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Figure 7a, 7b
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Figure 8c
M ace2*y
ace2y
W ace™
n ace*
ace2 —
ace2v
g
&
b ace2”
£
2]
B
ace
ace*
ace2v
o N ~ = . o . Figure 10a
Re=R T4 BN ITT AL ADELD/ S—t b 9
(%) 1 " g gotgataag
350 61 gggaaagtca ttcagtguat gtgatcttgy acgatgtcaa
121 g geteagkee accattgagg
181 gacatttttg gacaagttta g gttcacttge
241 £ o
300 301 ggacaaatgg totg taaaggaaca actt
361 go cttcageaaa atgggtottc
421 agtgctctca gaagacaaga t 2
250 481 ctacagtact ggaaaagttt o taatccacaa g tacttgaace
541 e
601 aa tatgaagagt atgtggtett
661 gaaaaatgag at a o tat ggggattatt ggagaggaga
2001 -@- & ace2 /yy 7k (n=4) 721, ot
781 ggaacatacc tttgaagaga ttaaaccatt atatgaacat cttcatgect atgtgaggge
-@- B X , (n=2) 841 asagttgatg tt c +
150- @ BiEK WE (n=1) 901 g a gac aaatctgtac tctttgacag ttcccttigg
- 961 a ttactgatge a. ca a
@ wo g wE  (n=1) 1021 aatattcaag gaggecgaga agttcttigh atctgttggt cttcotaata tgactcaagg
1081 o &
100+ 1141 cacagettgg o t toctt aggtgacaat
1201 t tc cagtatgata tggcatatgc
1261 tgcacaacct tttctgctaa gaaatggagc taatgaagga ttccatgaag ctgttgggga
. 1321 aatcatgtca ctttctgeag ccacacctaa goatttaaaa tecattggte ttetgtcace
50 1381 cgattttcaa t t
0 0.5h 1h 1.5h 2h 25h 3h 1441 tg a cttacatgtt ggtggatg

g
1501 ggaaattoce gtggtgggag agatagttgg

R (B%) 1561 gg atgatgaaac tgttccatgt
iRl U 1621 ttotaatgat tactcattca ttcgatatta ct t
1681 agaagcactt tgtcaageag ctaaacatga aggccctctg cacaaatgtg acatctcasa
1741 ctctacagaa getggacaga a cttggaaaat cagaacccty
1801 ty aal
1861 ctactttgag cocttattta agaccagaac
1921 aagcatcaaa aa g
1981 cgacaatgaa tocgatcate

2041 tgttgcatat getatgagge agtacttttt
2101 ggaggaggat gtgcgagtgg ctastttgaa accaagaatc toctttaatt tctttgteac

2181 g

2221 gtcocggage cgtatcaatg atgetticog

2281 acacttggac gc tgattgtttt
2341 tggagttgtg atgggagtga tagtggttgg

2401 agatcggaag a & tatgect ccatcgatat
2461 gaaaataatc aaacactgat gatgttcaga cotcctttta
2521 tgtttttect tgtaaatgtt aatttcatag
2581 tatagaasat ataagatgat aaagatatca ttaaatgtca aaactatgac totgttcaga
2641 g t

tc
2701 gatttgactt ct gt tcttaataag gattttgtat
2761 tagagtatat tagggasagt gtgtatttgg tctcacagge tgttcaggga taatctaaat
2821 gtasatgtct gttgaatttc tgaagttgaa aacaaggata tatcattgga geaagtgttg
2881 gatcttgtat ggaatatgga tggatcactt gt ctagtgtage
2041 t gagaatggca taatccattg tcaaggatga

(continued mext page)
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Figure 10a confinued Ooo00oOooao

Figure 11
3001 ‘tactatggtg atttgcctac agtgatgttt,
3061 .
3121 gtagaggaca ttgetttttc acttccaagy tgettgatca acatctccct gacaacacaa 1 ca £
3181 g atag: teatttetac 61 ttctottctc agtgocsaac ccaagticaa aggotgatga gagagasaaa ctcatgaaga
3241 a tgaagtgggt 121 gattttacte t atgggatett
3301 ttaaatettt cacagtgttt gagcagtget gagcacaaag 181 cagotoctee tggetestte tcagecttgt t actgctcagt
3361 cagacactca ataaatgcta ctcasaaass azasa 241 ggaaaatg t t
301 aagttcactt gettottgga attataatac taacattact g
SEQ ID NO:l 361 gagtgagget
421 tttetcacta caagasatce
Figure 10b 481 aagtgggtet tcagcactct cagcagacaa gaacaaacag ttgaacacaa ttctgaacac
. 541 catgageacc atttacagta ctggaasagt ttgcaaccca aagaacccac aagaetgett
MSSSSWLLL )STIEEQAKTFI LASHNYNTNIT LKEQSTLAQM 601 attacttgag t
PLOETQNLTVKLQLOALOONGSSVL TLNTMSTIYSTGKVCNPDNE LLEPGLNEIMANSLDYNERLWAWE 661 g9 gcaag
RGOLIEDVEHTFEEIKPLYEHL VRAKLM 721 gtatgtogtc ct g tataacgact a
NAYPSYISPIGCLPAHLLGDMWGRFWTNLYSLTVPFGOKPN IDVTDAMYDOAWDAQRT FKEAEKFFVSVGLPNMTQGENENSM 781; tt tatgaag cag aga aactataacc
LTDPGNVOKAVCHETAWDLGKGDFRILYCTKVTMDDE IQYDM IMSLSARTP 841 gattgaagat gtagaacgta cettcgeaga ¢ tgtatgag
KHLKSIGLLSPDFQEDNETEINFLLKQALTTVGTLEFTYML FKGETPKD! IVGVVEPVEHDETYC 901 ctatgtoagg aggaagttga tggataccta
DPA NDYSFIRYYTRTLYQFQFQEALC DISNSTEAGQKLENMLRL TALES 961 ccctgeccat ttgettggtg atatgtgogy ta a titg
RELLNY. DQSTKVRI: I JYFLKVKNQMI 1021 tgttecettt goacagaaac casacataga tgttactgat geaatgatga atcagggetg
PRISENFEV 1 IRMSRSRINDAFRLNDNSLEFLGIQPTLGPRNQPRVSIHLIV] 1081 3 gaaattcttt
VVMGVIVVGIVILIFTGY A DT TDDVQTSE 1141 tatgactcaa ggattétggy caaactctat g
: 1201 t
SEQ ID NO:2 1261 aaaggtcaca atggacaact t o
1321 catggcatat
1381 . gt ttotge agetacccce aageatctga aatccattgg
1441 t©

gcca

1501 ggcattgaca

1561 ggtctttegg ggtgaaatte
t

1 gg acatactgtg t
1681 tctgttecat gtttctaatg attactcatt cattcgatat tacacaagga ccatttacca
1741 attccagttt 2

1 tg

180 gtcttggaaa
1861 cc t g a

1921 accactgctc tgactggety acagaaattc
1981 ttttgtgygy tggaacacty aatggagece atatgecgac caaagcatta aagtgaggat
204

2101 gttccgatca tctgttgeat atgecatgag aaagtatttt tcaataatca aaaaccagac
2161 agttcctttt ct

2221 cttcttigte acctcaccee saastgtgtc tgatgtcatt cctagasgtg aagttgaaga
2281 9g g

2341 ggagtttctg gggattcacc caacacttga gocaccttac cagestectg tcaccatatg
2401 gotgattatt tttggtgttg tgatggcact ggtagtggtt ggcatcatca tcctgattgt

2461 cactggcatc aaaggtcgaa acccttatga
2521 ctcgatggac attggasaag ‘tgcaggattc tg atgatgct
2581 gacttccttt gtcatct t t asatgctaac ttcatagtac

2641 acaaaatatg agagtataca catgtcatta gctatceaasa ctatgatctg ttcagtaaac
2701 gttgtccaaa

SEQ ID NO:3

\TATTAGCTA
ACA
\TAICIT]

TTCATT BEQ ID NO. 18

GTGCTACCTCCAAAT
TACTATAGAGACTTGGTCATAGGACCTOA

[GIAJTATCTTATAT

\TGACAC SEQ ID

A,

TTATACATTYCCACACTTACAACTCAATTTT

TTGATG SEQ ID NO.13

47

SEQ ID NO. § o

TTAACTTGAAGTGCAAAMACATAT

CCTTGAAT

- JAAACst SEQ ID NO.

CCATGAGTTCT o
\TCAGCAGCTTTA’

\TACCYTTIA

STAAAATGTATTGCACCAGGTACTATGCT]!
\TA] SEQ IDNO. 18
TATTTTTCA

GAN%?IR11TA

CTTTGGAAACCTGTTITAACCAAGCTT TTTTTTCCATATCTCTATCTGAT

‘GG{G/AJCCTCTCCACACTTCTACA]

zg;qgggggzg;CAATTTTcCAATGGAGCTHTTEATUAACGT%A A
ATGAAA SEQ ID NO. 12

AACACAGCAGTCACAAATGAATAAATGCCAACCATTTATACATTTCCAC

CTTATAGATAAGTACATTTC SEQ ID

g 3358RER g
ﬁéo.—og OV U « <« <« <« < © O
P
SRR88 88 ¢ 8 3 8 3 rgs
R
<
h88gs 88 g 8 3 8 g 888
~
f: 8 o 3123 8
i 2R 8 ﬁﬁ agg-m -
M

T7IUNFR

C(cie)
T(Cm
c(crs)
C{A/C)
C(em

cm
e (cVV R ]
ANG)
ANG)
com 8
cem

18233574
1978124
81514282-2({new) AAG)

151978124-2new
31514281-2(new) ANG)

ra79922
1S757088
8714205
rs1514282
rs1514284
81514279

81514280
8233575
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Continuation of Box I.1

Altheugh claims 6-9, 27, 28 are directed to a method of treatment of the
human/animal body, the search has been carried out and based an the
alleged effects of the compound.

Although claims 31, 33, 34, 54-66 are directed fo a diagnostic method
practised on the human/animal bady, the search has been carried aut and
based on the alleged effects of the compound/composition.

Continuation of Box I.2

Ctaims Nos.: 1-b, 23-26

Present claims 1-5 relate to a method defined by reference to a desirable
characteristic or property, namely the use of an undefined ACE2 agonist
(glaims 1-3 and 23-26) and the use of an undefined transgene (claims 4,
B).

The claims cover all methods, uses and compounds having this
characteristic or property, whereas the applicationdees not provide
support within the meaning of Article 6 PCT and/or disclosure within the
meaning of Articie 5 PCT for such methods, uses and compounds. In the
present case, the claims so lack support, and the application so Tacks
disclosure, that a meaningful search over the whale of the claimed scape
is impossible. Independent of the above reasoning, the claims also ltack
clarity (Article 6 PCT). An attempt is made to define the method by
reference to a result to be achieved. Again, this lack of clarity in the
present case is such as to render a meaningful search over the whele of
the claimed scope impossible. Cansequently, the search has not been
carried out for claims 1-5, 23-26.

The applicant’s attention is drawn to the fact that claims, or parts of
claims, relating to inventions in respect of which no international
search report has been established need not be the subject of an
international preliminary examination (Rule 66.1(e)} PCT). The applicant
is advised that the EPO policy when acting as an International
Preliminary Examining Authority is normally not to carry out a
pretiminary examination on matier which has not been searched. This fs
the case {rrespective of whether or not the ¢laims are amended following
receipt of the search report or during any Chapter II procedure.
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Box | Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet}

This Internafional Search Report has not heen established in respect of certain claims under Article 17(2)a) for the following reasons:

1. Claims Nos.:

because they relate o subject mattar not reguired ta be searched by this Authority, namely:
see FURTHER INFORMATION sheet PCT/ISA/Z10

2, m Claims Nos.: 1-5, 23-26
hecause they relaie to parts of the Internatioral Application that de not comply with the preseribed requirements 1o such
an extent that ro meaninggul International Search can be carried o, spediiically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. I:I Claims Mos.:

because they are dependent daims and are not drafted In accordance with the second and third sentencas of Rule 6.4(a).

Box Il Observations where unily of invention is lacking {Continuation of item 2 of first sheet)

This International Searching Authority found multipls inventions In this intemational application, as follows:

1. D Ag all required addiional search fees were timely pald by the applicant, this Internaionat Search Report cavars all
searchable ¢aims.,

2. D As all searchable claims could be searched without effort justifying an addiional fee, this Authority did not invite payment
of any additional fee,

3. D As only some of the required addifonal search fees wers timely paid by the applicant, this Interational Search Report
covers only those cleirns for which fees were paid, gpecifically claims Nos.:

4. l:‘ Ne required addifional search feas were timely paid by the epplicant. Consequenily, this Internatenal Search Reportis
restricted to the invention Arst mentioned In the claims; It is covered by claims Nos.:

Remark on Protest I::I The additional search fees were accompanied by the applicant’s protest.

D No protest accom panied the payment of addiional search fees,

Form PCTASA/210 (sontinuation of first sheet (1)) (July 1998)
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