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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DIVISION DE NUEVAS CREACIONES

E. S. D.

REF: Expediente No. 06 094108 - Solicitud de Patente Entrada en Fase
Nacional Corresp. a la Solicitud Internacional

a favor de THE PENN STATE RESEARCH FOUNDATION

Titulada: METODOS COMBINATORIOS Y COMPOSICIONES PARA EL
TRATAMIENTO DE MELANOMA

JUAN PABLO CADENA SARMIENTO, vecino de Bogota, portador de la tarjeta
profesional No. 57492, obrando como apoderado de la sociedad THE PENN
STATE RESEARCH FOUNDATION, segun lo acredita el documento de poder
presentado en esa Division, me permito anexar los siguientes documentos:

1. Copia del Reporte de Busqueda Internacional y de la Opinion Escrita
efectuada por la Oficina Internacional (formas PCT/ISA/220, PCT/ISA/210 y

PCT/ISA/237).

De la sefiora Jefe atentamente,

JUAN PABLO CADENA SARMIENTO

C.C. No. 80.410.337 de Usaquén
‘Cra. 7 No.71-21, Torre B, Piso 4

Bogota, 24 de abril de 2008
MEV/CG/aac
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"PATENT COGPERATION TREATY

Fram the INTERNATIONAL SEARCHING AUTHORITY 04

To

:l:li.}\lAE LEHMAN BELL - PCT

MCKEE. YOORHEES & SEASE, PLC
801 GRAND AVENUE, SUITE 3200
DES MOINES. 1A 50309

NOTIFICATION OF TRANSMITTAL OF
THE INTERNATIONAL SEARCH REPORT AND
THE WRITTEN OPINION OF THE INTERNATIONAL
SEARCHING AUTHORITY, OR THE DECLARATION

T
g2

7

. 14 (PCT Rule 44.1) M 5 .- Og

Ducormaiive 21 MAR 2008

Applicant’s or agent’s file reference

POT10 554509 . FOR FURTHER ACTION  See paragraphs | and 4 below
Imernational application No, International filing date

PCTAISUS/0R950 (day/month/year) 18 March 2005 (18.03.2005)

Applicant

THE PENN STATE RESEARCH FOUNDATION

tJ

bl

PE ‘The applicant is hereby notificd that the international search repon and the written opinion of the Intemnational Searching
Authority have been cstablished and are transmitted herewith,

Filing of amendments and statement under Article 19:
The applicant is entitled. if he so wishes. to amend the claims of the international application (see Rule 46):
When?  The time timit Tor filing such amendments is normally two months from the date of transmittal of the international
P a———
search report, ————
Where? Dircetly to the Intemational Bureau of WIPO, 34 chemin des Colombettes
1211 Geneva 20, Switzerland. Facsimile No.: (41-22) 338.82.70.

For more detailed instructions, se¢ the notes on the accompanying sheet.

D The applicant is hereby notified that no intemational search repont will be established and that the declaration under
Anicle 17(2)(a) 1 that efiect and the wrilten opinion of the intermational Searching Authority are transmitted herewith.

D With regard (o the protest against payment of {an) additional fee(s) under Rule 40.2, the applicant is notified that:

D the protest together with the decision thereon has been transiitted to the International Burcau together with the applicant’s
request (o forward the texts of both the protest and the decision thereon to the designated Offices.

no decision has been made yet on the protest: the applicant will be notificd as soon as a decision is made.

Reminders

Shorly after the expiration of 18 months from the priority dale, the iriternational application will be published by the Intemational
Burcau. If the applicant wishes lo avoid or postpone publication, a nolice of withdrawal of the intemnational application, or of the
priority claim, must reach the International Bureau as provided in Rules 90bis.) and 90b/5.3, respectively, before the completion of the
technical preparations for international publication,

The applicant may submit comments on an informal basis on the written opinion of the International Seerching Authority to the
International Bureaw The Internativnal Bureau will send a copy of such comments Lo all designated Offices unless an intemational
preliminary examnation report has been or is 10 be established. These comments would also be made available to the public but not
before the expiration of 30 months Irom the priority date.

Within 19 months from the priority date, but only in respect of some designaied Offices, a demand for intemational preliminary
examination must be filed if the applicant wishes to posipone the entry into the national phase untit 30 months from the priority date
(in some Offices even later): otherwise, the applicant must, within 20 menths [rom the priority date, perform the prescribed acts for
entry into the national phase before those designated Offices,

In respect of other designated Offices, the time limit of 30 months {or fater) will apply even il no demand is filed within 19 months.

See the Annex to Form PCT/1B/301 and, for details about the applicable time timits. Office by Office, sce the PCT Applicanf 's Guide,
Volume li. National Chapters and the WIPO Imernet site.

Name and mailing address ol the ISA/ US Authorized officer

Mail Stop PCT, Aun ISA/US
Commissioner for Patents 1] E Angell/
P G Box 1450 Primary Examiner, AU 1635 for: DANA SHIN

Alexandria. Virginia 22313-1450

Facsimile No. (571) 273-3201 Telephone No, 571-272-1600

/

Form PCT/S A7220 (January 2004) (See notes on accompanying sh




3 "
t
Py

PATENT COOPERATION TREATY

«
"PCT
INTERNATIONAL SEARCH REPORT

(PCT Article 18 and Rules 43 and 44)

s27¢

Applicant’s or agent’s file reference FOR FURTHER see Form PCT/ISA/220

P6710 554509 ACTION as well as, where applicable, item 5 below.

International application No. International filing date (day/inonth/vear) (Earliest) Priority Date (day/month/year)
PCT/US(5/08950 18 March 2005 (18.03.2005} 19 March 2004 (19.03.2004)

Applicant

THE PENN STATE RESEARCH FOUNDATION

‘This international search report has been prepared by this Inlernational Searching Authority and is transmitted to the applicant
according to Article 18. A copy is being transmitted to the International Bureau.

This internationa) search reporl consists of a total of 5 sheets.
itis also accompanied by a copy of each prior art document cited in this report.

I. Basis of the Report
a. With regard (o the language, the international search was carried out on the basis of*

the international application in the language in which it was filed.

D a translation of the international application into , which is the language
of a translation furnished for (he purposes of international search (Rules 12.3(a) and 23.1(b))
b, D This international search report has been established taking into account the rectification of an obvious mistake
authorized by or notificd to this Authority under Rule 91 Rule 43.6 &is(a)

c. D With regard 1o any nucleotide and/or amino acid sequence disclosed in the international application, see Box No. 1.

(o8]

VA Certain claims were found unsearchable (Sce Box No, 1)

X]  unity of invention is tacking (See Box No. IIT) '
4, With regard lo the title,

m the text is approved as submitted by the applicant,

D the text has been estabtished by this Authority to read as follows:

W

5. With regard to the abstract,
the text is approved as submitted by the applicant.
[_—_' the 1ext has been cstablished, according to Rule 38.2(b), by this Authority as it appears in Box No. IV, The applicant

6 With regard to the drawings,
a . the figure of the drawings 10 be published with the absiract is Figure No. _

as suggested by the applicant.
as selected by this Authority, because the applicant failed to suggest a figure.
D as selecied by this Authority, because this figure better characterizes the invention.
b. @ none of the figures is to be published with the abstract.

may, within one month from the date of mailing of this international search report, submit comments to this Authority.

Form PCT/ISA/210 (first sheet) (April 2007)
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INTERNATIONAL SEARCH R'EPORT
‘ PCT/US05/08950 /

International application No.

.

Box No. It Observations where certain claims were found unsearchable (Continnation of item 2 of first sheet) ’
This international search report has not been established in respect of certain claims wnder Article 17(2)(a) for the following reasons:

I D Claims Nos.:

because they relate to subject matter not required 10 be searched by this Authority, namely:

g ,
2. X Claims Nos.: 4,19,31,39 60, and 61
because they relale to parts of the international application that do nof comply with the prescribed requirements to such
an extent that no meaningful international search can be carried out, specifically:
No proper sequence listing (e.g., CRF) is submitted for the claimed nucleotide sequences. Furthermore, claim 60 depends
from itself and therefore, the metes and bounds for "said agent” {line 1) recited in claim 60 cannot be determined.

3. D Claims Nos.:

because they are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(a).

Box No. Il Observations where unify of invention is lacking (Continuation of item 3 of first sheet)

T'his International Searching Authority found multiple inventions in this international application, as follows:
Please Sec Continuation Sheet

As al! required additional search fees were timely paid by the applicant, this international search report covers all
scarchable claims.

As all scarchable claims could be searched without effort justifying additional fees, this Authority did not invite payment
of any additional fees.

As only some of the required additional search fees were timely paid by the applicant, this international search report
covers only those claims for which fees were paid, specifically claims Nos.:

OO

4. ix‘ No required additional search fecs were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims. it is covered by claims Nos.. 1-3,5,12-18,20,27-30,33-38,and 59

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protesl fee.
[:I The additional search fees were accompanied by the applicant’s protest but the applicable protest fee
was not paid within the time limit specified in the invitation,

[:’ No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheey(2)) (April 2007)
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INTERNATIONAL SEARCH REPORT
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International application No.

PCT/US05/08950

A CLASSIFICATION OF SUBJECT MATTER
Ci2Q 1/68( 2006.01)

USPC: 536/23.1,24.5;514/44;43576,375

IPC: CO7H 21/02( 2006.01),21/04( 2006.01),A61K 31/70( 2006.01),A61K 43/04

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

U.S. : 536/23.1, 24.5; 514/44; 435/6,.375

Minimum documentation searched (classilication system followed by classification symbols)

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Please See Continuation Sheet

Elccrronic data base consulted during the international search (name of dala base and, where practicable, search terms used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

"B document published prior 10 the intemarional filing date but Iater than the
prionty date claimed

Category * Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
A COLLIS50N et al., Treatment of metastatic melanoma with an orally available inhibitor of
the Ras-Raf*“MAPK cascade.
Cancer Ruscarch, 15 September 2003, Vol 63, pages 5669-5673.
X HINGORANI et al.. Suppression of BRAF(V599E) in human melanoma abrogates 15,17,29-30,33
- transformation. —eeaeae
4 Cancer Research, | September 2003. Yol 63, pages 5198-5202. 35,59
Y NICHOLSON et al.. The protein kinase B/Akt signalling pathway in human malignancy. 1-3, 5, 12-18, 20, 27-
Cellular Signaliing, 2002, Vol {4, pages 381-395. 30, 33-38, 59
A ZINDA ct al., AKT-{, -2, and -3 are expressed in both normal and tumor tissues of the lung,
breast, prostate, and colon.
Clinical Cancer Research, August 2001, Vol 7, pages 2475-2479.
¥
/] Further documents are listed in the continuation of Box C. See patent family annex.
* Special categones of ciied d T later d published pfter the inter | filing dste or priority
date and not in conflict with the appi but cited 10 und d the
"A”  dou lefining the | state of the an which is nol considered 10 be of principle or theory underlying the invention
particular relevance
X" documeni of particular relevance; the claimed invention cannot be
“E” carlier appli of patent published on or after the intemational filing date cansidered novel or cannot be considered 1o involve an inventive step
when the document is taken alone
"L dacwnent which may sheow doubts on prionty clmim(s) or which is ciled to
Llish the publication date of anoth or other special reason (as Y document of particular relevance; the claimed invention cansot be
specified) considered o involve an inventive siep when the document is
combined with one or more other such & such combi
"0~ document refceving to an oral disclosure, use, exhibition or other means being obvious 1o a person skilted in the ant
“&" document member of 1he same pateat family

Date ol the actual completion of the international search
06 March 2008 (06.03.2008)

Date of mailing of the international search rep

Name and mailing address of the ISA/US
Mail Stop PCT. Aun: ISA/US
Commissioner for Patents

P.Q. Box 1450
Alexandria, Virginia 22313-1450 .

Facsimile No. (571} 273-3201

Authorized officer

/) E Angell/
Primary Examiner

Telephone No. 571-272-1600

Lol

1635 for: DANA SHIN

Form PCT/ISA 210 (second sheet) (April 2007)
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International application No.
PCT/US05/08950

C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Citation of document. with indication, where appropriate, of the relevant passages

Relevant to claim No.

Figure 2: claims |, 5, 7-8.

Calcgary *
A US 2004/0082534 A (GLEAVE et al) 29 April 2004 (29.04.2004)
Y US 2003/0035790 At (CHEN et al) 20 February 2003 (20.02,2003), paragraphs 0005, 0081, 12-14, 27-28
0137, 0164, 0180, 0207, 0250
Y US 2003/0125359 A1 (LYONS et al) 3 July 2003 (03.07.2003), paragraphs 0043, 0045; 34

Farm PCTASA 210 (continuation of second sheet) (April 2007)
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International application No.

INTERNATIONAL SEARCH REPORT \ PCT/US05/08950

ROX 1. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING
This application contains the following inventions or groups of inventions which are not so finked as to form a single general inventive
cancept under PCT Rule 13.1. in order for all inventions to be examined, the appropriate additional examination fees must be paid.

i The inventions tisted as Groups 1-16 (see Form PCT/ISA/206 mailed 13 fune 2007) do not relate to a singfc general inventive concept
under PCT Rule 13 1 because, under PCT Rule 13.2, they lack the same or corresponding special technical features for the following
reasons:

The inventions were found to have no special technical features that define a contribution over the prior ant of Nicholson et af.

i

Continuation of B. FIELLDS SEARCHED Item 3:
Medline, Biosis, Embase, Scisearch, CA, EAST
search lerms: ATK3, melanoma, siRNA, RNAj, tumor, B-raf, apoptosis, skin tumor, decarbazine, irradiation, BAY 43-9006.

l
|

Form PCTASAZ210 (extra sheet) {April 2007)
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. PATENT COOPERATION TREATY

To:

JANAE LEHMAN BELL

MCKEE. VOORHEES & SEASE, PL.C
801 GRAND AVENUE, SUITE 3200
DES MOINES, 1A 50309
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ITTEN OPINION OF THE

INTERNATIONAL SEARCHING AUTHORITY

(PCT Rule 43bis.1)

lo-M--0%

‘o1
Date of mailing &L
(day/month/vear)
Applicant’s or agent’s file reference FOR FURTHER ACTION
P6710 554509 See paragraph 2 below

International application No.

PCTAISU5/08950

International filing date {day/monih/year)
18 March 2005 (18.03.2005)

Priority date (day/month/year)
19 March 2004 (19.03.2004)

International Patent Classification (IPC) or both national classification and 1PC

Kox No. VI Certain documents cited

Box No. VI§

Lt

<

X

2. FURTHER ACTION

Box No. VI

For lurther options, see Form PCT/ISA/220.

3. For further details, see notes 10 Form PCT/ISA/220.

rc: CO7H 21/02( 2006.01),21/04( 2006.01);A61K 31/70( 2006.01),A61K 43/04 C12Q 1/68( 2006.01)

USPC: 536/23.1,24.5,514/44

Applicant

THE PENN STATE RESEARCH FOUNDATION

I This opinion contains indications relating lo the following items:

)E Box No. | Basis of the opinion
D Box No. II Priority
}Z‘ Box No. 11l Non-cstablishmemt of opinion with regard to novelly, inventive step and industrial applicability
’z{ Box Ne 1V t.ack of unity of invention
% Box No, V Reasoned statement under Rule 4357s.1(a)(i) with regard to novelty, inventive step or industrial

’ applicability: citations and explanations supporting such statement

Certain defects in the international application

Certain observations on the international application

If a demand for intemational preliminary examination is made, this opinion will be considered to be a written opinion of the
International Preliminary Examining Authority ("IPEA") except that this does nol apply where the applicant chooses an
Authority other than this one to be the IPEA and the chosen [PEA has notified the International Bureau under Rule 66.15is¢b)
that written opinions of this International Searching Authority will not be so considered.

I this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to submit lo Fhe
IPEA a written reply together, where appropriate, with amendments, before the expiration of 3 months from the date of mailing
of Form PCT/ISA/220 or before the expiration of 22 months from the priority date, whichever expires later,

——

Name and mailing address of the ISA/ US
Mail Stop PCT, Aun: ISA/US
Commissioner for Patents

" P.O. Box 1450 N
Alexandna, Virginia 22313-1450
Faesimile No (571)273-3201

Date of completion of this opinion

06 March 2008 (06.03.2008)

Authorized officer

/1 E Angetl/
Primary E

er, AU 1635 for DANA SHIN

PP

L

Form PCTASA/237 (cover sheet) (April 2007)

1
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WRITTEN OPINION OF THE : International application No.

INTERNATIONAL SEARCHING AUTHORITY PCT/US05/08950

Box No. 1 Basis of this opinion

1. With regard to the language, this opinion has been established on the basis of:
& the international application in the language in which it was filed

D a translation of the international application into _____, which is the language of a ranslation furnished for the purposes of
international search (Rules 12.3(2) and 23.1(b)).
2. D This opinion has becn established taking into account the rectification of an obvious mistake authorized by or notified to this
Authority under Rule 91 (Rule 43bis.1(a))

3. With regard to any nucleotide and/or amino acid seqﬁence disclosed in the international application, this opinion has been
¢stablished on the basis of:
a. type of material
D a scquence listing

: D table(s) related to the sequence listing

b.  format of material
D on paper

D in electronic form

¢ time of filing/furnishing

D contained in the international application as filed.
D filed together with the international application in electronic form.

D furnished subscquently to this Authority for the purposes of search.

1 D in addition. n the case that more than one version or copy of a sequence listing and/or (able(s) relating thereto has been filed
or turnished. the required statements that the information 1n the subsequent or additional_copies is identical 10 that in the
application as liled or daes not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Form PCT/ASA/237(Box No. 1) (Aprit 2007}
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. Internati lication No.
WRITTEN OPINION OF THE nternational application No

INTERNATIONAL SEARCHING AUTHORITY j PCT/USKE0MNES © S f o895y

Box No. HI Non-establishment of opinion with regard to novelty, inventive step and industrial applicability

[J

X

]

[]

-

D the said internalional application, or the said claim Nos.

The quest ions whether the claimed invention appears to be novel, 1o involve an inventive step (to be non-obvious), or to be
industriaily applicable have not been examined in respect of

D the entire international application

DX claims Nos. 4-11,19-26.31-32,39,58 and 60-62

because:

relate to the following subject matter which does not require

an international search fspecifyj:

the descriplion, claims or drawings (indicate particular efements below) or said claims Nos. are so unclear that no
meaningful opinion could be formed (specify:

the claims. or said claims Nos. are so inadequately supported by the description that no meaningful opinion could be

forimed (specifi:

no international search report has been established for said claims Nos. 4-11,19-26,31-32.39,58 and 60-62

a meaningful opinion could not be formed without the sequence listing; the applicant did not, within the

prescribed time limit:

D furnish a sequence listing on paper complying with the standard provided for in Annex C of the
Administrative Instructions, and such listing was not available 10 the International Searching Authority
in a form and manner acceptable to it.

D furnish a sequence listing in electronic form complying with the standard provided for in Annex C of
the Administrative Instructions, and such listing was not available to the International Searching
Authority in a form and manner acceptable to il.

D pay the required late furnishing fee for the furnishing of a sequence listing in response to an invitation
under Rules 13rer.1(a) or (b).

a meaningful opinion could not be formed without the 1ables retated to the sequence listings; the applicant did
not. within the prescribed time limit, furnish such tables in electronic form complying with the technical
requirements provided for in Annex C-bis of the Administrative Instructions, and such tables were not available
to the International Searching Authority in a form and manner acceptable 1o it.

the tables related to the nucleotide and/or amino acid sequence listing, if in electronic form only, do not comply
with the technical requirements provided for in Annex C-bis of the Administrative Instructions.

E] Sce Supplemental Box for further details.

Form PCT/1SA2237 (Boa No. 111} (April 2007)
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’ ‘ International application No.
WRITTEN OPINION OF THE .
INTERNATIONAL SEARCHING AUTHORITY PCT/US05/08950

Box Ne. IV Lack of unity of invention

L In response to the invitation (Form PCT/ISA/206) to pay additional fees the applicant has, within the applicable time limit:
paid additional fees
D paid additional fees under protest and, where applicable, the protest fee
D paid additional fees under protest but the applicable protest fee was not paid
m nol paid additional fees

2 D This Authority found that the requirement of unity of invention is not complied with and chose not to invite the applicant to
pay additional fees.
3. This Authority cansiders that the requirement of unity of invention in accordance with Rule 13.1, 13.2 and 13.3 i5

D complicd with

not complied with for the following reasons:
See the lack of unity section of the International Search Report{Form PCT/ISA/210)

4. Consequently. this opmion has been established in respect of the foflowing parts of the international application:
all paris.

X]  the parts refating to claims Nos. 1-3,5.12-18.2027-30,33-38, and 59

Form PCT/ISA/237 (Box No. 1V} (April 2007)
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- . International application No.
WRITTEN OFPINION OF THE PCTAUS05/08950
INTERNATIONAL SEARCHING AUTHORITY

Box No. V Reasoned statement under Rule 43 bis.1(a)(i) with regard to novelty, inventive step or industrial
applicability; citations and explanations supporting such statement

I. Statememt

Novelty (N} Claims NONE YES
Claims 1.3.5.]12-18,20.27:-30.33-38, and 59 NO

Inventive step (IS) Claims NONE YES
Claims 1-3,5.12-18.20.27-30,33-38, and 59 NO

Industrial applicability (IA) Claims 1-3,5,12-18,20.27-30.33-38, and 59 YES
Claims NONE ] NO

2, Citations and explanations:

Claims 1-3. 5, 12-18, 20, 27-30, 33-38, and 59 lack an inventive step under PCT Article 33(3) as being obvious over Nicholscn et al.
(Cellular Signalling, 2002, 14:381-395) in view of Hingorani et al. (Cancer Research, 2003, 63:5198-5202), Lyons et al. (US
2003/0)25359 A1) and Chen et al. (US 2003/0035790 Al).

The claims are drawn to pharmaceutical composition for treating a melanoma tumor comprising an agent that reduces Akt and B-raf
activity. wherein the Aki3 and B-raf inhibitor agents are siRNA molecules or the B-raf inhibitor is BAY 43-9006, and the methods of
inhibiting/ treating a melanoma mor by administering said pharmaceutical composition, wherein the methods further comprise
administering decarbazine or irradiation,

Nicholson et al. teach that the activation of the Akl signaling pathway comprising Akt 3 is associated with tumorigenesis, tumor
proliferation and cancer progression. They also teach that B-Raf is a PKB/AkI substrate. Sce Table 1. They leach that different PKB/Akt
substrates play roles in different cell types. They teach that PKB/AKkt signaling activation is insufficient (o initiate tumor and therefore
imeraction with other substrates or other signaling pathways is necessary for lumor initiation and progression, They teach that inhibition
ol PKB/AKkL has an anticancer potential and can reduce the threshold doses of anticancer drugs. See page 392. Nicholson et al. do not
expressly teach a combination therapy for treating 2 melanoma tumor by combining Akt3 and B-Raf inhibitors, nor do they teach that
such inhubitors arc SIRNA molecules.

Hingorani ¢t al. leach that B-Ral-V599E is overexpressed human melanoma celis. They teach that an siRNA molecule targeted against
B-Ral-V599E inhibits growth arrest of melanoma cells, promotes apoptosis of said cells, and abrogates transformed phenotype. They
teach that B-Raf-V599E is therefore a highly desirable therapeulic target for melanoma cancers.

Lyons et al. teach that BAY 43-9006 is a RAF kinase inhibitor that can be used to treal a cancer.

Chen et al. teach a combination therapy for (reating cancer such as melanoma comprising adminisiering antimetabolites
{e.g..decarbazine), alkylating agents, irradiation, and other drugs that induce apoptosis of turnor cells.

It would have heen obvious to one of ordinary skill in the art to make and use the combined therapy of AkB inhibitor, B-Raf-V599E
inhibitor, and other forms ol known chemotherapeutic agents in order to treat a melanoma.

Since interaction between Akt signaling and its substrates was known to not only initiate but metastasize a tumor and such interaction
depends on the specific cell type in which the substraie is active, and since B-raf was a known Akt substrate, and since B-Raf-V599E
was a known therapeutic target for melanoma cancers, one of ordinary skill in the art would have been motivated to combine inhibitors
for thé two molecules known Lo interact with each other for initiation and progression of melanoma tumor cells. Furthermore, since
additional anticancer treatments such as irradiation, decarbazine, alkylaling agents were known to be co-administered with other forms
ol anlicancer drups as taught by Chen et al., one of ordinary skill in the art would have been motivated to further add other anticancer
therapeutic agenls to achieve cnhanced anti-mclanoma effects. In view of the foregomg, the claimed invention taken us a whole would

have been prima facwe obvious at the time of filing.

Form PCTASA/237 (Box No. V) (April 2007)
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) - International application No.
WRITTEN OPINION OF THE
INTERNATIONAL SEARCHING AUTHORITY PCT/US05/08950

Box No. VIII  Certain observations on the international application

The following observations on the clarity of the claims, description, and drawings or on the questions whether the claims are fully
supported by the description, are made:
Claim 60 is objected to under PCT Rule 66.2(a)(v) as lacking clarity under PCT Article 6 because claim60 is indefinite for the following

reason(s): Claim 60 reciles, “The pharmaceutical composition of ¢claim 60 wherein said agent is" in line 1. Since there is no antecedent
basis for the claimed “‘said agent”, one of ordinary skill in the art would not be able to ascertain what the "said agent" is referring to.

Form PCT/ISA/237 (Box No. VIIt) (April 2007)
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NOTES TO FORM PCT/ISA/220

These Notes are imtended to give the basic instructions conceming the filing of amendments under Article 19. The
Notes are based on the requirements ofthe Patent Cooperation Treaty, the Regulations and the Administrative Instructions
under that Treaty. In case of discrepancy between these Notes and those requirements, the latter are-applicable. For more’

detailed information, see siso the PCT dpplicant's Guide, a publication of WIPO.
In these Notes, “Article,” “Rule” and “Section” refer to the provisions of the PCT, the PCT Regulanons and the PCT

Administrative Instructions, respectively.

INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19

The applicant has. after having received the intemational search report and the writen opinion of the Intemmational
Searching Authonity, onc opportunity tc amend the claims of the international appiication. I should however be emphasized
that, since all parts of the inigmational apphlication (claims, descniption and drawings) may be amended during the
intemational preluminary exarmination procedure, there 1s usually no need to file amendments of the claims under Arucle 19
except where, e.g. the applicant wants the latter to be published for the purposes of provisional protection or has another
reason for amending the claims before intemational publication. Furthermore, 1t should be emphasized that provisional
protection 1s available in some States only (see PCT Applicant s Guide, Volume I/A, Annexes Bl and B2).

The attention of the applicant 1s drawn to the fact that amendments to the claims under Article 19 are not allowed where
the Imemnational Searching Authonty has declared, under Articie 17(2), that no international search report would be

established (see PCT Applicant s Guide, Volume I/A, paragraph 296).

What parts of the international application may be amended ?
Under Arucle 19, only the cdaims may be amended.

During the international phase, the claims may also be amended (or further amended) under Anticle 34 before the
{nternational Preliminary Examining Authority. The description and drawings may only be amended under

Article 24 before the Intemnational Preliminary Examining Authority.
Upon entry into the national phase, all parts of the intemational application may be amended under Article 28 or,
where applicable, Article 41.

When ?  Within 2 months from the date of transmuttal of the imternational search report or 16 months from the priority date,
whichever time limit expires later. It should be noted, however, that the amendments will be considered as having
been received on tirne if they are received by the international Bureau after the expiration of the applicable time

limit but before the completion of the technical preparations for intemational publication (Rule 46.1).

Where not to file the amendments 7
The amendments may only be filed with the international Bureau and not with the receiving Office or the

International Searching Authority (Rule 46.2).

Where a demand for international preliminary examination has been/is filed, see below.

Either by cancelling one ormore entire claims, by adding one or more new claims or by amending the text of one
or more of the claims as filed.

A replacement sheet must be submittec_i for each sheet of the claims which, on account of an amendment or
arpendments, differs from the sheet originally filed.

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is
cancelled, no renumbering of the other claims is required, In all cases where claims are renumbered, they must be

renurnbered consecutively (Section 205(b)).
The amendments must be made in the language in which the international application is to be published.

How ?

What documents must/may accompany the amendments ?

Letter (Section 205(b)):

The amendments must be submitted with a letter.

The letter will not be published with the intemational application and the amended claims. it should not be
confused with the “Statement under Anticle 19(1)" (see below, under “Statement under Article 19(1)™).

The letter must be in English or French, at the choice of the applicant. However, if the language of the
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NOTES TO FORM PCT/ISA/220 (continued)

The letter must indicate the differences between the claims as filed and the claims as amended. 1l must, in
particular, indicate, in connection with each claim appearing m the international application (it being understood

that identical indications concerning several claims may be grauped), whether

(i) the claim is unchanged:
(ii) the claim is cancelled;
(it} the claim is new;
(iv} the claim replaces one or more claims as filed;
(v) theclaim is the result of-the division of aclaim as filed.

The following exampiesillustrate the manner in which amendments must be explained in the accahpanying

Jetter:
I {Where originally there were 48 claims and after amendment of some claims there are 51 )
“Claims ! to 29, 31,32, 34, 35, 37 10 48 replaced by amended claims bearing the same numbers,
claims 30, 33 and 36 unchanged; new claims 49 to 51 added.”
[Where ongsnally there were 15 claims and abier amendment of all claims there are | Ik
“Claims 1 to |5 replaced by amended claims | to 11."”
[Where originally there were 14 claims and the amendments consist m cancelling same claims and n adding

new claimsj:
“Claims | to 6 and 14 unchanged; claims 7 1o 13 cancelled; new claims |5, 16 and 17 added.” or
“Claims 7 to 13 cancelled;, new claims 15, 16 and 17 added; 2!l other clzims unchanged.”

4. [Where vanous kinds of amendments are made]:
“Claims 1-10 unchanged; claims |1 to 13, 18 and |9 cancelled; claims 14, 15 and 16 replaced by amended

claim 14; claim |7 subdivided into amended claims 15, 16 and 17; newclaims 20 and 21 added.”

“Statement under Article 19(1)” (Rule 46.4)

The amendments may be accompanied by a statement explaming the amendments and indicating any impact thal
such amendments might have on the description and the drawings (which cannot be amended under Article 19(1)).
The statermznt will be published with the international application and the amended claims.

It must br in the Iznguage in which the international applicatign is to be published.

It must b. brief, not exceeding 500 words if in English or if translated into English.
[t should not be confused with and does not replace the letter indicating the differences between the claims as filed
and as amended. 1t musibe filed on a separate sheet and must be identifiedas such by a heading, preferably by

using the words “Statement under Arsticle 19(1)."
it may nol contain any disparaging comments on the international search report or the relevance of citations
contained in that report. Reference to citations, relevant to a given claim, contained in the international search

report may be made only in connection with an amendment of that claim.

Consequence if 3 demand for international preliminary examination has aiready been filed
If, at the ime of filing any amendments and any accompanying statement, under Article 19, 2 dernand for
international preliminary examination has already been submitted, the applicant must preferably, at the time of
filing the amendments (and any statemnent) with the International Bureau, also fle with the International
Preliminary Examining Authority a copy of such amendments (and of any statement) and, where required, a
transiation of such amendments for the procedure before that Authority (see Rules 55.3(2) and 62.2, first
sentence). For further information, see the Notes to the demand form (PCT/IPEA/401).

If a demand for international preliminary examination is made, the written opinion of the International Searching
Authonity will, except in certain cases where the [nternational Preliminary Examining Authority did not act as
Intemational Searching Authority and where it has notified the Intemnational Bureau under Ruie 66.1bis(b), be
considered to be a writteri opinion of the International Prefiminary Examining Authority. [fa demand is made, the
applicant may submit to the International Preliminary Examining Authority areply to the written opinion together,
where appropriate, with amendments before the expiration of 3 months fom the date of mailing of Form
PCT/ISA/220 or before the expiration of 22 manths from the priority date, whichever expires later (Rule 43bis.1(c)).

Consequence with regard to translation of the international application%or entry into the national phase

The applicant’s attention is drawn to the fact that, upon entry into the national phase, a translation of the claims as
amended under Article |9 may have to be furnished to the designated/elected Offices, instead of, or in addition to,

the transfation of the claims as filed.
For further details on the requirements of each designated/elected Office, see the PCT Applicant’s Guide,

Volume [I.




