron5%\napeﬁlfter3eamrews oﬁomr@éla@écs redk meter sbyofBKhe
Ofn o4 R F5w LIRE YT R I%‘Fe(ﬂ?&r‘?\agneiﬁleeepﬁg’élggl' Fc?lbleyapplled
active conpound according to the invention may va
wia Bi guBliege throwak m'qﬁyr 196 rIgjbest 8d Sush ngnwocﬂlmlle pa-
' PAHEIAERINCRug ACTN @xBAIMBUTIR ACC ALY A dD R 1imited to,
present invention are generally adm ni st er ed
t Heer Hgaueiney 374 e rlttydeeof ivesarripr.efher aertpldudes and fre-
?ﬂ‘gﬁcﬁegogﬂw@b@é‘\'}e QO;lmggomt %@W&'&ul%‘fll%nngf Qﬁé &d lrl%gr m du-

body wei ght per y about 0.5 ng to about

pERt YT pére gaypsiome hm.qoyvq]'o@eﬁmq,f bee aﬁima’w@m eﬂé@l duty
as a single dose or in a plurality of doses. The
anount of active ingredient that may be conbined with
the carrier materials to produce a single dosage form
wi || vary dependi ng upon the host treated and the
particul ar node of admi nistration. Dosage unit forns
wi Il generally contain betwgen from about 1ng to about
500 ng of an active ingredient. It will be understood,
however, that the specific dose |level for any

partlcular patlent Wil | depend upon a varlety of

R ' . o " o r
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i nflammat ory di sorders; injuries; inmunol ogy
di sorders; cancers; hereditary di seases, edema or

w@apshi@iy | eak syndrome(s), and for the use iPCI/EP2008/002379

speci fic nmethodology. It is within the present
i nvention that the conpounds according to the

| Byt bOfhkeniYSRMH Wﬂse Onthkofatider BRMHRCIMER ©hefof pulsed
di agnosti c agent, er eby such dlagnostlc agent is for

tﬁ@'ﬁ?'@@ﬁo%ﬁ’%"%‘i’ duingipskEaatEentld tRErRauRe whiaep!ication
bgf ackge e oBYIdthh ERPUNGSs 9br tahﬁarm&ﬁgmap'pmégﬂbho%nd

for therapeutic purposes as disclosed herein.

f 19 &oiahg urmees 8f itBRAI TR HEaRd dratiesne @a@hérw@neratr pre-
r 66RPBEITYE ot PaBicBar KABRREO LR Mo ANEn L NEpruse of

t he conpounds according to the present invention in
speci fi c nmet hodol ogy and di agnostics are further

SP8EidaelpleSkhi Qéﬁ%ﬂ@fqﬁwalﬂr‘i@'rﬂoBbPathrﬁ%?dHal may be se-
& plication the term"skin di sorders" enconpasses, but

Gied tPj iY@ dhe e PRI G0 'sPEQRS 18sWilki an agn Rtudskimodu-

efaftber§§ﬁ8n¢r€$vﬂueﬁ|tH@' Gﬁrrpére§@Wa@ ifeI&es Q;%?é‘tl?b[(ﬁlequency
ulcers, irritated, sensitive and dysaesthetic s

eFOTRORENtS MOWsEPﬁUéd'er?aHZp%ﬂ. Eeierably; bpiwernchlkaut 1

b £ehal ab¥if 8bo rfnw"zgaén@nﬁ WRIERSIHeE f d NAIHGER saghm com-
i nfections including furuncle, abscess, phle

egrmo
ePysepeirpstral Vﬁneanw.%oraﬁenpﬁb%tbuegweem%teouts@aﬂm &tz and

angoherpes hd BRkeYs n@&r"&e’m@d(@ﬁw&@\nﬂeq@%rnmé bhSy be simul-
including atopic dermatitis, allergic contact

dENRAUSY €Mideopy sgaUTNERd toytrsm the moduptiper signel.-

2004; 13 Suppl 4:22-6) neurodermatitis, radiation

damage, sunburn, pruritus, itching, urticaria

(BPoBD 2aditiopal fgature.: apaelectiamagngtiel empmsienggensor 53

Qn'ag b RO Vi 4\ %Ogéteca(sthe7%9e§é-mcé%uéI%ctrFoma&ﬁg i@emis-

errer, ai Exp. Allerg 005, 35, "456-60;

KeigIngnat e ﬁGQWv%%thwcaw'eu OSAﬁilatAééfd? Fyei $fip 0| sensor

ZQ@Ebrof)%e&?rﬁC&;?proQHhéog@a RWéh aRSREIARIoH o h&r or not

ti ssue ul ceration, epidernolysis bullosa, wounds

i BlacitAMagastier pRISsBORdahdBRi AQSITBAr HEAURMAY | aleu PrESent.
icroipf88esor 341; tﬂérgiﬂéﬁé’g)t Mtleeé&'i W )

Ba>'<ct;rerpif CeSB?Jrrns 1996, aspzd;ojl)r ° o example oy

WI'?@”QAE‘”F?”OHCWE%?E’Q‘F on/sé'sm#@rVné?lgiwblm ‘®rorg)able

fg@ﬁ&mtbe,c.rs;bl.tnzgngkangameon and edema caused by

venons, al opecia, hair squama, corn, wart and

panaris Eye di seases: Wthin the present application

tRedveéMseRYSr BuSi8asRSer S8GARBARRES whith diete R the amount
limted to, inflammatory disorders such as scleritis,

cOhjPPHRi FPPlied Epethssisubipel theough japmlicatpt i@y, probe 13

UY&ihbbsed GBOEAOTHHb DA Ic3, p 8w eBldiuate Fic F AR Ge8URB RS he
retinochoroidal circulatory disorders, bacterial eye

| FHRIECE onEis UALiGets findicdhjeuRdt ihA Prepandiseyef the system

I ddGidih@t & ARSrapEUTIBOPENY nOfP PN EFBIdHSIOr Y5 4 erQAHJ@ﬁQt f'nY@ro-
vitreoretinopat hy, macul ar degeneration (including a

r%roéteééoﬁa?cbl H‘rrod‘@@eﬁék"’é‘?trl BeNedd lingc PBdiafy imdichatiqst o the

ag odiny dfOs o s apRliR@ato PiasRAe &R rbNGh WHIECOF B8 robe 13
graft rejection, corneal injury, corneal scarring,

JIREF ‘BItESr%fPPHﬁt O¢ GFYER ’?fé%‘”éedkféPHt Hroraent.

gl aucoma (preferably open angle gl aucom), nyopia,
ocul ar hypertension, ocul ar vessel damage,

angi ogenesis, eye fibrosis (e.g. anterior subcapsul ar
fibrosis, posterior subcapsul ar opacities, posterior
capsul ar opacities, corneal haze after |aser surgery,
subconj unctival scarring after gl aucoma surgery),
proliferative vitreoretinopathy (PVR), bacteria
ocul ar infections including hordeolum and ptil osis.
Ear di seases: Wthin the pregent application the term
"ear di seases" enconpasses, but is not limted to,

di sorders such as Meniere's disease, inflanmation of
the n1dd|e ear, |nflannat|on of the external auditory

o o ey o A A a1 o,
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by irreversible, progressive airways obstruction,
acute respiratory distress syndrone (ARDS) and

we@zx@srtdsad i on of airways hyperreactivity consepPCERP2008£002379

ot her drug therapy, dyspnea, hyperoxic alveol ar
injury, pulnonary enphysema, pleurisy, tubercul osis,
e’FH@S%%J SoMindBy iRldd bHASOW e s cRSHE fn ST '
nrefenablf hYgﬁ altﬁ?adg Sglnnna?y edemgn?é EW%%%ed
Cﬁgtﬂr%mnﬂ@mcﬂr’cad niicserrcesseyt A n fehexameslentto detect and
apphirefll @Vl ke dgEinRd %%%Jefro'a'?\tde% 'r@@tl)rodbﬁe?éﬁ%auon stor-
enconpasses, but 1s not limted to, disorders
i AP \ﬁgee‘s?oprhf&gma@n galated ttosthe petyalbireatmentschpplied
gﬁﬁhﬁﬁcre%@dvéj@%@eﬂ@ pHtieRE . Sbkﬁqﬁfor%%t‘?@n'nﬁéyttﬁgneoe used
| ammat ory bowel diseases including Crohn"s di sease
ahu UIPEYPEIRY L BN §'m@w@rtptagse%@p@rtlte@rﬁsrr@@tment com-
98RhRee ANd Edbopathyn E@dttleht REEHHhARbK fay include, for
appendicitis, rectitis, gastrointestinal henorrhage
caxaee'eythe pymbsr ofy feetmestomppbisd tarea given time period;

CIHE WALAPNIRE BYACHSE aof %%%%g@r%tartﬁfetrﬁm’the number of at-
dunpi ng- syndrone, digestion disconfort, diarrhea,

h@%?ﬁ%ltb%atwtﬁw d|h§eé%9e%medﬁd©ﬁmﬁélar@@l (cean#hedhet the
Fﬁé&t%rocgr bheb&ashE ahnp ekl B?‘lnoﬁyéﬁﬁ% tlh' V?r atment ses-
? bl adder and pancreatic di seases (Cu

S%'Ioé‘ﬁnoa“q: thengsdbeiage, dpse mdt ?a@@@tlcgar m@ﬁgaﬁo fre-

Eiueﬁgpstonl. A. din. Sci. (Lond) 2001. IQ 651-7; WO

01/ 56995 Al: EP0797997 Bl: Wrth. K J.: Bickel. M;

Hropot M; Qunzler. V.; Heitsch. H ; Ruppert. P.

Sehe! ksis- oproﬁrerEprﬂedPgab@f%?%blyl%%ntro?rfyd t42 a%”s)e the

Wthin the present application the term"liver and

gap¢Bfigdabsomtiandate (Sfdbhphsyeargybabsparbibyl the tnadient

tﬂ) b $YHEEo UGN nRE r HRRAL 'ptelrskllé:élra{rﬂo f |39L H%)abouwo

liver, liver fibrosis (e.g. due vira f

i YWadts ingriskile@pnan sof( aﬁésnolﬁrefemhly |tln@ewow9t|level is con-

S{r8fika; toh&'@@é% ah SRR Bf"lf M%&Lﬁ%@%mh&%‘i@rﬁ@@knogram

syndrone, hep ato%enlc edema, chol angit

chbliseysttptaouty Qlt‘@aétﬁdp%fhktbngtafpafﬁcﬁ*%w‘? tMost angferably,

biHd o &O0ld feilid Wrﬁfr&lfe?cpttoa@gugédQﬁySﬂ'RS%QSﬁ%m about 1
Wthin the present application the term"Urinary tract

amdlliVatepedikilogsaar oéridsiradgeabonit! GOs nHb{Weitsi ped kilo-
tQrarHr dMNBLYuE! AteddNER0 4 %5{%’&% a§n€0d£ts%eaa?i tRBr ORi&nt,
(%Stltls interstitial cysti
vh arexpreferattraidothe F’ﬂrﬁ@%nf t@@ogengsl MEYBOLS; System or
Mméu“ségsenggggghlnl R; Guliani, S ; Lazzeri, M;
Turini, D.; Maggi, C A ; Lecci, A Eur. J. Pharnacol .
2000, 388, 177-82; Zuraw B. L. Suglnoto S.;
Pay s@s. 1 C.mby: aldédlidciudie; pbRle? 8 Olnciddingd b
ugl.]994m1§a I%? &@am "dwmr (?e&% gn& attery
pand Wéger pH'CEI'( SR@ﬁ@ebaMery @g,lﬁg'g q:harme \gietgctou&ﬁ
1999, 162, 129-34), irritable bl adder, overactive
bl adder (WD 200700341 1 A2), incontinence i ncl udi ng
but not limted to stress-, urge and reflex
l nﬁ@nthsaﬁeer *a,%enwopr@.@t@fto% uméeeaphas |C§rr(u§r It Y FSHY o
P.; Kosaka, A H.;,Daniels. D.V.; Fo
Eg]té@lfta@ﬁa%z chgure@bpﬁamﬁ@éwof mz;nventson contemplate
5@#(3&rrie55fr@ahenlé\'@§ |&|’f|56§ut hathprral KBQJW@WIZ or about

di seases includin omer ul onephritis, glonerular
d?%%é\é'ézoﬂ”t%é‘q{?g 83? RFhfaFraeh {iequensyhpiaduged by carrier
pyel onephritis, diuresis, proteinuria, natriuresis,

cal ciuresis, disorders of wat er bal ance, di sorders of
el ectrol yte bal ance, disorders of acid-base bal ance
and renal colic, renal fibrosis, and chronic rena

al lograft dysfunction. D seases of male genitale
organs and femal e genital e-osgans: Wthin the present
application the tern1"diseases of mal e genital e organs
and fermal e genital e organs” enconpasses, but is not
Iinited, to altered spern1nDb|I|ty, nale |nfert|I|ty,
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hemangi oma, angi ofi broma, venous di sorders such as
thronbosis, varicosity, phlebitis, thronbophlebitis,

WQEhkioghotolr onbosi s, cardi opat hy, congestive heaPC@T/EP2008/002379

failure, carcinoid syndrome, angina pectoris, cardiac
dysrhythm as, inflammatory heart di seases including

epdepai s BoSha PRI frb§udRE) ¢ cfr\ fsVr'%s,s than about 1

pericarditis, nyocarditis, myocar
pEtzp B ap faral s hﬁab’te@h Wrbrﬁ#‘zlaéfct abont r9 Mz, Al-
GHAUGH e RS 14 BM o dIRRETHT USA R B UL YnaB 0L 80¢ the
col | apse including septic, allergic, post traumat
aﬁ%i”l%n%WHaﬁﬁ”cf@ﬁda'@I@CYafrﬁm@Wlscsqb&jiadt'@h*mwfsfmant the car-
(R@Plf'ré lgn

@ugmcy] pro@%‘é\éd bx‘mcarrgrls'tog?ﬁ%}ﬁg‘cii Lrﬁggo%e aanable
193?490@5@%611'23 Py W@&W@eﬁﬁﬂ aimhy ov e rafsptared or trans-
SHME® it IRR¥oiMEliHAI Ng SI RS caused by heartlung
bypass during surgery, sepsis and internal and
external conplications during cardi opul nonal bypass
Se”égr@éb’ dslcNichtedi 89 PILHdJH:éts loh M b e £ gl@fqypqlfl% 36 a carrier

nam c effects foll ow ng protam ne sul
I‘%"Q@Iaiéﬂh'@h IBdp&n medubeiadoby uge e duBdhon ISlngaIG:arrled on
Migaah #Re 37- A, Murphey, L.J.; Brown, N.J. .din
Phar nacol Ther. 2005 hbv;78(5):477-85). Blood
dlseases Wthin the present application the term
@ls@ﬁ’ﬁlatgf %‘?@@tﬁ% hﬁ@%'@ﬁ%%?gg mtlodrd ROk o} gni‘ {ediddie the
di sorders such as coagul ation, di ssem nat
i ponal dsxnl @Fcitdatryubapa Wplhesoam rmophmrdnhagiec signal
dﬂoawawasor ByResIeA £sker ol em a and
hyperli pem a. Lynphatlc di seases: Wthin the present
application the tern "Lynphatic di seases" as used
h?ﬁ@'éht%'ﬂ:@%'fpﬁfﬁe?‘%ﬁ\ﬂ thHu!lastopOJnci ﬁryg\; ERerator 34 appears
spl enonegal y, angitis, enitirs ang
hope&ipnalsting %@egglwmomlgtﬁdjér@mmtmpbeﬁtthmugh emitter
n@ut‘b‘?ﬁt‘%l?é’ﬁ%@%h\“ﬁrHJbsttQﬁnQﬁ?Srpe%Lc@Qp“ (éqtﬁ%%tégqhe car-
term "di sorders of the central nervous syst
eHebMrH s e cshgs ¥lsingofram nsided effecteli sfotter mosudatoas and
|g$®@pg@h%q¥u94§@@§@§ypf the central nervous system
i ncluding encephalitis, nmeningitis, encephal onyelitis,
nmeni ngoencephal i tis; hydrocephalus anyot r ophi c

|ﬁﬁ§rcﬁjtp§Flo$rt9§'§M ﬁ@mgtﬁoéﬁdtﬂoﬁﬁé‘aﬁeﬁgféﬁl §AP qd emit-

edema, denyelinating di seases of ervous syst

-n&ﬂft?Lﬁlpé’t cter 89i ;ayabgt deamgmechtomossess a 50 Ohm output

NS Qs HRAL IS R dchea H P IR pleiSnddl §10c 44 7

1
di sease and Par ki nson's di sease, neuritis an(ﬁg‘%esl2
peri pheral neuropathy, depressions, anorexia, anxiety
alndh§§hbéeﬁh63f‘é@n|n%rda'tﬂr9b§r9riq'%§da|¥¥§ Nin Jsfiee AeGEE Nfhat
application the term"brain disorders” enconpasses
bbensanptohs M3 dg eop!igdsuidén sthenareidimeinaoskbisict, the
O;Sro‘B‘é%"ulgj'e‘?:'f' @@M@nﬁﬁn@ﬁ't ex5i®ieP LAk oAPIL QI gnaggéﬁgét & the
stroke, head and brain trauma, traumatic brain in
(‘Mﬁ’ler‘ra?foa boput 15@}3}20{% Ohmg- pmged{nce Rbaynsfrormq_ayﬁmerves
Lto; m@@BRahi N
Cbnsortlun1ﬁiﬁgﬁ?§¥$gﬁﬁgaangé wﬁneg%%%g)ﬁn?ﬁ4jﬁé%ggaee of
craprhcahiat 1 g dhecetarsr He iatpehiimpadands af the AM
haBBLIABge34 RORI oLERUMTRIG SRNATRRShbRORES &Q\ﬁgr e A mis-
edema, general brain edema, acute nountal n sickness
AN pPafenibMmizas grfigctiongde cerebral edema (HACE),
cytotoxic brain edema, vasogenic brain edens,
post -surgical brain edema, brain edena associated with
nmet abol i ¢ di seases, i ncrease of perneability of
bl ood-brain barrier or bloodbrain tunor barrier.
Muscul oskel etal system di seases: Wthin the present
application the term "nuscuheskel etal system di seases”
enconpasses, but is not limted to, disorders such as
i nfl ammat ory nuscul oskel etal disorders, arthrosis,
osteoarthrosis, osteoarthrltls chondropor03|s after

- o, . L
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Sase, S.; Hayashi, L; kanoto, H ; Nara, Y.;
Mat suzaki, S.; Hoka, S.; Majima, M Inflamm Res.

wQe®s11462) 164-9; Petersen, M; Eckert, A S.;PCEHPI008/002379

von Banchet, G ; Heppel mann, B.; Klusch, A ; Kniffki,

K. D. Neuroscience 1998, 83, 949-59; Birklein, F.;
Schnelz, M; Schifter, S.; Wber, M Neurology 2001,

57, 2179-84; Wber, M; Birklein, F.; Neundorfer, B.;
SERRrep Y anglenreiithdeeonibed1abova -tygs bewmus alpgiindizedofdius con-
spgackrogeiiifix c%??‘%&h% ife EEBQQ“&(@ théj'rﬁ{?gm Cin a further
peri pheral neuropat post - erpetlc neur a

t EXgeYRlRala romdaclive, sanried- mbaeedapabﬁgnpasﬂd at a fre-

agﬁgﬁb?taGrGUW'dt E3§Iﬂ'\ﬁHr{ﬁ/§5’u% r?%ttgrth% 8%&5%%0@':15“5% I%ue to
Ifhmﬁéféﬁa?ﬁfaémhﬁgyieﬁm in38icPEOtregUeBayshand Bind with this

P@m!%gﬁgn aspﬁltaﬁc@({o 'Bﬂ{éjggiué:g éan%g(!lrﬂgg}%a% nts (7JQ ang 81 de
Céﬁ'?'bﬁﬁ 'nDEPA059I2e|3|5é| B4) \QOUIdC@WpdsIfeerWl onPalonlchn be
8 e I,
gmlt]teé Alﬁ"i};n.?%é@gpo ﬁ?ﬁpg gﬁ%%y 'Na)?n% f/%g;( r|c1e ldjs én(’:a%am
SUV@ COZ(POEFF o633 S Qa.@rm)?nnaenet@yerbwtths Cagm%tlve load
menstruati on and angi na, fibronyal gia, ocular pain,

back pain, headache, cluster headache, m graine

(Egé?%mrw in P O@ﬂ@k&;ﬁfpmh/[wntlﬁze'@lﬁeremcwto the flow charts
Ken DRI (
ngc@? : i‘wy%eo?aréem aoggﬁ #giv1e]rﬁa¥1 %};Eé‘ra?z, & a%alyse the
cémrﬁﬁoﬁﬁ”mm@ﬂ ReMETi 2N dingsébulo elstemahgesm@ control
a fnty n ral t Qrad;
e S 8F s e PR & (AL STRI, B FASSE BE Htiont
t Heatmemt qqm@lctanmsadﬁmegly tncenpuk sedicidbof the patient
|fr@a§rﬁ@n§ ol ﬁgﬂﬁgsohnﬁbﬂﬁi&gﬂoﬁthStﬁagEd%ngec% @é for later
bacteri a, V|r ses, fungr, parasit 0zoa
oiﬂnW@@‘b@@lde@$%1¢Ssrnféet:bwcﬂ19hy9amancul ethley cltnhelaplr esent
invention is useful for the treatnment of bacteri al
i nfecti ons caused by Streptococcus, Escherichi a,
SEKABYRERIY, OfSttaphW©@t$cmﬁJf0rKhe@sp®I lpeatieiths abeheajncluded
p n a te
O e Gldir 8! Dl R meRsEhe b, Sy Blqspaccrine.
phegentungnverRasin dustlud@ndsges amsontatel Bnﬂtﬁv/rom tumour
dfy%%@seﬁhéL&@QaaﬁengsﬁA@ouvéapébary.ﬁg'Qﬁfgbcthyﬁwsz MA2IRF
poi soni ng, tetanus, scarlet re
d$'|sWtaherqfaP"E%’eﬁTphe§Utﬁte¢| 1@l SPﬁf:éts?talkynsiafmeehcfeelquancnes
b [ 0 r v
e o T A N A e e
heppedabiddy ef urthieps: xamplerers dreatmgnt poxesafad specific ac-
C )
M R oS SPEEEla T dimoyrs
U3EF dpsedbedre detaal fh%'rﬁ’tw of prot ozoa and parasites
i nfecti ons caused by Schi stosoma nmansoni,
Der mat of agoi des farinae and Pl asnodi um i nduci ng
VR &rfPHomxagnsress yofonseisonl Bhsvertofer fultendedlicatibes re-
Wt 8 reotheesSspgee&toﬁ.f&ed@vr.%é@er t'i'{)é Erad e .hoshyGﬁ. but
are not limted to di seases such bovine spongiform
encephal opat hy (BSE), Creutzfeldt Jacob di sease and
kuru. Inflammatory disorders: Wthin the present
application the term"inflanmmtory di sorders”
enconpasses, but is not limted to, disorders such as
ut e- phase reaction, |ocal and system c inflanmmtion
and i nflamuati on caused by ot her di seases what ever
type, etiology or pathogenesis and caused by those
i nflammat ory di seases specified within this
application. Injuries: Wthin the present application
the term"injuries" enconpaggses, but is not limted
to, nultiple trauna, head trauma, lung injuries,
external, internal and surgery wounds. | nmunol ogy
di sorders Wth| n the _present appl i cat| on . the term

o " e
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Edema: Wthin the present application the term"edem"
enconpasses, but is not limted to, general edema and

wedwani@aused by inflammation, other drugs, e.BCT/@P29g8/002379

i nduced angi oedema ( Mat hel i er- Fusade, P. CHn. Rev.
Al'lergy I munol. 2006, 30, 19-23; Finley, C. J . et
aExafypre A- Energ Med. 1992, 10, 550-2; Bielory, L. et
al. Allergy Proc. 1992, 13, 85-7), infection, burns,

' A pHdsed astGJMerJﬁé?ﬁitc I’ltuaﬂer@tiMate@' él&&?ér'ngaﬁetlc fields

fﬁmmsmm@;mmﬁ\&a sal titude (e.g. hig
titude pul nonary edenma (HAPE) and h| gh alti t ude

cBbedPascrrdeARx 4N B baulel BEHA Botier BULPBBRHBR ° AWdls Kuster
other di seases and di sorders, partlcularly but 'not
limted to those di sorders speC|f|ed in this

apghbbiaat Medicsiari iavanye H@P&kG%hé"@ U 063-LaWWanhk NSWitRriand.
P BaAkNry MoBpitdl Abarury, lur-6ég1m " capi | | ary | eak
SYBPEAELEnich, SMEONIABSRH, Shittedangnot linited to,

SY SIS un@atidr), lsRigs Fté%@kal%/éﬂﬁit@%ETédEnél@Q?;'Z?unENBév‘ﬁtzeﬁand
Eur J Anaesthesiol. 2003 20(6):429-42; Traber, D

Cri t Beakgeolverl /In Qlﬂa@tud?éis( ﬁ)gg&gﬁthat) lowheNdls ogmpiame-Modulated
Eglk h%@%é@i{et'cj 'e‘dés’Eéh 'TéOd'fA Ce”'ﬂr%‘ﬁtgr SpEan:V\?re&%qr}?ﬁnhavB been

Tidabtified dpekific fi8h0ericies20@Y n2§ Gtk (Ehed Okl Yrowl AQfoﬂ)éble and

R A eHBA, Bt B oRch o A epers
. elEotngroagrisic Gieldsheasi usaeemé\ubpéanm@ dedbelehfd DY7.12 MHz ra-

fl uoresc e or m nescence rs, . .
ety Signal A PiOaS P At BESER Selie esiiensies anaing
| bl 0.2 itk @3 naoohodutreapghqcpéaﬁeh STheP@plidediecofhécted to a spoon-

oIV R WA Gl G IReCralent OB G "EREBeht | On

of bradykinin receptors in vivo, ex vivo, in vitro and
i N sMethads: 4. phiaaeuiswyamssecbrhdmsewd:@swﬂhgroadrhr@grdamhym min

BEaTRrl ity TaRh s ROe areaRPL S, YOl Ry Nances

t smldgnapWWé@FEﬁl)edaﬁdetdm:ém kge vas BT aaber yeres t 1iosients
OB 0 LS AL RIAGEAELS ol oo

abft errion praedressiorg reapattengnsetiosinig faitdw-up tay\d afnebpati@yik withdrew

r I Itro_an For | nsg

CEBBhE ot B BR durdy RS 1R ekt GDefiepy ®) and pan-

deeky 48). \2@spdtieatsebdd caneilee urssc&dsyatsanst amm‘ap;d aaddi6é had docu-
t r.m nin bility of a potenti al

pﬁgg%gcné}ﬂf) | gr%b%tss'oﬂ png {o Sﬁfj ﬁy "BR B2 eceptor. The

present invention also provides nethods for |ocalizing

or dBesutsi hige meBlknBRIratemegsitioerapynwas 15 Ist.9 pteeke(rabgq 0.4-

a?é bﬁﬁé&s? eﬁ']te'ré) Weré/\’ﬁb rbl”@%ﬁ%%s 3I &Vﬁ) lté’x?cnt?e%mrﬁ(r: B&xeﬁ"&eex—

t1ssue sanple containin

qeermpa@gyad%béaﬁ%@ @Umowdjlme@awyngﬁetrdretdtmeptr d2epdtients

. h .

CIoBRE SoyetR Rl BT e v B PRI e

c@ﬁpfdmiﬂdthemhnmtt Qbigstienesphrser cqusipe asdeseed onth patenss, 6
%J Rad Q% Qﬁeﬁktunl ?ginér’?e Tshg a@&rtlo .%alt Prqts%gﬁajld &% be

exanp he ra |gan blndlng assay di'sclose

e@@éﬁfﬁ%ﬁ@ Vﬁmmqrrfearrbs@s émongnpatienisomtraprogrgssivei disesse at study

t in - ot hepo,

gﬁtﬁggge?\m {Bér}ﬂbl r'eegorgéefoszmrggvee%E%?%ﬁ %E%VI'(? >h§5A> de

| feaPR & @@r?t eﬁﬁ 'R andseAutd- ér(@iﬂwoa!slm yrgreate@KmBRastatic breast

recept or antagoni st conpound di scl osed herein with

cell s expressing BK B2 receptor under conditions and

in an anount sufficient to detectably inhibit binding

of BK or any other substance to BK B2 receptor. Such

met hods and their respectivegconditions are known to

those skilled in the art and include, for exanple, the

cal cium nobi |l i zati on assay di sclosed in exanple 755.

The present I nvention further prOV|des nethods for

. T Y Y o e
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w@opounds: The conpounds of the present

further features, enbodi nents and advantages of the
present invention nmay be taken. EXAMPLES Preparation of
i NnvenkCHRP29881002379
be prepared in a nunber of ways well known to one
skilled in the art of organic synthesis. The conpounds

Otaddes): @ %%ﬂént' r’é}}’fé‘ﬁ%b%”d@é’d“sebr%r syt \Dﬁeﬁészﬁgﬁ l‘fr?f'og S-:i)ntehr?a'uent

met hods escrl toget her wit
mBehOdRD % eIPaER N 6 490 fof 12ynverisi (cecmrr@ah pancreatic cancer).

CR&ITNS t;fa‘t' entQ rwthbﬁE'o%e%se e ﬁer n egt qgltpr{]&ééﬂemserqiamgamed sta-

t hose™ski | In the art s 1 nclude

bble C&?@Sﬁé@f 171 Qri>t &I%@frﬁb@é 6%t Weelss. descri bed bel ow.
Each of the references cited bel ow are hereby

I ncorpREasiess: Teatdut¥nt i€ SR 6Rd Fmglﬁg'n%bélqe%tﬁ‘léﬁdmodal-

in the | ||OVVIn exanp |l es are as

ate{d rﬁdt'?”qe@' C@&C?% Abﬁ"!aﬁ??ld! BiudY BSA Maeqiar sledige prmpngoing to
akdnimmnhédimeksgitscount s per mnute DCM i s

di chl oronet hane DI BAL is diisobutyl al um num hydri de

DI PEA is ethyl-diisopropyl-amne DVF is

dERBhpW Bor mam de DMBO i s dimet hyl sul foxide EA is

et hyl acetate ELISA is enzyne-|inked

| KTpHAGE W a8y | bmﬁg beié amphitvdddRbHulated electromagnetlc

bAsESYTHERABIONICY intha tFialkAY bASAVARCEE Halh %El'éi-
NMhoR@{ACOyor ophosphate HBSS is Hanks' ba ance

solution HOAc is glacial acetic acid HPLC is hi gh

PEfdderitmP Cstd guindrecObsBHe WiReiRy ' [HDeis Mditdhédinn ', Rodngo

dsusarnt, mylia 2 edbE , Marid-GrtiRY Chawaal ﬁlleﬂar?dr@%rbault
PB6AARYIHeS. pal | adi um (I'l) acetate PBS is

phosphat e-buffered saline PIPES is piperazine- N

- biHegpRakbd dsaDie st sf dnF scuidzidd)de- Mis@tink Ya Universidade de S3o Pau-
t |, Be0Ladios Bldz0M CatitétMddicdl Svenad Rrpaed, oHe100F i s

t eausahyelr bittedandHP i s tetrahydropyranyl TFA is
trifluoroacetate or trifluoroacetic acid sat. is

S Backgaded \WbGse$ data suggest that low levels of electromagnetlc fields am-

Iaﬁclg)rmt gﬁliageg? %&Pgﬁlgg g/e% &l h | _dgnawrntth%geJ mtrabucally with the de-
1y|ﬂ:é obEsHrolplp Neny laptahs pihd ﬁ@t)aﬁﬁﬁlly@ﬁe&ﬁ/)e teHathb st fonadandéd

Thi t | | Table 1
FAicbs SRS ER EPUE R ML ST SBoRb S Smaebsatey win
( tancac smaﬂ‘ldf@@nhb@ rz{)f@@lﬁ(bmldwm:i @00 Halite high precision.

1 rI)EI ctroni c gﬂ;ﬁfor i nfl uenc cel | uI ar functions
1 S e On S T 4 SRRl PlopF e atgiE & mouth
I diviriyTte@indinti Baiiente with @ﬂvérﬁieﬂtt@ﬁatoﬁel&ﬂ‘ar&ia&ﬁrﬁdrﬂ@ HCC and

S for i enci n functions

P Grali eatiohe itte ped ol Sl fotiadtop orvice-
I speeificif@auentieer ns research findings related t o how
earlier elec tronic systens nay be nodified and

: it I
PlBmoRgTRfonh R 2B 1 Bk e TR TR R g 8k Hee
Re¢rer mtoeted is anptiese llostiidy. opfen paiRatte mécelbedOthad:? d8ibi 48 min
tr%m\eﬁ ngi?elggggedb%g ueg,?toﬁrbtrsdeggﬂg (? teeerc]jlanAgoé)e \Izv%sa t6'4%“ ts 14.2
t Yrarei 32 &tr&mﬁ waee triaeand 20hmatipnisdrad goopmEntehpiognession of

1P ORI S eos) % mumber of further

publications related t o effects of very | ow energy
el ectromagnetic fields on patients suffering fromin
somi a and/ or anxi ety disorders have taken place
Koziol JA, Erman M Pasche B, Hajdukovic R, Mtler

M vl (1993) Assessing a changepoint in a sequence of
repeat ed neasurenents with application to a | owenergy
em ssion therapy sleep study J Applied Statistics 20
393-400 Amato D, Pasche B (-.1993) An eval uation of the
safety of | ow energy em ssion therapy Conpr Ther 19
242- 247
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Higgs L , Reite M Barbault A Lebet JP, Rossel C
Amato D Dafni U, Pasche B (1994) Subjective and

w@Rjogatdowe Rel axation Effects of Low Energy EnPGHEP2908/002379

Therapy Stress Medicine 10 5-13 Reite M Higgs L ,
Lebet JP, Barbault A, Rossel C, Kuster N, Dafni U,
ArBEtsDhs BRSSNBNB2 A0 94 bafk i€ Brd LW therall,f f
Ener g; E?n SSi onry%]er apy)pgl oel eE:t ronagtnertalg{ésﬁpssat'%étsgog& ©
LAY Piegressierh Znatients e iosklo followrypiapd 3 patienisevitadrew con-

Hi &g S2 A patladiddre iigiBEBbPrdpomas Q'h@ o@er@ﬂrggj@:tlve response rate
El ect r oencephal ogr aphs changes &%2 oW ener gy
Q@eﬂ%

e defined byrRariad yesmeRs Bl RfRed SEi’Rhe an pat!eniﬁ}?’eléf@he
Btdoc@iﬂ'@iﬁed\'f?OUaé&@% %nterHsQﬁ &y B@"Rt &d\o SU‘ Q‘Elé ntedian sur-
Dafni U, Amato Rosse C, Kuster N, Barbault A, Lebet

Jvigal wesd), 7 pepkewih amedian dviakie oftherapy johi? 5wee%py13 PR~

ChErROhSveDRYENEP Iherd f%gh\%@é tHaR S MbAnS) ﬁ%oméﬁa?r%zra%éﬁ of
Kelly TL, Kripke uk R, Ryman D, Pasc

Bf&.samﬁet'SAZ(%g@eﬁys B¢ Patﬁnt$ fepRited pain aEstndgfentyt & oldhem
Cd%@@@xﬁr&éf{;}éﬁ @@Erea%@gﬁn Hfng ﬁgé‘ﬂrﬁén\’ Errefd QFéWJ‘ﬁ@I %Sade

Stress Pasche B, Barbault (200
LYW AERYFYSS R BItisRt dRvaiensy arade &mucgsitis gsd arﬁﬂelrmaug@e
Directions In Bioelectromagnetic Mdicine, Rosch PJ

Ner KoV eatieAfehar®Rertits 3¢ £ 3BR[ Cel DekKer [ The New
York, New York The aboVgRedi (Cations agg refated to

gn eariier deyi,pa very Hrembaedl [ Use theregfi described in
jai d"EP"U 5927851 B, Ly AFP] OVEU el egtronit Syst em

gnd prera”E’i‘f?a‘ﬁEHétc”rhefa f'é'sgé’ in acTongEnCe wth—t he

g
PPV~ I SP=N
I Brfvibus ity aHE bl sy SRR tierapy > ”“"‘ UBQ’S' e L
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croprocessors or integrated circuits conprising or

communi cating with the one or nore generator circuits
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provision in the system of an inpedance transformer
connected in ternediate the emtter of | ow energy
W@Ppwstit@aagneti ¢ em ssi ons and a probe (here nBCEEP2008/002379
broadly described as an electrically con ductive
applicator) for applying the em ssions to the patient
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application system 11, in accordance with the present
i nvention. As described in prior U S. Pat. Nos.
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be useful in the prac tice-af-Low Energy Em ssion
Therapy (LEET, a trademark of Syntonic S.A or a
successor of this Conpany), which invol ves appl
catlon of entSS|ons of Iomrenergy rad |o frequency
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@ﬁ@%é?%ﬁ'zt herapy is apptdet? H& the pati ent20A@pRBEHEI on
storage device 52 can be provided with a m croproces
sor which, when applied to interface 16 , operates to
control the function of system 11 to apply the desired
| ow energy em ssion therapy Alternatively, application
st orage device 52 can be provided wth a

m croprocessor which is used in conbination with m
croprocessor 2 1 within system 11 In such case, the

m croproces sor within device 52 could assist in the
interfacing of storage d e-ygce 52 with system 11, or
coul d provide security checking func tions System 11
may al so include a display 17 which can displ ay
various indications of the operation of system1l In
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or integrated circuit 2 1, operates as the controller
for electronic system 11, and is connected to contr ol
W0 b@sitakdbus conmponents of the system 11, for BXEEP108§/002379
t hrough address bus 22, data bus 23 and i nput/ out put
lines 25 The block diagramof FIG 2 is nodified as
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8854483571 abl e from | RP8P-38BHBor ati on of SAPRA23S Hra,
CR649BUOBYz 1549, USA TRE8R2a#hg for microprdg4x808 H2 1
i s7q8,®vizded by system2oBooB26izs cill ator 269078 hzmay
beod g ﬂ& any cl ng f nogyapgy sui tab'g ngrsé gz Hz
r type of m sor use
? E t gquency IS ab%&?gggg?%l-lz Gsci |l | at o?é%z %é be
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emzém(yypizfor this purpgsg ghg¢enbi nation of 3
epresented b line block 1 tled
@%’CR‘ An exerrpl}ésg?zg?i'zatl ng progr agégfs S%H
Eessor 21 is Bé ég F‘réd in flow chﬁ?lg?%?fh'\z
V\PQ%3 ®férence to FI G8413.183#zof EP 0 592 8%37.B83HEn
08282 Hzmi cropr ocess@r22222Hancti ons to cB913,p28 Hz
ceps, 148 Habl e el ect romegpeBb¢ HeNer gy gener ah@s1 ¢3mszllt
284 oP[e duce a desi Hgdg §§Wz°f| nodul at ed,), Z’é
gnetic emi ssi application t ec
t%?%%ﬁﬁqupl i cator or %{%&giﬁmtted l'ine g?@ci g
ZcouTROLLABLEZSENQﬁ#\*r'@R i n cl uded1 P59 Hz
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0858 b84Hr 32 M croprezesger Hz 1 operates 11214331@@3 Mat e
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e ééf;uafﬁrgp'% Be3oab®s ™) cone oA
2 2086 circuit 20 2P REFudes an AM nG3RA-38HZ and

rﬂd%&@éﬁer ator 34 whik8h1.8peHates to anpl i 434188 Hz
moduBag éiza car rier skgasB3pHaduced by car43e 222 Hz

o3sdl7bater 32 on carrbsm gmn@ line 36, Whéis@zs Hz

qgglglzgyl,_fgn signal progdgeed Frrodul ation sj ?8(? !?Z
circuit ation signal Iine 37 The

qgﬁg‘%g?{on of the fuﬁgg?gggﬁﬁy of the DOl HEi on

fIPR4UEhEY generator 328 § Hzprocessor 21444226204,

r@pﬁé@éhtzed by dotted28941§72>Hock 102, enab44xt 286 Iput
lines 33 and 37 to be conbined to produce a single
signal The conbination furthernore enables arbitrary
or periodic wave forns of any shape to be generated ,
as simlarly described in EP 0 592 851 Bl AM
nmodul at orand power gener aton434 produces an anplitude
nodul ated carrier signal on nodul ated carrier signa
line 38, which is then applied to emtter out put
f||ter CIrCUIt 39 The fllter CIrCUIt 39 |s connected
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form storage device 43 and al so controls a waveform
address generator 41 to produce on waveform address
whemsAead sequence of addresses which are appl PETEPZNS/002379
nodul ati on signal storage device 43 in order to
retrieve the sel ected nodul ati on si gnal In the em
Lrent . described in 851 , e_desired
%%gglgg?ﬁgn signal is ng?%gggé from m)dul a?’l /67 g?é‘ﬁ’al
&f8248é Hevi ce 43 and6879.282Hzppl i ed to noddPARBHMZ
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§3%9$H OSCl LLATOR g%? Zne bl ock 1049256%3 E}(
fBPAatEon of oscil | 4¢8%<6361zand 26A W t h 988234 Hz
&8”Bi'Adtizon, the har dV&B®483Hat i on descri b&DI2BEHD

5927,832H8 1 can be reabézedsiHaternal ly in idw6 028 Hz
BBPSESSPz 102 Wi th mubspoes et puts 33 and, é} 892 184z
1
1

t put conbi ni sig nals The
gw?égswt fromEP O 552 ggi 1is in par 4§p:?e1§c’—éﬁ

nctionality Q. nodul ati on 9@3@%4“&
ﬁ% 6 3 1 However 8021921 Hzs det er m ned!@H@ 118 Hz
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é%a{—%gzh 92 851 B 1, gn% S@; erence to Fl 8%%%%5[—%
&y ., may be seP®& nterface 16 149074.531 Hz
#P¥RFBd as appropr Pat®324Hzt he parti cul B216,212 Hz
ﬁﬁﬁ P2atizon storage d8§%4865Rizi n use. | nt erA2E68286Hz
64z6)3%@tes the controBs5676es MRt i on stored 2260 933 Hz
854 igAHZON Storage d§5{7§§2§l2(z' nto a usabl g okorgmsfiey
Mthin the me croprocess ;229 Hz
é@ﬁ%@ o croprocessorgg, ontrol contro
§ ? F circuit 29 P blie the desire®3mbdBdtzed
&elgy eni ssi on. ?T%t"é 16 may di r 52y, 0884t
2 32ﬁ bemati on stor ea75ﬁ13abplk| ca tion storagedewze
52, or it may read the information through use of
various known communi cation |inks. For exanple, radio
f re quency, mcrowave, |aser, telephone, internet or
opti cal based conmunications |inks nmay be enpl oyed to
transfer information b e tween interface or receiver
16 and application storage-dévice or conputer 52. The
system 11 nay conprise a user identification device,
included in block 2 1a in Figure 2 . Conveniently,
such a deV| ce cormunl cat es W|th t he one or nore dat a
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nmodul at ed | ow energy RF el ectronagnetic enission to be
applied to a subject through applicator or probe 13 .
wEwh/1oemi rol | able p a raneters include, for eRGIPP)8/002379
but are not necessarily limted to, the frequency and
anplitude of the carrier, the anplitudes and f re

qy&yzéﬁs}_{?nd wave form?9 18{4“? nodul ati on ﬁ?gbh'

qg.z@g) he d u ratlon of he” emi ssion
I FHEhe eni ssi on!®4%8e'3UiFcycl e of thka3éﬁ12§§|"8n
(8825295 ke rati o of b5144t3t39¢9 Hd of f tine of8338I32édHz
e&s&iaﬁ]lszappl i ed dur15up0a&3rigat nent), theissequasce of
applg.oad Hon of differ egaamdubat i on frequemalzs%sﬁwz
P@Jédfdﬁ'% appli cati oy @ndolifie total nunbglosolyyz
§£7t ts and durahg&sqfa;%}? t r eat ment brescrl bed
& Eﬁg ticular subj Zonbi nati ond ¢
For exanple, the carrier signal and nodul ati on si gnal
may be se lected to drive the applicator or probe 13
with an anplitude nodu | ated signal in which the
Example 8; AM §requencigs emplayed fardreagipent of prastase canser{d$tfrequen-
cigijodar implyded)s Gz, and preferably between about 1 Mz
and about 900 MHz, and in which the nodul ati on signal
33baHeri ses spectral 847e3R2dney component s 360 ®dBMzabout
391,888 Hz and 150 KHz.10B3¢309rtdz or nor e noduB2adjsan Hz

4(53E1ZBJHBCI es may be smulessar&eously emtte3179r329 Hz
pgeed to formthg Ation signal.

0812
|onal feature, romagneti c emn_s 1 n sensor
S%EF‘% be provi ded tﬁﬂ‘gﬁsgg% t he presencg3 27%3';‘
émagnetl c enis'HRAME &2 the frequed®9dfi8ihe
613334Hzer osci | | at or 32448834 on sensor 53589960 dizs
618,400Hz0Ccessor 2 1 wimmmzwdi cation of 3\@15¢t3heeror
O peent. M cropr setaat> T then t akee BHRP e at o
??50}21 for exanpl e, &{? S%?srﬁ ayi ng an er§§7§ﬁ2§$’§ge on
HSWHE 17 | di sabl i RIOEHHHDI | abl e gener8¥8:28Hzcui t
6@79:,3970H2the like. A p®r32ddisor 54 is prSben 8Nz
65MeHzded whi ch det ect/a3{d2a rount of povv@eaepgh ired to
657”@8§HE’J ect through apRldsgaior or probe ed to

unt of power 4 or reflecte t[%
E_g . This rat|0| blﬁf ﬁ—gatlve of theéggg? se of
stemduring a chr?Qrfﬂﬁé"tﬁl C session &nsor
6%6%% Fies to mcropl§€e$2diz 2 1, t hrougi39p9mds Hzensor
694, Nelz56, an ind icatd2en sab HAe amount  of 3908Lp1 &2pl i ed

74104 pati ent through mbu@qtm&r or probe 1306¢hatipe to
74 1h 1a,q?unt of pog;e:rj A | &t ed fromlthe p% b‘?@%ﬂl}e
7409]1 cglion provide gé%w sense |ine 3§2§3 0e

f or

YHfi zed and en‘p croprocessé‘
BP@HBl e, to detect 589RtH0l a | evel oMOBHEAB &l
7%9@'1:12 and to recor 243, %4ppla cati on st or 4884 3devizce 52
77ef@rmat i on rel at ed Z628t32e Hct ual treat meRks 3appi;i ed

78602 NG, T ecei ved by tiagopagiignt. Such infanEghbeop, My

e used by a p or other cli
7é62§‘%s’2 pati ent treatr%éﬁg:igg?ﬁ pl i ance and%?% ZQ?MZSuch
¥pihent i nfor mat | ACAEFOiHRC] ude, for efdApRe! Hene
8GRz of t r eat ment §8§ﬂ>|§l3‘lértt for a gi ven4t2f1iré2‘pé’m od;
8td@22adt ual ti ne and A8t S26fHeach treat neaB205heHaunber

848 Akt enpt ed treat mePRLS; szbh«ﬁz treat nent CQ@@@HQ@F&
&Isﬁ whet her the g alor or probe \ggg?h&

or not during the trea?hent ses sion);

cunul ati ve dose of a particular nodulation f re
guency. The | evel of power applied is preferably
controlled to cause the specific absorption rate (SAR)
of energy absorbed by the patient to be from about 1
m croWatt per kilogram of thgsue to about50 Watts per
kil ogram of tissue. Preferably, the power |evel is con
trolled to cause an SAR of from about 100 m croWatts
per kllogran1of tlssue to about 10 Vﬁtts per kllogram
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The RF carrier oscillator 32 produces a RF carrier
frequency of about 27 MHz. Ot her enbodi nents of the
WO paosntdedn cont enpl ate RF carrier frequenci es BPET/EP2908/002379
48 MHz, about 433 MHz or about 900 MHz. In general |,
the RF carrier frequency produced by carrieroscillator

spectral fre nmponents | es out 1
4&9 “preferably W ﬁ%out 1 Mz a%(i;%g%&]t 9 16
41\)?—%45%"'? t hough t he & 9 embodi nent BIRHRPIzat es
454h80%ze set, the c@r%i%’ﬂ zcill ator fr &HIena Hz
458818069z subst anti al | naspsetlant, t he carri%mfmgq-wzency
aps@eagl by carrier pgpiddsaior 32 may be jwabsabhe
4p£51§£é)h£abl e by m cr% or 21 by use éég?ig
é&j mtted control or mati on. Carrle 3
4 'a fices on carri e?r5 % line 36 a c@ﬁﬂf”gﬁsﬁzgnal

H3 t hen nodul atZ@.13# fhe nodul at i or106B§R3P Hz
4%&8223ldzon signal |i78y93335 Kscil | at or di siabre dhpome 33
5mvatzt2e|azm cropr ocesspgggZﬁgtf@z di sabl e the 1ggggakofH,om

or 32 by app} approprl ate
Z%{f;gé ﬁ%o osci |l | at or nz ne 33. Th 1ql‘§$5u$Hz

frodul at or and7 nerator 34 dipeacss bk
S&3&Pd Hrine 38. Thi &/ iéd si gnal s@@@?ﬁéﬂHz
543ﬂr534ﬂ3l|12 emtter out mﬁ42f184ttez 39 whi ch subsoasRi &zl y

54550839z or el i m nat @32@@ garrier har rmnucggggggyh.tzl ng

6§453§@§|‘1£‘|e effects ofgddaeyagngy! ator and pqugs, gggzator
& 34. The out t.he AM nodul at or

6&7:‘1&& 6r 34 and em%tbt“?o%md"lﬁ put filter ééoigézgg'

%@s #d8 to possess BISRUHM out put | nped4néb48h Haat ch

64188310HmMm i npedance c&35c7'03§)5|ldd cabl e 12 . 14B8ha29 bkzen
6488 23 nHAed t hrough igypedianae, measur ement s4bgk 3pgn a
6530l 43 i appl i ed gusbhigg | {19 mout h of 3 48801785 1y, the

bj ect conbi ibits a co ance
6?70 eﬁ%rder of abo[}%%f%ﬁ%o Onhns. ”gégﬁggggﬁ
6 e mer 14 ser vé®%®E3Hdizh this con‘pl@Qzﬁsﬁﬁéb‘Bnce
6t &He 50 Ohm i npdd8aA24dfz coaxi al cabl1&882 95tz
670643ff iz e t he out putsgdgadamce of the AM1gp4nbas ez 34
6%%9“ filter 393015"25%@5"”“ es power;gbgRp$TH3

@hd ninimzes t|ons The arra
‘g@ '%ed above has g{)Oq%hz(?)%ptl m zed for aqggzgtqg% z
0 th coupling 068t47d Hrucosa of the 'REBYRIBIE a
6 W88z exampl e, a w@a@@.% i sol ated pPPEBR2MAsIZbeen
6864c8b6attlza fre- 5 quendg 3idind 433 MHz ceophiBg2Ha t he
outer ear channel. Due to the different probe design
in such a frequency band and with this coupling
met hod, the values of matching elenents (79 and 8 1 d
Exaraplei 8) cAMi Fre ire i€ efifployR difor Weedtrle Mo fhidh @y €drice?!(36 fre-
quendies sy &ar iheluded):t ed. Applicator or probe 13 may then
be regarded as a capaci- | Otive coupler or as an
agusesmiaHgat ched to thgzmgmHy ve | oad. Aw@as;_e;rg ped
|@31E&10H§92 851 B 1 ,35\5 o pLerence to the,

f FIGS. 11 a- rocessor 2 at
to anﬁ Iﬁse t he signal 3;%%929 on power ?ﬁéﬁ%ﬂﬁ%
&% ne and cont # FRe armount of

a8.38dHz 0 the pati enﬁ81€h21©8 He assess patlw,224 Hz
tIBé20ae Az conpl i ance, 4828J3poE2i bly to recas7oigsdigs a
obsthe1patient treat mgsis gHRLI ance on appdgzaatdgy,

evice 52 forg al ysis and n
gqgﬁsgfg?an or ot her c¢%|§‘§c|§% 20 Exenpl ary %g

treatnents perforned on patients have included brain,
bl adder, colorectal, kidney, nesothelium

neur oendocrine, liver, lung , breast, ovary, pancreas,
prostate and thyroid tunmour types. The treatnents

i nvol ved appl yi ng an about _.27. 12 MHz RF signal
anpl i tude nodul ated at specifically defined
frequenci es 25 ranging from about 0.2 to about 23,000
Hz at very hi gh preC|S|on and stablllty Further
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A phase | study of therapeutic anplitude-nodul at ed
el ectromagnetic fields (THERABIONIC) in advanced
wo evsnsoBor i s Pasche 1, Al exandre Barbault 1, BCEEP2008/002379
Bottger 2, Fin Bonmholt 3, Niels Kuster 1 Cabinet
Medi cal de |'Avenue de la Gare 6, CH 1003-Lausanne,

nd 2 Danbury i.1.al, Danbury, CI-

yzﬁ fich, cH 8002141%3%3133# Switzerl an@sg(?i%%ﬂ iz
I*B?ﬁﬁzl 998, Swiss Feddt®3.41RH3 tute of Teck§8B3Fy Hz
2093462093 Bw tzerl and BaBEgrandz I n vitro stiadites21 Hz
3068849 Hhat | ow | evelm46f21@mnt i t ude- nodul at1ed 941 Hz
el ectromagnetic fields may nodify cell growh Specific
frequenci es have been identified specific frequencies
that may bl ock cancer cell growth A portable and

Example @' ANPERIueHRiES @ BUSopitr [ -
quenc'ﬂ h@@qﬁ%‘dé@du atng%mgl ect rorféabgh‘gfﬁcdwe}%\gﬁ %’Z‘é%o fre
devel ope T evice emts a 27 12 M1z radi of requency

(gnal , anplitude at cancer-spe
493,442 quenci es rangi n%?gg%%{% to 23, 000 Hzc}%'%%zhﬁ h
517,20 H'gzm si on The devi %é 09.22¢ bf#nected to a sp@ &8 Re Hz
618,92¢ bl er, which is 3P3&8d@8iHz the pati ent' s 7#BuBRI thar i ng
621,32tiHzat ment Met hods A6phase Hz st udy was condogo e Hz

648,250¢435i sting of thr egsg@ubg HEO0 mm treat ment golfg 953 Mpr ch

4 to Septenber patl ents with
:g?;gg id tunors were éggé g ?‘@ he nedi an age vvasggg%
P

ears 16 pati ent & mal e As of Jan@%%%bb‘? 5
874,340417 ents are still 48A1.2R8HIpy, 13 pati ent §063.885 bz
914,420udwr progressi on, 433pasdeizt s are | ost t 08082 hosvHzp
941,314M2 one patient w 4Bdp 883 ¢ensent The nost 8@@ﬁm t unDr
983,420¥peS were breast 3% 39 fpy_(5) and pan g5 §5§
ents ha recelv sys em c er

1587 Sﬁﬁh'l “docunented tu gr % ssion prior to%§¥%2 gE’ﬁtry
17233883 t s The medi an4d4d¢.387 61 of t herapy wa$§316371 Hz9 9
2179 Zﬁééks (range 0 4- 72583@Réks) There were B43H0H4 gizade
2315888 H or 4 toxicitiaazghieezpatients e X pgshsngsdiz
2341395 8ge 1 fatigue duyipgsand,i nmediately af gep, tseatnent
24451%_g|_3at| ents reportgg égé pain prior to gééj ntry

of them report icant pain rel % %t he
2454282 bzt nent nj ect i ve oh%e coul d be ass@@%%lo‘? hiz13
2723,3gatzent s, 6 of who®Ba#d83hiad el evat ed t undPOmSXEHE 6
2740,38d¢Hzt i onal patient $54®8V9H2Nl y be assessedodss,ioami

2749,308Hser s Anong pati ertfo84 Hp progressive d|1§¢@;s§7§1hz
2856, 2§§ y entry, one h%? 513 ial response fc&éji‘hks é
2859.4 KS associ at ed g % o decrease in

ZCA 15-3 (previ gﬁ $J31AEr eat ed et ast afl Pe57.324 Hz
2886,282 Elgst cancer); one®6pa?.ildAtzhad stabl e di s484%8.333 Ha4. 6

3021,12eéeks (add info); 66663 Hznt had a 50% det33yazs2 Ha CA
3078,219+Q for 12.4 weeksmt @gylHzeNt pancreat | C1¢§5@C@§2)Hz

s050 50970 e Lr:r;famg ge%fiz‘:ﬁeaﬁof“f o
3198 32%“5 and > 63.4 we éé% ¢l usi ons: The t%%?ﬁn%%”?s a
3248,3¢LH& and proni si ngSR%%EB2 Heeat ment nodal 1196% MO Hz
3271,3389Vanced cancer. A7pB&322 Hz study and nol é21206049 Hz
3284,182 tidi es are ongoi ng28®m8s®Aki r m t hose resuhpqa;;g @Qﬂﬂﬁﬂ e

333538 Azphase |1 studyz653 bhepgpeutic anplitud
fi ERABI ONI C h
3434,9@ gt romagnetic fi %f%l f'JH ) int 6%%%;'59

advanced hepato ar “carci noma (

34402 E?a 1, Andre Cbs%g é Dfveira 1, Roberf 6Kkgwem¥es
Jr \ Rodrlgo Surjan 1, Tatiana Zanesco 1, Maria
Chstina Chanmas 1, Al exandre Barbault 2 , Boris Pasche
2. 1 Hospital das dinicas da Facul dade de Medicina da
Uni ver si dade de Sao Pau | o, Sao Paul o, Brazil. 2
Cabi net Medi cal Avenue de |ggGare 6, CH 1003-

Lausanne, Switzerland Background : Phase | data
suggest that low | evels of electronmagnetic fields
anplltude- nodul ated at specific frequencies
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treatnments until di sease progression or death. The

medi an age was 64.0 14.2 years. 32 patients were nale
waeasamepat i ent s had docunent ed progressi on of PCi/BRA8$002379

(POD) prior to study entry Results: As of January

14014§QW& 12 patients aggaghbhly,0n therapy, 20-pat 7?59—&
oFF {

of tunor progr patients are Iost
14445 up and 3 patﬁgg{ag%\n hdrew con sent!793%323 Hz

16023339 Hént s are el i gi bI7877821 H&sponse. The overal |

obj ective response rate as defined by partial response

(PR) or stable disease (SD) in patients with

docunmented POD at study entry was 3 1.6% 3 PR and 9
Examplp 7. TAM Rretjuaencies emplalyeddfor 1ceatmerdiof bladden canden(28 fre-
quencies so ifaningfludéd):apy of 17.5 weeks. 13 pa tients have

recei ved therapy for nore than six nonths. The nedi an

623,248WHAt i on of responggasyod#9 weeks. 12 patgrggbs py

rted pain at s ty: 8 of them (&89
57 084?(%2r| enced decr ea%% n during treat rre%?@'?ﬁ%ﬁg

8704 Hgre no Na gr ade %%g?%?&a cities. One pg@ﬁ

2454,4d@\&| oped gr ade 1 $d882RTiHE and grade 1 fait2i5@2|.é29 HZ
2480,1@bhizl usi on: | n pat 6682 842iHzh advanced HCC 13867,209 Hz
2581,10nept ment is a saf %Oamd1ehfzective novel therapeyij C

BT i ooty M ot Tl U
3042 0125{2 the el ectroni @ '7%\99 é’Pof the present BreeAl? 6%,

3196188 #M3r i si ng neans fdr8iH844tcurate control over the
3265,3Bdélguenci es and st d¥b8i209 Haf anpl i t ude nodul ati ons of

a high frequency carrier signal, provides a safe and

prom sing novel treatnent nodality for the treatnent

of patients suffering fromvarious types of advanced
Example i81sAM Freajueticieseniployed for telminremastwalbal dancer (100 fre-

quencit®'$6 far indladed):t ude nodul ated frequencies controlling
the frequency of anplitude nodul ati ons of a hi gh

78.76 fyf equency carrier %b%‘%bz"ﬁ‘fe set forth beI g@g
796562” h the type of c%éggéggﬁ_pturmur harboure é 3
ubject t o be tre le 1. AM FreqréREi'dé Hz
841544433 oyed for treat 98RA%.169 H3r east cancer ($886,323 Hz
842,788Hzquenci es so far 3dB2Rudett): 78,76 Hz 343496934 Hzz
9144254&6 323 Hz 181 , 83498228694, 231 H z 543%654 2 1,
SRR LS
1372255% 2313 Hz 3830, a8y e s, 50 823
1372988 Hg037, 432 H z 818 64123916, 321 Hz 604424331 Hzz
1718,589Hz 901 Hz 3935, 23914-@86@8’6 256 Hz 929, 095788,339Hz. 383

2243160 £z6208, 932 Hz 92@031,bi22 8293, 437 H z 621378ﬂ8hzk&021
2278.3h 14153, 192Hz 62314Q§jg§§F&372 207 Hz 4194

0,321 Hz 1372,9 1,321 H z 6329
3322 :;ge 721 Hz 4243,3 76, 896 Hz 167Osé§é4€EHz

7
432 Hz 6497, é é 53 1,729 Hz 4314 2948825 Hz
2334,1¢8 iz 983 Hz 1836, 2f§8¥@323k8 222Hz 6651, 23682322618, 937
2423209 H2375, 962 Hz 675A30822R1Hz2221, 323 Hz 4383923904z
2454,483 B3, 321 H z 2278. 3324 b2 #4417, 243Hz 6855, 8864 kg3 Hz

246423353, 832 Hz 4481, 4634k E?ﬁé 121 Hz 2381, 4 48 Hz
7505 a4AB2. 223 Hz 6898, 4§g§£5 27,323 He 4495 % o

. 219Hz 2431, 33 il 808 H z 7120 z
262304858 330 1y 4558, 306244283 V227 311 Hz 25516414218 Hz

31311237@ 451 Hz 7156, 488932868, 221 Hz 4838, 688584342 Hz
3161,46268, 821 Hz 2598, 88355432481, 513Hz 7282, 16845286 Hz

3175,326R%, 322Hz 4895, 296768 4836, 329 Hz 2740, 191>d843 Hz

3249 53§62, 213Hz 7488, 742 i:g gg%}) 347 Hz 4969. Z;i 64%7 Hz

33632 541 319Hz 2885, 32 321 H z 7577 é > 452 1z
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2919, 273. Hz 5027, 231 Hz 7621, 085Hz 3074. 333 Hz
5059, 792 Hz 7627,207 Hz 3115, 188 Hz 5118, 094Hz

Waemd/ 19890 Hz 3249, 529 Hz 5176, 287Hz 7691, 212HzPCT/EP2008/002379
3405, 182Hz 5365, 222 H z 7842, 184Hz 3432,274 Hz

7368,203 16, 392 H z 7849, 8348,b23 %5, 423Hz 9012, 28¥>ddz022 Hz

0 323 Hz 7932 012, 896 Hz 119
;62222%4 196Hz 9060, 3zg§§%Z§§g§3 281 Hz 7967, ﬁzgfggjﬁz
8 ¥8' 109 Hz 12267 21, 229Hz 9131 '

7866,239P94 283 Hz 8070, 9831.AIHZ 9109, 232 Hz 12613749858 He
7877384 Ha, 032Hz 9245, 92973%.210629. 222 Hz 8149, 99231548 Hz

8013,392H2, 322 Hz 12633, @724&938&94 19 H z 9279352&8324ku
8374042648, 221 Hz 8245, 12393, 946 Hz 1331§

322 Hz 10227, 31 , 358 Hz 83

83842?%%%0 509 Hz 13735%§§Q*$%%§§55 987 H z 10%@%§;§§fbé
8408,138845 325 Hz 8408, 8449, 323 Hz 13853, 232 Hz
8534,18Ub2, 184Hz 10456,3898F&6%8§90 123 Hz 8452, 119Hz

10468, 231 Hz 14122, 942 Hz 8548, 324 H z 10470, 456 Hz

14162, 332 Hz 8749,383 H z 10472, 291 Hz 14519, 232 Hz

8782, 421 H z 10689, 339 Hz 14543,128 Hz 8784, 424 H z
Examplé 33 2AMFrelquehtiéd enfisloyed fop iatment of pancréadd cancer (166

frequehéiis’s O 8ar incl8@ed): 361 H z 11541, 915 Hz 18785, 463 Hz
8935, 752 H z 11812, 328 Hz 30182,932 Hz 8936,1 Hz

H1812, 419 Hz Exanphg;2914M,Fr equenci es errgbs)éfggﬂ_,gr
atment of I|iver %_é 62 frequencie
33136%ﬁ@|uded) 423, 3212§?§S§g 196Hz 2743, 99§°§€? ?%V 062
436,3Hg ; 2017, 962Hz 2742598.8581HZ 470, 181 H z 2684429
436,3328%1, 951 H z 560, 326#7.838H20, 731 H z 28434283192tt
447 9464&, 932 H z 2221, 323&30885& 891 H z 668, 2961889 Hz
476127324, 393 H z 2873, HB77,972 H z 235343805z
6.232 H z 811, 9 62,309 H z 304
55929%3% 311 H z 2419 3%3%?3§6%% 983 H z 843, 2%3€#39yHé
589,183 45 222 H z 3086, 4 HEo50 504 H 2z 24484b48%2

624 2131‘1_27 232Hz 1755, 402899)3494'81 094Hz 3160, 94855.327 Hz
727 HZA873, 477Hz 2471, 328B23,32861z315Hz 1924, 7024417,834 2, 331

734,920 Hg 3267, 433 H Z32@%3§%$2sz 6383, 321 H Z49§§§2§9& H z

80931§%§§ 201 H z 6461, ggg gg@l 221 Hz 3505, ?é%
' 331 H z 9740, 6,296 H z 6758.
845,30 331 H z 3531, 556 779. 482 H z 9739354 4%?2

870,4 H546, 323 H 6856,§ZQ5R1QF¥0317 499Hz 35725§@épﬁkh
963,2268%7, 183 H z 1044373263,4BR +z3576, 189Hz 698@58251zH z

1156,789#56, 383Hz 3669, 513kE 28613, 235Hz 10579, 423B88B 08922, 221

N

N N N N

7 7043,209 Hz 1 H z 4013,932 H 23Hz
11?;:&B866 382 Hz 4071, %§§§§§g$5144 142 H z 11§§§g%ggzﬁk
%079, 951 H z 7210, {49, 935 Hz 4222282}
13601934 21 H z 11163, §988499X38, 402 H z 75162891 Hz
1372,201802, 821 Hz 3449219 Hz 5262282Ft
1372,934 Hz 3535219 Hz 5271,312 Hz
1804,126 Hz 3549,215 Hz 5387,73 Hz
1816,221 Hz 3564,419 Hz 5494,928 Hz
1873,477 Hz 3619,412 Hz 5521,221 Hz
1967,211 Hz 3622,312 Hz 5573,209 Hz
1990,482 Hz 3638,432 Hz 560,382 Hz
2278,312 Hz 3696,424 Hz 5929.616 Hz
2315 921 Hz 3943,214 Hz 5948,897 Hz
2320 315 Hz 3976,929 Hz 5966,112 Hz
2334178 Hz 4014889 Hz 5076,825 Hz
2381,443 Hz 4041 219 Hz 6064,197 Hz
2469 Hz 4044195 Hz 6086,256 Hz
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4256, 321 H z 7529.233 H z 11953, 424Hz 4289, 296 H z

7549, 212Hz 12223, 329Hz 4312,947 H z 7650,028 H z
wWa2m851689bHz 4435, 219Hz 7680, 518Hz 12267. 233 HPEI/EP2008/002379

4471,188 H z 7692,522 H z 12623,191 H z 4483,889 H z

6157 2892Q. 231 H z 12685,331 1bb 71,4486, 384 H z 7§ @gigggahgz
1, 423Hz 4629, 9 47.392 H z 127

6215,2 §§§ 211 H z 7979, éé%géé31%4085 222 H z 433§§§§%;bF

6333,9805% 339 H z 143338909318 Hz5086 281 H z 808 GIH F 5

6365242637, 331 H z 5124808a#84 BB72, 134Hz 1454210348, 4117Hz

6558,3518@, 121 H z 8141, 87443318655, 03 H z 524710955 $6ZHz

6568 28886, 383 H z 14828881%6@ Fiz5270, 834 H z 848358l i, Z
52 119Hz 15237

9, 213Hz 5340,4
682&1%%&% 218 H z 8460, g 6110 932 H z 5%?%%259 e,
6853,33h %2 201 H z 16144 H25906 512Hz 84932433480 Hz
685528885 238Hz 6037, 3§§5%2§1BB42 311 H z 1828263 Hz
7213,26480, 334Hz 8818, 108F#3,33862, 292 H z 6329, 19619942 Hz

7228,588b2, 329 H z 1893089&56@1 1250, 333 H z 88533@7444431 Az
72382490120, 311 H z 6361 8858, 179Hz 203
f 4,928 H z 8939, §65 284 H zExa $?7§%§
7277,9 %
uenci es enpl oy eat msnt of ova
7280,42242 frequen cies §82$ 8?4 H&cl uded): 78, 7614#£37.218 HZ
7320,494662, 123Hz 2973, 7791%1,232 8. 821 H Z 1579, 2424%331 Hz

7366,43980Q, 592 H z 410, 2485824644, 802Hz 3157, 48348454458 82 7Hz
7534 23P¢Q, 699Hz 3161, 469k 46611332 H z 1696, 403)8,

447,942 H 7z 17 2 3238, 148 H z 4§ 4'jéjﬂ§32
754875%%‘ 402Hz 3249, szg @?2 202 H z 1775, %%%i 15 Hz
7567,13h53 145 H z 559, 288 821, 720z 3314, 38668.239 Hz
762086052321 H z 2016, 3234&3336m,671 Hz 655, 43598212231 Hz
7663,209814, 231 H z 3366, 3@179—&22552 397 H z 2050;88% *bxHz

e s D TR O Vg A Il i
Z

785223%%5 092 H z 3590, §§%§#§9§ 822 H z 2221 323Hz
7920,84% b8 232> 1, 734, 92103183 Ebﬁé 832 H z 3632 793 Hz

749,221 H z 2253,704 H z 3636, 289 Hz 764,232 H z

2254, 329 H z 3637,085 Hz 778,295 H z 2278, 312Hz

3669, 513Hz 779, 403 H z 2332,949 H z 3770, 189Hz 806, 021
Example 10p A %suﬁnfl%smmgzeﬂioemammm long cangeri80 fre-
quenciesisp fadinglude): 313Hz 2413, 193Hz 3957, 185Hz 824, 327 H

7 2425 222 H z 3975, 228 Hz 825,145 H z 2433,321 H z
304,148061, 131 H z 835, 1292&%222&39,253 Hz 40723ﬁ§32+Hz

5047 1839, 521 H z 2465 23 169, 451 H z 841,
7 919Hz 4174, 25 12 H z 2669, 177 321
694,721 5 956, 984 Hz 271§k%§§t§*%243 303 H z 95§E%Eg£%%§
7088 Hr733 843 H z 4261, 3383 EP3Hags, 313Hz 2802, 459
708,841p129 113Hz 3360, 971 Hz 4798 422 Hz
1587,811 Hz 3366,311 Hz 4837,241 Hz
1759,318 Hz 3373,892 Hz 4959,842 Hz
1873,477 Hz 3440,212 Hz 5013,321 Hz
2253,704 Hz 3461,322 Hz 5047523 Hz
2391,312 Hz 3682,489 Hz 5068,322 Hz
2454 232 Hz 3727,231 Hz 5371,922 Hz
2729,929 Hz 3749,882 Hz 5538,432 Hz
2741,261 Hz 3769,942 Hz 5548,879 Hz
2761,312 Hz 4131,235 Hz 5679,309 Hz
2784,491 Hz 4158,393 Hz 5734,143 Hz
2812,443 Hz 4243,393 Hz 5787,342 Hz
2855,218 Hz 4347,733 Hz 6445,309 Hz
2859,495 Hz 4373,411 Hz 6838,434 Hz
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1024, 208Hz 2812. 321 H z 4309,335 H z 1102, 635Hz
2831, 386Hz 4314,188 H z 1121, 329 Hz 2835,332 H z

WA 3W8/1eRPHz 1159, 738Hz 2851, 347Hz 4328, 928 H zPCT/EP2008/002379
1372, 207Hz 2877, 192Hz 4380 321 H z 1396, 498Hz 2885. 322

4394, 134Hz 150 2887 385 H z z

Z:;ggggg 208Hz 2894, 97% 236 H 74439, 41‘ ?gégk@
286 Hz 8779, 3 42 161 H z 6875943 FPEQ
7079.4478% 231 H z 4447, £@§5ﬁﬁ2¢882 949 H z 88190824699 Hz
7216,28858% 339 H z 7206, 4031922 H8831, 132 Hz 45561685232D Kz
7376 0393& 214Hz 9028, 03b1bi7,4486, 009 H z 7257, 4894&l979 HZ
8418, 264Hz 4682, 6433k 2 éi%ﬁ 209 H z 9184, gg k3o 1 Hy

8082 1%%@2 593 H 2 9393 éﬁé%g 765,351 H 1 7499 I

5765 331 Hz 74
8% 409 Hz 4917, 287 T#60, 932 H z 973765614.3p1 iz
83521§etm 325Hz 7480. 2287EB§29T&6 232 Hz 5149,331 H z
7495,763 H z 9922, 231 H z 5228, 172Hz 7539, 432 H z
10032, 684 H z 5237,132 H z 7564, 185Hz 10446, 028 H z
5313, 353 Hz 7650, 028 H z 10478.221 H z 5745, 218Hz
Examplé8d, /3N Ftequbdiiés ahipiloyedTor Heatient 6f30iotAyoshrcoma (36

frequehefetdsa34ar hcibded):386 H z 8021, 921 H z 10743, 118Hz
5812, 322Hz 8038, 961 H z 10813,981 Hz 5869,321 H z

836,028Q40. 322 H z 10832, 882. 292 Hz 804 $275H&
84318é8§§8 243 Hz 5921, 5, 313Hz 10862, 429 géH

932Hz 8143, 49 5 127Hz 60609, 1§92 Hz
141,281l 332 H 2 109174§§§ﬁ226871 319Hz 8261, ¥296309 Hz

207372@9&7 188Hz 6083, 2842#{122 8802, 285 H z 1117852598 Hz
2381463@& 782Hz 8309, 752486211277, 289Hz 6169, 361908 Hz

532 Hz 11177448945 1§275, 232 H z 840§ § § g;ﬁ
1,491 Hz 6294, 424.229 H z 11 § z
29113%%%% 333 H z 8428 %%§ﬁ§2i 73.031 H z 640
35 451 H z 1179358868416%07. 207 H z 8488044294 Hz
3518321$gs 220Hz 6450, 786B3HA284R2, 797 H z 1207£189098iHz

3544,268'Hz, 098 H z 8548, 3896 M8z H2216, 212Hz 647'9,48231t1}-&
3569,289%, 361 H z 122535329gg4#/8, 338 H z 8563

0 933Hz 6543, 4 70,323 H z 122
42338%%%% 24 Hz 8579 3%§5E3£2?§292.222 Hz 666§%Q§§§?FEF
8642 181 H z 12357, 353 Hz 6753. 338 H z 8655, 818 H z
12527, 032 H 2 6851 323K 8758, 341 H 7 12755, 333 H

Examglg 3 AMRreciiencies SmploysdTer Seaalimers af megefistioma (f6 fre-

q“e“°5§§?%ﬂ§?f b829 195Hz 15450, 183Hz 18921, 415Hz
14410, 949 H z 16144,343 H z 18926,951 H z 14436, 201 H

958,929 Hz7932, 432 H z 188319.925Hz 14537, 218Hz 17%658,798 5tz

1713,9134208, 332 H z Examsphke 249 H%M Frequenci es eophagedif or

1736,782 ¢t ment of prost aker aapes

2334,178%,uded) :

2607,193 Hz
3112,974 Hz

5887,022 Hz
5965,922 Hz

13617 393 Hz

(183 frequengghesssq,far
331, 3"'25%7'465%2"' z 3251,815 H

Example 13. AM Frequencies employed for treatment of neuro-endocrine (30

frequencies so far included):

1766,335 Hz 2741,261 Hz 3296,431 Hz
2408,225 Hz 3020,212 Hz 3348,783 Hz
2441,502 Hz 3128,822 Hz 3360,971 Hz
2647,938 Hz 3238,742 Hz 3440,212 Hz
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331, 358Hz 1083, 309 H z 3264,827 H z 403, 218Hz

1102, 635Hz 3278, 329 H z 461, 233Hz 1102,71 H z 3281, 432
WOoR8AMBIPY H z 1240, 336Hz 3348, 783 H z 522, 213MZI/EP2008/002379

1372, 934Hz 3519, 118Hz 618 4Hz 1444,288 H z 3539, 962 H

3533 3é8¢%§3ggzghségg64g 9 %9313 ? 158187§§BZ45FQ
3666, g%% 321 H z 657, 3315%%2 ?g7o 699 H z 3673%%559 Bz
2397 H z 1697 32P492413881 341 H z 657 845Y932 Hz

4243 3934'3 521 H z 3686, 6291831 Hg57, 483 H z 20330213,8@ Hz
4426,387%&, 382 H z 659, 0830618912250, 282 H z 3774,923 H z

524583844 H z 2076, 519783863 +892 H z 694,689 H z
332Hz 3909, 33 7 Hz 2229,515 H z
553&2%%?% 321 Hz 741 ? 515622%3 121 H z 4031, 233Hz
741,421 H z 2381, 443Hz 4031, 933Hz 749,221 H z 2440, 489
H z 4038,203 H z 752,9 H z 2475, 912Hz 4081, 743Hz

Exam 2149 Bégﬁ;rz 24@'%%%4%é2§ l_%é%:?q%t;)%j&gkz 2628d c2hron|c
lymphoif cange fzsguees's%se fapine Y 703,331 H 2
2887,829 H z 4231,221 H z 809, 205 H z 2891,331 H z
814,413212[, 321 H z 819, 322512,636)8{2, 523 H z 4320, 3639121842 8 H
825,148 K249, 529 H z 432%24525pIHz 844, 822 H z 33502, 165H2| Z

241524388, 321 H 24417, 3ggg¢3g§;& 943Hz 9351, 93%oth 33
452 Hz 6973, 3 93,946 H z 454
;Z?iigig%,gszrz 9694,17§ % §§§306 Hz 7146, 5o§4€§§5§F6
: % 405 Hz 4638, 2 % 2, 505Hz 102261398331 Hz
2891,02941, 322 H z 7251, 38812246190, 232Hz 4854, 318Hz
7251, 322 Hz 10514, 768Hz 4882.322 Hz 7278, 124Hz
10689, 339Hz 4978, 822 H z 7279,335 H z 10772, 419Hz
5237, 152Hz 7299, 119Hz 10818, 452Hz 5264, 222 Hz 7527, 229
Example 151 1AM, Pgjuensies eptployed 768 drcament of r9eons arultiple
canceb{@fregencies’ss farlitadé@po9, 329Hz 5431, 542Hz
7842, 184 Hz 12308, 321 H 7 5455,593 H z 8023, 32 Hz
7651962883, 339 Hz 6345, 8096, 939 Hz 138%Q4§§§1t5
433 H z 8245, 4013, 123 Hz 63
233&2%5%% 291 Hz 14171 %%éﬂgagké41s 331 H z 83§§6§§é1
2372,1¢46%1 329 Hz 6496 H2108. 121 Hz 1475@7%é25FE
2381,44831 205 H z 8432, §@§4ﬂ55F¥4986 794 Hz 658949952 Hz
24253983, 238 Hz 15930, 358085 H6590, 328 Hz 85528281 3bb Eiz
2656,356046, 623 Hz 6651, 386kipo8%B5, 224 H z 1788Q095A3% Hz

9741 28196, 431 H z 8935, 247,532 Hz 6743,322 H 7
’gg 253Hz 18282, 2 ??459% 3,282 H z 9018, 233Hz

18629 328 Hz 6850, 197Hz 9068, 231 H z 19469, 318 Hz
6855, 286 H z 9137, 232Hz 19766, 218 Hz 6864,896 H z

Exampc‘i(]ssl%. 3&!@0 ﬂeﬁu%(?\%}gs %ﬁ?pl'&%ed for treatment of Hodgkin disease

(lymphoma) (19 frequencies so far included):

752,5 Hz 3371,216 Hz 5724,231 Hz
976,3 Hz 3605,432 Hz 6358,194 Hz
1558,223 Hz 3623,198 Hz 7472,211 Hz
2310,912 Hz 3838,281 Hz 8062,121 Hz
2477,919 Hz 3838,48 Hz 8222,222 Hz
2560,843 Hz 5102 Hz

3348,783 Hz 5696,932 Hz
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Exanpl e 5. AM Frequenci es enpl oyed for treatnent of

ki dney cancer (36 fre quencies so far included):
W@2833Kb4Hz 2254, 329 Hz 7054, 279 Hz 631 , 141 HeCT/EP2008/002379

3555, 209 Hz 7074,429 H z 643,312 Hz 3928, 343 Hz

Examp-!i35|'9! 34N EFe ciég eggolﬁﬁgg @g%%% hii g%%@e??? fre-

quencl O T uaB R 20l 1y 5314, 325 H 2 8831 132 H 7

Hz 6007 332 0,228 H 21056
1%%2%2%33 Hz 12631, §§'1§g§§ 586, 229 Hz 1 %4233%%52
23984825172 Hz 10634, 2933483 Hese1 . 221 Hz 141AM268HT Hy
2806873649 Hz 11846, 2235843326278, 941 Hz Examgd,e2BHz AM

2Bp8gueRei es enpl oyed4ﬁ@34we@t ment of thyypagdssanger

Md1Qo8 quenci es soy ggé g g,uded) : 493, 4%%3—%59
HZ 7534, 221 02 H z 3509
2%%?7% % Hz 618, 927’5'#52 % ’é' 328 Hz 772 {hz

Yz 7 3637 0854619329M8 870 H z 648785222 Hz
2@6322%@ H z 8013, 953}123 eszsﬁam H z 4154, 3981, 122 Hz

2806,909H2 Hz 821, 202st52486 B93 H z 8040, 2311231;@ Hz
2836 13¢1i,H z 4261, 22830781955 H z 914, 429443 1y

éﬁ? Nl Ssioiéglﬂgg'f‘s @é%*%é% i 8201, %@%HZ

4366, 2924%$.72 !3'59 752 H z 178%

N

32121@37%812 H z 8311, 37%649.28PHz9. 231 H 2z 44%383%1 sz
384338891 H z 2315, 888Bi6,247Bz113Hz 8525, 78882 Hz
3334218 l2 EZ gggg, 3364@20@%}2, gg; EZ égﬂ@zﬂa%%smz
Z , . Z
j§§§§2§§? Hz 2723, 30%2 g%g 4,123 H z %@f rf
4 H z 5548, 87 ; B39 109Hz 274

488699981, 10127, 2796852888 H253 H 7z 5754, 249 5962 Hz
4201321181 H z 2859, 48915886 61455, 131 H z 104%EB, BBHH Z
2886, 232 H z 6620.132 H z 10498, 339Hz 3021, 122Hz

6666, B3O dH Ex el p Rk PORe tz AR TE Vendieg Hte4mlBOdHby a bio-

1 559, 2 2HZ 3080,592 H z 6745.333 H.z 13, 222Hz.
HT9CBIBES 2BYON1991Y857, %?M”é?ﬁ?ﬁ%ﬂvﬁ“i’“s and
Gr&&é,séhBémIans ldf955y9|4>%§|c3127'333389h’|és7(&36;&22me13|| defined
049 H.z

1 84,192 z 7230 H z 12139,
s AN eiientdsi 3y sibletls” eiE8Re oo d,a0o i st omag-
7366¢ FMBisdian B3@&HhtdA2HA 64!46:8213 H zedddthekdE dHtEat all of
H 214014 941 H 048, 391 z 17881, 709
s st e Qi es b R Tas Hpdkifent Of sufhocts sur
1fE5 g Zﬂﬂm Hhze Dxdiopted TormMbfFtequenci eweeiep) aylednffe@r num-
treat adder cancer (,28 fre

BT g "Sé‘ig fHoaUegcisy Sidﬁafilz‘°8%%'gee@i'ailff%§fsos4

10 Hz 3692 319 Hz 8749 232 Hz 870,4 Hz 3952, 308 Hz
Tl {54030 e B3 BRIy 5 e
, thbbeHE xB37p12s9 induding a Iarge number of frequencies, it has
earlier on been determined that beneficial therapeutic effects are
achieved by application of some but not all of the frequencies

15 listed. However, following on more extended trials, it has been de-
termined that application to subjects of further frequencies en-
hance the efficacy of treatment and yields therapeutic effects in
patients whose tumours have become resistant to therapy. It is ac-
cordingly preferred that all of the determined listed frequencies be

20 applied to the subject. The mechanism of including additional fre-

quencies is attributed to either or both of inter-active synergism
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2715, 232 Hz 6710, 899 Hz 14015, 241 Hz 3042,01 2 Hz 6721
,91 2 Hz 18524,41 9 Hz 3196, 194 Hz 7181 ,784 Hz

WQ2038/1883 Hz 7458, 209 Hz Exanpl e 8. AM Fr equeneCEEBP2008/002379

enpl oyed for treatnment of colon cancer (100 fre

guencies so far included): 78,76 Hz 3373,892 H z

S d i y . 7 4 .

oas LT PpIRR BRayeds 50 SN ag T cgl3 Wiish, flade been in

3flgenoed by theyemtnentiand atgitipe ffe3gopfgpe #fiditional fre-

5555n2b2Hz 1162, 117Hz 3531, 422 H z 5572,032 H z

1372, 207Hz 3533,328 H z 5634, 933 H z 1372, 934Hz

3766,296 H z 5724,231 H z 1718, 532Hz 4040,839 H z

5 2: 81

S A s e LR RE 3l Gl dng frop e

Hs2meotyp e o8 tmopngs!isgopwty p3acoally ipvedag8Exhibiz the

2 7 . , . . .

A AR dA8e s Dl e B e 4G Sgdk fye)! defined

6A5dh freguenciesseuipgrmose 4N, prenuenciggawhitgidiffer only

2 z 2 471 .

75 SRgnIl0gge 0 0G0 e e R el B HyishF from the

68sgusngias Jistad1imaepne 4581 R HPHYE8HRIPSH Fesponse by

3 y ’ ) 84, 9.k . )

SHITesks e I8 R O oealE BB grgnt fre

798enapol Vil dreseq detgrpAZIH thelmw,rgag Blystem of

7 , Z; 2 Zndl ,

o3 HS3el SindahBioh) tubl od 8BAn LD tH SofdE grgubleRt for

1Bhvgokmpral 787F0RSES HpveroZ ozt range 15238 a5486tes to de-

8 i Q3 , .

SOA T ASIE, St ool oRstReR uisdio o st 41 55¢ tjue. then

613 1P 8 FtHY hgafp glef e H fre quartries 1Bysigbagicall tespenses are

1Q§Zi2e@.93ﬁésgxﬁgﬁlu%n%ieéAMiﬁri%qqgﬂgkﬁsmearﬂ?h.‘Wﬁﬂ i defined

treatment of pancreas cancer (166 frequencies so far

i Henygegies sted antgnesr7odEgef 4066 8BNP Y adR®YVe, 865uch
0 4

RrtideRaheitd 408003 bty 1 AqFREETRILE of ne

aamoup willzbeeRBows1 Hhe aleglrogdorHyytge i7He invention is

2 . . .

SRR RIS oS8 ) GaglghEplshesence or

e2hsenerangg e g Hos tyR8s Fotumpyr ZeiHIr P@P3, apgancers.

4 7 - 44 :

S8R/ SERH e Shelio SR HERTER 0 sy

zPrerietingawhetheg7e. Batient 3gEsheonefi fugsghgoepeligation of a

963,022 2 : 6 i

JTvehedolies ¢iomdabid Shaadthilet, Tt Rl 1ERerg dds

3T E 2 ppgag[[gx’qfogrgpr[,tmg responses to treatment, thereby

enhancing the possibility to select optimal modes of treatment.

The sequence of well defined frequencies are preferably applied
sequentially for determined periods of time, e.g. 3 seconds for
each frequency, but several frequencies méy also be applied si-
multaneously. This means that a cycle of application involving 180
frequencies would take nearly 10 minutes time. Advantageous ef-

fects may however also arise from applying individual well defined
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10

15

20

25

1360, 133Hz 3438, 109 H z 5209,911 H z 1372, 207Hz
3449, 219Hz 5262,282 H z 1372,934 H z 3535, 219Hz

WG 2008/ 18b2Hz 1804, 126Hz 3549, 215Hz 5387, 73 H z BGIEPRRL/002379

H z 3564, 419Hz 5494,928 H z 1873,477Hz 3619,412 H z
5521, 221 H z 1967,211 H z 3622,312 H z 5573,209 H z

L8945 1 o2 s SHRGOEE b5 AR A econcs

594@eglor G4sgcopde, 81G6Hz 3976, 929 H z 5966, 112 H z

2334, 178Hz 4014,889 H z 5976,825 H z 2381,443 H z

4041, 219 H z 6064,197 H z 2469 H z 4044, 195Hz 6086, 256
HT hen&re B3 1o sSPA8S5, iy Rz apphed, t3aHpulgets spdfgiing from the
8 33, 5 3 1 ,

188%6, 111%@@%@%,‘%@29Ebét'go%is,c%i%%aggfgﬁ%ﬁiﬁa HPY the
688e shzpRlizagpa20B82e How a0ORY, BBt Maghe8CcTBitsipns to

S0, M8y S iR P L gno ne
68%8alB6oPditi @B RS thelsubject2énBEral however204¢ktest ex-

Si3gi s MELLOSIRAE (I 0 T, o
7pgqtegbtio pupvige I Parigel Hhamspeusipige TRV H42ndHwho have

9 . 7 320494 Z )
ﬁé%%%%%%@@%‘?ﬁ‘%%é’%sf%@%s dfroatlHFaafgns such
783 NEFIOh 8T HB6 37 495 i 0RO VeIOTRRIOBIIH I n tNESE, SEMBHE cases,

9 7. 215Kz 75 8 -

1861 8 JulieS Ao BTG b A i g o S iee 1 hour
7681y 208 atment 0Howeser H with 081 deBetopTTes, 203 aternative
1 32 _H 3 4384 2
7SR 80 Fotl oy et in£PRnan Py B anR it ibth o robe,
et idyeeus @prlicaitoneint possilagdine dikef 8o fard aneencoewpli-
SO LAl .| - 28 822tz 4378, 321 H z
682{:% add;mséf%g%aﬁﬁgf%ﬂ%ji%t e31'iltH 7 694,727 H z

3103, 212Hz 4481, 242Hz 708.8 H z 3348, 783 H z 4777, 521

AR vt 133,540 Sl 0D, U, Shdo Ry Bpbyiefes

498 rgaie 1 atives7 Inadifipatiy apu2vaiatis0s 3vidhe apparent to

2253 704 H 7 3461, 322 523 2
3‘3’3’3’1%38""3"5'@3@%.%’%2AH°§‘§%§°1?'2§2WE' ?esgﬁ%”géﬁ {4 fnetuge
51} 5 BPna e pn atipes 9PQ difieatigas, 882 arathE38 WiBEnHhe spirit
2744, 5548879 H z 2761, 312 H 7
4%@%,525%&%?6@%%8%%%6? 93 4?'491 H z 4158, 393Hz

5734, 143Hz 2812, 443 H z 4243.393 H z 5787,342 H z

2855, 218 H z 4347,733 H z 6445, 309 H z 2859, 495 H z
4373.411 H z 6838, 434 H 26870, 955 Hz 8442, 473 Hz

10424, 908 Hz 6879, 216 Hz 8773916 Hz 10452, 913 Hz

7079, 411 Hz 8935, 752 Hz 10824, 609 Hz
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7216, 288 Hz 9121 , 223 Hz 11656, 329 Hz 7376, 089 Hz 9181
,434 Hz 12748,91 9 Hz 7761 , 289 Hz 9317,913 Hz

W@ 20034168901 Hz 8082, 173 Hz 9363, 896 Hz 15798, 33BCHEPRRE102379

, 259 Hz 9736,919 Hz 16510, 321 Hz 8352,189 Hz 9753, 321
Hz Exanple 11. AM Frequenci es enpl oyed for treatnent

0 r 0 (36 frequencies so far included):
82%+%2'%%$@ 1@321 Hz 6651 ,276 Hz 843,181 Hz

4266, 591 Hz 7168, 892 Hz 1411 , 241 Hz 4337,322 Hz
7406A309|&QZF®®"¢357§EHHZ(14423Iqt1\l_laﬂablte A58 EA8ickHr ABB4r and

o 7808 ey L el g pbe B e gty ProghrdddTogs in o
3232wagm - bio BiEny @@mm2907$u29a05t$c6a3153$49%25€5&31 more
ézégégtf%%@;gw% %8%M pé@éa?? m%é “hesrodelpplé: o
¢ eBeda E= re eeroicgscarrier
Sﬁgﬁgztﬁzlgof)lyoergﬁ\%?gt ]?a aﬁrpts(ge gé 'F;:N;%gagpg icg its (21)
guencies SO Far’i el uddeag):gg%%, g I%z 5 %5, éﬁ Y
6516¢T9Rrigzng 7413, cgnﬁnhlmi@i;m 21ieh Hne72244d|97ndrlze géelnelrator
s I A R e el o
Hz S%lsr@ZQfHprEmanvp\IferrmatIOAMﬂzage?laeahmr&soerrpboe/;gdzrfemator
| PLTEN e RARYEh LS (R0 SARRESRGR b con
2408tr22519128|302062a®r91 B43348, IBBréitingd4inBiddte modulated

3400 513 P83 15 e9Tp s S0 AT 1rdgdengl g er sianals,

36665@8309@ 617 3423 e rFwr5¢idO3it+HA 29D 7Ortd@2mdze including
5849, 9 2

0073°H15° 8136 5AT TEEhtE, A Be b ayidieh” reauency
67800<6r7190|—|§l®58|69242r$1pr§16311)2fb¢ Hanmarrm ehé4freéwbncy at
Freqg e of t ment_ of a and

chr o\h’lﬁ&q‘l eﬁSﬁehglr'“ thgce?ﬁ?éL}I%?'roggugﬁ%l %ﬁgo Fg the system
i ncl Uﬂédﬁurt@qnmaﬂ.es clam @3sihg, 6740 Mre N6 03’180&h||8@5pd§||5|0n

& ST S e R U] oo

2874( 148232 3HA 0g949p 322g Ho 1@@5@aeﬁﬂblHDd289mar@ﬁﬁaIHm subject

7587 h%z E'Z ﬁ)ﬁm SmlpﬁltuﬁyI ﬁ%%‘ﬂ:'t‘aet%%' W fgq)efrg hsgﬁriggs at

treatent o pl'e “cancer
so far p[qﬂﬂammwﬁtrdﬁﬂ 1@6qH2n2$,8$|tﬁr&clt-Erliédl9 IBSlhhk said

2336,,238 9 , / 312,

3265 %%3%5@8%3"@%’“%%@% %&'ﬁ’é‘%gsg‘é’f 58ub, frequency
80490%20FIEGZ1¢25t<394($-&) 3580a@sptaxi 8Q3;3RAtdHy control the
265 3 741 6l Hz
36743895 BlarmpiydE migiauot S Sutl a0 dhu gy of
treahe@éh_ﬂQﬂO Mgknqhativse@senel 9np1n@rrea)de¢ar9mned or prede-
freqﬂé‘?ﬂﬁh@é r%(?er@t{cé %%Hlme: modulation frequencies selected

from within a range of 0.01 Hz to 70 kHz and furthermore in
that said source of control information (52) includes reference
amplitude modulation frequency control information which
comprises at least a significant proportion (in excess of 50 %)
of accurately defined reference amplitude modulation frequen-

cies listed in any one of the Examples A, B and 1 to 17, or all
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35

752,5 H z 3371, 216Hz 5724,231 H z 976,3 H z 3605,432 H
z 6358,194 H z 1558, 223Hz 3623,198 H z 7472,211 H z

WQ3md1bRHz 3838, 281 H z 8062,121 H z 2477, 919MZI/EP2008/002379

3838,48 H z 8222,222 H z 2560, 843Hz 5102 H z 3348, 783
H z 5696, 932 H zExanple 17. AM Frequenci es enpl oyed

f or : j 1}: 7.fre

et Sheq el SN G S Rl Fe gl Hatery
8, 182eHred33aq@gneiesy aiscdmPeratin L88dreof43 Hz

4358, 333 Hz 7182,922 Hz 2425, 394 Hz 4393, 419 Hz

7194, 897 Hz 2442,423 Hz 4454, 194 Hz 7323, 209 Hz
2478 A9FBstem 4315 argQreing7 39(;1848 HzirP®BUcB iBeHrequency of

*25T% Sple! T8 gl Bo b ad Bl pidg e SGhtror

Hz SPEge2t®1 withig2as, al‘UQ”HZYBQﬂQOESQDHt réziB,e09® thie one or

8272 0] 5 7

33357535 T LEIBoRa oAt P igRe g adn fitue modu-
6316/atian Fe@E3R@S. Hz 3436, 211 Hz 6459, 203 Hz

10719, 318 Hz 3916, 321 Hz 6474, 332 Hz 11556, 241 Hz 4031

, 933 Hz 6626,572 Hz 12828, 633 Hz 4086, 091 Hz 6855, 286
H3- 1A53¥ste6D (1) 4Z40rd BRI teic! 81N 5,886 WHich 4586{ré@beHzy of
The r ] N

by oy o Foclracic srae i, M FHUREcCETe AEbE APelEaror
obselakdei havitng abasceeraayt of of0 piprsi tletjvealo the one or
resp S d S )
by oo o PR RE e B P LB et e BB hnoau
em sty &eciuemcieon. | n general, it is recomended

that all of the listed frequenci es be applied in the
treatnment of subjects suf fering fromthe indicated

f 8r MPosyantdill) Ho®eveng o ldlaim &d mumhieh tbe trequency of
|1 St ab In@AUPRGL RS aﬂ#ﬁl@tuld%agwotcﬂn?ﬁgﬁg r?éra%geacrteSCOtlthol-
O note in respect of the above ste re uenci es,

part |adleaio withse Exagplescy é| akbutg wwrargeéahuﬂ‘d@rtrrff one
freqyen rhie e

benery ol ot ot anam e’ of rRifuteP ATtk Age Shbiiuae
appl Mestylationfiregueneigs. not all of the frequen(:| es 15
listed. However, following o n nore extended trials,

it has been de term ned that application to subjects

of- f Grafrdent (Ehuaneriling te Aanmwe hé teefireaeging claims, in
Ly calRRil @Rl ahBliflfd NRLAREMLILC 180! Sifciol N eP@étkgma@neuc
whose tunours have becone resistant Pher

ac cBrdssigny %‘F'é‘?@rt?éda'tqmta'atam@ﬂ @the @t@tbelntm dledng emis-
l'i ste@dnf begupsediespde 20 applied t o the subject. The
mechani sm of including add itional f re quencies is
attributed t o either or both of inter-active

Sgneags &t ween ARl f cke t I

whi ch hygs\’lfg p\ggnpl n fl ggﬁbcégeﬁgﬁﬁhse ?? g?%g'nt\geang(fﬂy of at
addi {63 &t Ecmeiptaipge- additional f re quencies. Of
further note is the fact that different patients
sufferlanromthe same type of tunmour cell growth

pf acfi DAY PsEardiag o é)k‘h'l”blet ihw hagio\ae shabif it reddat least
physiol’agisalntegspnses at the sane well defined AM
frequencies. Furthernore, AM frequencies which differ
only very slightly (less than 0.0001 % at higher

f s equesiaitem) (fnoaeédihg aaUSRE IS bi $ﬁ@%recé31r@eefélﬁl|s in
el i C'f?ﬁthﬁh ysi ol ogi cal response by subjects exposed

to e¥ Pt °§ufeﬁf%e9%ﬂf§?'|'@w@| 9ean§t@|'é?dfle' § 429) are
quencyntrbnavieely efmphaske adAnatiBatddiitsol P als which lead
el ectronic systemof the present invention nay be
adapted to screen a subject for physiol ogica

responses over a broad range of frequencies to

det erm ne
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t he presence or absence tunour cells and, if positive,
then to note at which defined frequencies

wokassiitdeayi cal responses are elicited. These PCT/EP2008/002379

frequencies will in general match with the defined
frequencies listed in one or other of the Exanples

abov S h S as . be devel oped and.
hencgot aer%rg uf;te%%f 8{ e ?Eﬁjooﬁer W?W%'émk%%? f?ﬁgs abe'ng
el ecgeorratesiystem of the invention is therefore a

val uabl e di agnostic tool for diagnosing the presence

or absence and identities of types of tunour cel
gPowbhsystenatider scchudinbetarorlejmt Be iel eticlonihe syspiemde
of t ' [ ] va f redi cting whether a
patiEﬁ?ha%ﬁphb@%é%??9%V%n$#%ge§%gﬁﬁchﬁéﬁ'o s%dSWvgﬂuare
ser i gsangul@odul muitirief coquanetioss thleeesf st em t her ef ore
pos sesses a capability of predicting responses to
treatnment, thereby enhancing the possibility to sel ect
opPi Aesystetes! Df acewatinerip. clae equeace Hfinwehich the one
defi ' 1 ef I i .
sequantT ol o Fior o6y, SrBuRisg (B8P Ack BBRtrbfidble by amplitude
secomdsiflariopagdntfelegigavady , wivich gewerate & rrdqualityi ek ampli-
may | i e [ a .. Thi ans_.th

a cyg{ogé)o 8%%%?‘i°€a9’ia3’r? f%%v?ﬁ&%% qfureg]éﬁaemﬁioéss'%uafad’ e
t akeonelyrly 10 minutes tinme. Advantageous ef fects may
however al so arise from applying individual well

def i nedfrequencies for differing time periods, e.g.
shireAfsirstems étbndecorsbing tboanp oecohdise preceding claims, in

Ther [ ' j-ect
Lo B8R o RIS P BRRMY S "o HOEE ey o
cancene aple mixiee geiNREAtdiycirheits i (79)ohreasell ¢ clad tronofone or

the | QwWeeneiay, & 1 ] SS] h
subj e on o FESAET enEHsY R Aot oM age Mz
and aheé WMz condition of the subject. In general,
however, greatest ex perience has been gained in
treating termnally ill subjects expected to survive
nb2| Bdriedterh&hl Japecrrding de amntdne ahdheirsehadinqgtaas, in
to di,ReaNthLUS B el At Ly pf Q! aPGEL | tS re-
such as chen%sfheraggﬂoéyﬁgagggﬁ?ﬁ%éﬁiE@g%ﬁékgaggggC§'e
t heseelyevemeapssess) lcemymhyiadting voth ttheabmenor anere data
reco , Oi : a Tr

oneh e TR Y Rt dr e ey ELa b Y by GBI e cgntro
app“Wé@UPéh?ni@eUaO§hEPbﬂhantby eeary wiore imberfaces or re-
Pr ODge (vEPTHLBHEYS 63PRd Gt dtd $nBOFEE B edPd 4 proces-
likely to enhance conpli ance and the efficacy of Phe
treat®Ene! INVHdreteheiiawen(? bhthandidencamsmnded wishre-
Specifé6siGENd RN Sy BN iﬁ#éﬁﬁ%&ﬁ\fgsoe communicated to
modi fi cations and variations wll be apparenp]to those
ski !‘Ih@doﬂﬂ Q'@ O&¢ e NRE SR TAE gL S (QQ)NVI thepenpmremdee data
o I Adldg oft lor SHELY @hé §1dMALikeF 1)TOdI T cati ons, and
variations wthin the spirit and scope of the appended
clainms.What is clained is: 1. An electronic system (

143 R%;}s}f@hﬂmﬁ R¥ 8l Eimlg" it&aélanﬁ"v?%mﬁ?%m%hngwé %rnonérol in-

i nfluencing cellular functions or | unctions

var mob MRy ifabhdlsi arp i gbp e ttanseoitiabii g i anperothe delemirome,
contingd il @abRoPREREY nfd £ MAMBANEhECo e 8Ydata proces-
generator ¢ ir CUItS_(ZQ? for generating one or nore

hi ghs¥PeqUdRt3B @R ¢ icrcWisghdl s Viarnbeopnemremdeainterfaces
processors or integrated circuits (21 ) conprising or
communi cating with the one or nore generator circuits
(29) and being for receiving control information from

a source of control information (52), said one or nore
generator circuits (29) including one or nore

anmpl i tude nodul ation co n tgel signal generators (34)
for controlling anplitude nodul ated variations of the
one or nore high frequency carrier signals, said one

or nore generator circuits (29) furthernore including
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a programcontrolled frequency, characterized in that
said one or nore progranmabl e anplitude nodul ati on

WO e@guemdy control generators (31 ) are adapt eRCT/BP2008/002379

accurately control the frequency of anplitude

nodul ations to wthin an accuracy of at |east 1000 ppm

rel a&iVecbw&neéynmﬁe>d&@ﬁmm@§t.9§ WtRdehd &8 M more

reference anplitude nodul ati on frequencies selecte

f r ond @& ATICL IR iptegryedieire ity 2kHz and

furthernDre in that said source of control information

(5 i ncl udes reference anplitude nodul ati on frequency

c@)ﬁt'?‘o?ryﬁtﬂfrbl(h‘b)t PEACIHINGht T 6HiM de&sonatclaignst3.ain which the

Si gnééht‘?@ﬂﬁnﬂyrﬁpéfﬁ(;d QE' ét'o?e@)(tﬁe§§ idkoafBnOftorage device

accurately defined reference anplitude nDduIatlo%
requert)cied injwhid the wtwené@rmﬁ@oma@aegf%abe aadhe
1 toodd or Rbréldfth %C@S@%?yrﬁtlﬁk el el it BENGILSne

or yet further accurately defined %re uenci es, or

comb?h&R e Ehdnteéa et (46) W@W’Eﬁ@(‘%l‘)"tﬁcﬁtﬁ dinfy aromore

cl ai gk, pidbé@“s'o‘?@ dietb g eneansycits (he. one or nore

anpl i t ude nodul ati ons generated are cont rol lable to

within an accuracy of 100 ppmrelative to the one or

ps A A8 i peq Qécmeﬁ&ttermw%qker s %@Tﬁ@cémd tHfs, in
nmodu | ation frequencies. 3. system ( accor di ng

to cVhigh Phe sustam eﬁmmeser% é‘qHéﬁ'&:yd%'Ft'fc'ﬁ%“@ﬂed%\r'cﬁo@?éa)

anpl éd e, HTEQHthWRHSaQF‘éE&t%r?é’ ATtReCOME drOhor8l &al Proc-

wi thin an accuracy of pmrelative to the one or

mor eSRRA"Er AT HBLEYRpd e‘é!é‘?'e'lt%(ﬁéd ?’éﬁ@r@wééeaﬁbﬁtﬁmdéﬂ to
modUbé alchiQRtéd SIUSABISfed for ude DR B theldsepccording

toclaim3 , in whichthe frequency of the one or nore
anpl i tude nodul ati ons generated are control lable to

W & hA s \@le AC ¢4 RGRERTdARPUS dnPRIRd %'fattHeV%rEQth% &ims,

or nore determ ned or predeterm ned reference

anpl Vb 5e 'HDYdPaL ? oM oNiEqUEOi 83MPSIsingy ggBitering geftware

accoiglli AbritordRy e HhplifedPr 86dLAG1LEAE Thod N1aWBhChre-

t he anplitude nodul at ed IOM/ener% el ectromagneti c

enm sV QéhibraaBAlINI¢e medwisteddoyt erergyaplgqtigmagnetic
duridgisyibasi genefatdld |82A%hel8ne Br- mbd r§y§¥3ﬁ@r£t¥ﬂ=) circuits
according to claim5 , in which a stabi

| east?2%10~6 is maintained . 7 . A systen1accord|ng to
claim6 , in which a stability of at |east 10~7 is

mai ntained. 8 . A system ( 11) according to any one of

tiEe Ars§eesinngl 19! tdBrding tWha s ohik€oPfe PreBBEfg claims, in
controll abl e %%nerator circuits (29) are controll able

by aMpiah; e iM4PEEnCE AEAsterdnigRsl ammitedel mpstidation

var lfﬁéléuéﬁ)éﬁﬁc&ftr@mﬂmdrh‘%ld}pdé” B tePR i VY & f ?’f@@el@ﬁ\wﬂged
generated .. A system ( 11) accordln to claim8_,

n vt é‘he‘t"h% Qénm'w&@drw| BG5S SwHMe v'argneba?évat'ons or

Se| afbaduféaBnsd W39h¢§||o,loén‘éﬁﬁrr@acflthnWhﬂé Qﬁbject when
nultl |,e combi nati ons thereof . Ysteg%é) L

accdt FH@”QO Hme shat C@I"Hf% @’”Cti"rﬁ‘svxﬁ e (i pple b ex-
nmor Q:IGﬁiWnyafeQbo(éirf@lihst(@@ct&beeWEéle's' 8blfghYfrequency
nplltude nodul ati on contr ol qna S ch generate a

pl ur ey B'Ignérlrfol "i’de&‘éd‘i"m’BGF’HH &M ﬁév% o565 ,Of e Rditude

sequaBtuBtion erefigndiegne ously. 11. A system ( 11)

according to any one of the preceding clains, in which

the high frequency carrier signals to be generated by

the one or nore generator circuits (29) are sel ected

fromone or nore high frequencies selected from about

27 MHz, 433 MHz and 900 MHz 12 . A system ( 11)
according to any one of the preceding clains, in which

the system ( 11) conprises one or nore interfaces or r

e ceiver nmeans ( 16) conmunicating wth the one or

nore data processors or integrated circuits (21 )

and in which the control information is transferable

to the one or nore interfaces or receiver neans ( 16)
and hence to the one or nore data proces



sors or integrated circuits (21 ) to enabl e comand
signals re sponsive to received control information to
whe00sonwswni cated to the one or nore generator RBCT/EPRINS002379
(29) by the one or nore data processors or integrated
circuits (21 ) . 13 . A system( 11) according to
chgl Q) digste Q1W'a%lao}@ﬁug“t)€tcrlglm'f‘7,f Wi{:}qr}h'esdetermined
transferable or’ transm ttabl e over 't he tel ephone,
i nt epheredetgdpuned foeavenaimnsare emnlhgedas ormaegeeto iden-
dat a;y QRESH SRAre ?f d TLeM @t of CASGH h%ré@%rc—?d Wy ot Barm-
one or nore I nterfacesor receiver neans (16)
commbificdsd mgminelapheulbiestor nore data processors or
integrated circuits (21 ) . 14 . A system( 11)
according to claim12 or claim13 , in which the
control information is stored in an information
storage device (52) and in which the contro
information is transferable to the one or nore data
processors or integrated circuits (21 ) via one or
nore interfaces (16) communicating with the one or
nore data processors or integrated circuits (21 ) . 15
A system ( 11) according to any one of the preceding
clainms, in which the system conprises a user
identification device (2 l1a) conmmunicating with at
| east one of the one or nore data proc essors or
integrated circuits (21 ) enabling the system( 11) to
be activated or enployed for use only by the user. 16
A system (11) according to any one of the preceding
cl ai ms, which includes a nonitor (54) conprising
nonitoring software for nonitoring the anplitude and
anpl i tude nodul ation frequency of the anplitude
nodul at ed | ow energy el ectronagneti c em ssi ons
generated by the one or nore generator circuits (29).
17 . A system( 11) according to any one of the
preceding clains, in which the determ ned or
predet erm ned anplitude nodul ati on frequency contro
information is determi ned or predeterm ned by neans of
a bi o-feedback process invol ving observations or
measur enents of physiol ogi cal reactions by the subject
when or during the tinme that cellular functions of the
subj ect are excited by exposing the subject to
em ssions of high frequency carrier signals anplitude
nodul ated at a series of anplitude nodul ation freq
uencies.8 . A system (11) according to claim17, in
whi ch the determ ned or predeterm ned frequencies are
enpl oyed as a node to iden tify the nature of a tunour
or cancer harboured by a warm bl ooded manmal i an
subj ect .
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