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claims.

2. D Asg all searchable claims could be searched without effort justifying addlucma] fees, Lhis Authority did not invite payment of
additional fees.

‘:l As only some of the required additional search fees were timely paid by the applicant, this mr.emaunnal search mpuﬂ COVErs
only those claims for which fees were paid, specifically claims Nos.:

w2

4. E No required additional search ﬁ:es were Limely paid by the applicant. Conscquently, this international search report is

restricied to the invention first mentioned in the claims; it is covered by elaims Nos.:
1-30, 50-67

Remark on Protest I:' 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 p_rulesllbut the applicable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) {January 2015)
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INTERNATIONAL SEARCH REPORT ‘Iniernational applicatian No.
PCTIUS 15/31239

Conlinuation of:
Bax NO. lll Observations whare unity of Invention is lacking

This application contains the following inventions or groups of inventions which are not so linked as to form a single general Inventive
concapt under PCT Rule 13.1. In arder for all inventions to be exarined, the appmopriate additional examination fees must be paid.

Group |, claims 1-30 and 50-57, directad to a shaped mass comprising a protein or polypeptide having a biological activity in tha body of
a mammal.

Group I, claims 31-35, directed to a shaped mass comprising insulin.

Group I, claims 36-38, directed 1o a shaped mass comprising an incretin for treatment of diabetes or other glucose regulation disorder.
Group IV, claims 39-43, directed to a shaped mass comprising a TNF inhibiting antibody.

Group V, clalms 44-49, directed to a shaped mass comprising an interlaukin nautralizing antibedy.

The inventions listed as Groups |-V do not relate 10 a single special tadnnlcal feature under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or comesponding special technical features for the following reasons:

Spacial technical featuras °

Group | has tha spacial tachnlcal feature of wherein the precursor materlal has a parllcle size in the range of 50 to 450 micrometers, that
|s not required by any other Groups.

Group [l has the spaclal technical feature of insulin, that is not required by any other Groups.

Group il has the special technical feature of an incretin for treatment of diabetes cr other glucose regulation disorder, that Is not
raquired by any other Groups.

Group IV has the spacial technical feature of a TNF inhlblting antibody, that is not required by any other Groups.

Group V hag the spedial tachnical feature of an intereukin neutrallzing antibedy, that is not required by any other Groups.,

Common technical faaturas:

Groups |-V share the commaon tachnical feature of 8 shaped mass comprising a protain or polypeptide having a biclogical activity in the
bedy of a mammal, the shaped mass formed by compression of 8 precursor material comprising the protein or polypeptide, wherein an
amount of biologically active protain or polypeptide in the shaped mass is at least about B0% ta that in the precursor material, the
shaped mass having a density in e range of about 0. 8 to abeut 1.10 mg/ mm3 or of about 0. B to about 1,13 mg! mm 3. Howevar, this
shared tachnical feature doas not represent a contribution over prior art, because this shared technical feature is mada obvious by the
article by Gal et al,, entitlod 'Long-acting preperations of exenatide’, (herelnafter Cai).

Cai disdoses a shaped mass (pg 964, col 2, para 2: The diamater of the microspheres Is 0.06 mm and thay have a typical pinched-raisin
shape and dense surfaca layer, pg 987, col 2, pana 5: & compressed chewing gum teblst); comprising a prolein or palypeptide having a
biological activity in the body of a mammal (pg 984, col , para 4: Microsphares ara a stable and seasoned way of achieving SR for
peptides such as exenatide . . , exenatide preduct on ths market In microsphere form |s BydureonTM (Amylin Pharmaceuticals); pg 965,
Figure 1 Sequanca of exenahda) tha shaped mass formed by compression of a precursor material comprising the protein or
polypeptide, wherein an amount of biologically active protein or polypeptide in the shaped maess is at least about 80% to that in the
precursor material {pg 964, col 2, para 4: PLGA with_a molecular weight of 30 kDa could achieve a 78.1% - 8.8% (mean standard
deviation) encapsulation rate; pg 985, col 2, para 1: the exenatide was well protected In the polysaccharide microspheres; pg 967, col 2,
para 4: The parous PLGA MPs offered a low density). Although Cal does not expliclity disciose the density of the of the shaped mass,
Cai discloses microspheras having dense surface layer and poreus PLGA MPs having a low density, therefore, it would have been
obvious to a person having ordinary skill in the art to measure the density using the parameters provided by Cai for the microspheres or
chewing gum i obtain the density measurement, and it would be reutine measurement and experimentetion to measure tha density.

As the technical featuras were known in the art at the time of the invention, they cannol be considered spadial technical features that
would otharwlse unify the groups.

Therafore, Groups i-V lack unity of invention under PCT Rule 13.

Ravision Note:

Claima 1-16, 22-24, 3943 and 50-55 directed to NF lnhiblhng antibody beleng in TNF inhibiting antibody Group 1.
Claims 17 and 18 directed to insulin belong in insulin Group II.

Claims 19-21 and 56-57 directed to incretin balong in incretin Group 11l

Claims 25-30 directed 1o interlaukin neutralizing antibody belong in an interieukin neutralizing antibody Group IV,

Correct Groups: :

[Common independent clalms; claims 1 and 50]

Grioup |, claims 1-186, 22-24, 38-43 (Group IV) and 50-55, directed to a shaped mass comprising a TNF inhibiling antibody

Group M, claime (1, 50), 17-18 and 31-35, directed to a shaped mass compriging insulin.

Group 1, ¢lalms (1, $0), 19-21, 56-57 and 36-38, directed to a shaped mass comprising an incretin for treatment of diabetes or other
plucosa re|u|atlon disorder.

Group IV, claims (1, 50), 25-30 and 4448, diracted to a shaped mass comprising an interisukin neutralizing antibody.

Form PCTASA/ 10 (extra sheet) (January 2015} .
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