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1. D Claims Nos.:

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

2. D Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements 1o such an
extent that no meaningful international search can be carried out, specifically:

N/
3. Claims Nos.: 180-181
becanse they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a),

Box No. IIT  Observations where unity of invention iy lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

Group I+ claims 1-B4, 169-172, 175-178, 182-185, 195-203, 208-211, 216-217, drawn o a non-integrating, non-replicating retroviral

vector comprising a long terminal repeat, a packaging sequence, and a heterclogous promoter oparably linked to one or more

polynuclactide sequences that together engode the structural proteing of a virus. The first invantion of Group | is restricled to structural

protelns encoded by a retroviral gag gene and a heterelogous polynucieotide enceding a heterologous envelopa protain. Should an

additional fea(s) be paid, Applicant is Invited to elect an additional specific structural protein(s) and hatarologous polynuclaotide(s) 1o .

be searched. The exact claims searched will depand on the specifically elected structural protein(s).

[NOTE 1: Claims 9-15, 19-28, 56-58, 65-74, and 163-172 were removed from Group | as being drawin to nonslacted subject matier.]

[NOTE 2: Claims 173-174 werp removed from Group |+, because they wera mistakenly included in Group |+, Claims 173-174 were
added te Group 1]

[NOTE 3: Claim 218 was removed from Group b, because it misiakenly incudad In Group I+ Clalm 218 was added to Group L)

——-——-—-"5ea Supplemantal Box 1o continue —m—mm—-—

1. D As all required additional gearch fees were timely paid by the applicant, this intemational search report covers all searchable
claims.

2, D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees,

3. D As ooly some of the requived additional search foes weie timely paid by the applicant, this international scarch report covers
only those claims for which fees were paid, specifically claims Nos.:

4. E Neo required additional search fees 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.:
1-8, 16-18, 30-49, 59-64, 75-84, 159-172, 175-179, 182-185, 199-203, 208-211, 216-217, restricted to proteins encoded by a

¢gag geno and a heterologous polynucleotide encoding a heteralogous envelope protein

Remark on Profest I:l The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D 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.
I:I No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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SUPPLEMENTAL BOX

Continuation of Box [ - Obsarvations whare unity is lacking:

Group |I: claims 85-100, 204-207, 212-215, 219-221, drawn to a packaging cell comprising the plasmid and a helper construct that does
not contain an integrase gene or contains an integrase gene that is not functional.

Group llI: claims 101-133, 186-198, drawn to a method of causing an immune response in a mammal comprising delivering the retroviral
vector to the mammal In an amount sutficient to cause an immune response in the mammal.

Group IV; claims 134-158, drawn to a VLP comprising the structural proteins of a virus.

Tha inventions listad as Groups I+ through IV do not relate to a single 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 of Groups I+ and Il da not includs the inventive concapt of a packaging cell or a VLP, as required by Group Il and IV,
respactively.

The inventions of Group IV do not inctude the inventive concept of a packaging cell comprising the plasmid and a helper construet that
does not contain an integrasa gene or contains an integrase gene that is nol functional, as required by Group Il.

The inventions of Groups I+ and (Il share the technical feature of a non-integrating, non-replicating retroviral vector comprising a long
terminal repeat, a packaging sequence, and a heterologous promotar operably linked to one or more polynuciectida sequences that
together encode the structural proteins of a virus. Howevar, this shared technical feature would have been obvious to one of crdinary
skilt In the an, because US 2008/0254008 A1 to DROPULIC et al. (hereinaiter "Dropulic™) teaches a nor-integrating, non-replicating
retroviral vector {transfer vector - para [0030]; comprising an LTR (para [0031]), a packaging sequence (para [0031]).

Albeit Dropulic does not expressly disclose that a heterologous prometar cperably linked le one or more polynuceotide sequences that
together encede the struciural proteins of a virus, Dropulic does describes tha addition of a haterologous promoter upstream of the 5'
LTR (para [0016]), and explaing that said arrangement enhances expression of gag-pe! (para [0008HO029], “helper construct). It would
have been obvicus 1o ane of skill in the art to apply the same dasign 1o a non-integrating, non-replicating retroviral vacter, thereby
Improving expression of gag-pol. As said non-integrating, non-replicating retroviral veclor would have been obvious to cne of ordinary
skill In the art at the tima of the invention, this cannot be considered a special tachnical feature that would otherwise unlly the groups.

Another tachnical featura of the invertions lIsted as Group H is the specific structural protein recited therein. As no significant structural
similarities can readily be ascenained among said structural proteins, the Inventions do not share a special technical featura. Without &
shared special technical feature, the inventions lack unity with one another.

Another technical feature of the inventions listed as Group I+ is the specific hetaralogous polynucieotide that codes for a helerologous
protein or RNA) recited therein. The inventicns do not share a special technical feature, because 1) no signilicant structural similarities
can readily be ascertalned among said heterclogous polynuclectide that codes for a heterologous protein or RNAI and 2) Dropulic
further discloses thal “[a]n expressible hatarclogous polynudsclide sequence can ba insered Into the transfer vecter, e.g., between the
packaging sequence and tha 3 LTR. The expressible sequencs is tha sequence which is encapsulated into the viral transducing vector,
and which s essentially ils payload. Any heterologous sequence of interest can be inserted inta tha transfer vactor without limitation,
including, sequences coding for therapeutic proleins, enzymes, and antibodies, etc.; SIRNA; anfi-sense; microRMAs, aptamers;
ribazymes, any gene inhibitory or silencing sequence; and any sequence which is to be deliverad 1o a host cell via a lentiviral
transducing vector' (para [0039]). Without a sharad special technical feature, the inventions lack unity with one another.

The inventions of Groups It and IV share the technical featurs of a packaging cell. However, this shared technical feature was known in
the art at the time of the invention, as evidenced by Dropulic that teaches a VLP comprising the structural proteins of a virus (para
[0088]). As said packaging cell was known In the art at the time of the inventien, this cannot be considared a special tachnical feature
that would etharwise unity the groups.

Groups k+ through |V theredore lack unity under PCT Rule 13 becauss they do not share a same or corresponding special technical
featura.

Form PCT/1SA/210 (extra sheet) (July 2009)
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