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BOX II. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING
Thiz applicaticn contains the following investions or groups of inventions which are net sc linked as to form a single general inventive
concept wnder PCT Rule 13.1. Tn order for alt inventions to be examined, the appropriate additiona) examinasion fces must be paid.

Group I, claims 14, 7-10, 12-14, 16-20, 24-26, 45, 48, 50-71, 2)-98, [01-103, and 110, in s far as they are drawa to 4 methad for
treating diabetes, or A method of indoeing panereatic jslet neogenesis, with a pastrin/CCE receptor ligand that is gastrin-17, a
FACGINT that is GLP-1; and compositions and kits thereof.

Graup II, claims 5-11, 15, and 24-26, in so far as they are drawn o a method for treating dishetes comprising ex vivo cell treatment
with & gastrin/CCK receptor ligand that is gastrin-17 and &8 FACGINT that is GLP-1, and an immunosuppressive drug that is
rapamyecin, followed by administration to & marnmai.

Group [, 21-31 and 108, in so far as they are drawn 1o & method for expanding and differentiating stem cells into insulic secreting
cells in a diabetic recipient of implanted cells, or a method of expanding a functional £ cell mass of pancreatic islel iransplans in 4
diabetic receipient of purified jslets, comprising implaating stem: cells and administering a composition comprising a gastrin/CCK
receptor ligagd that s gastrin-17 and a FACGINT that is GLP-1,

Group IV, 32-45, in so far as they are drawn 1o & method for reducing an amaunt of stem cells neaded for transplantation o treat
human disbetes, comprising administering a gastrin/CCK receptor ligand that is gastrin-17, a FACGINT that is GLF-1, and an
immunocsuppressive drug that is repamycin,

Group V, 46, 47 and 42, in so fer as they are drawn to a kit or pharmaceutical composition comprising an i nusuppressive drig
that is rapamycin, a FACGINT hat i GLP-1, and with or withoui & gastrin receplor ligand.

Group V1, claims 72-76, in so far as they are drawn to & method of reducing frequency of freating & diabetic suhject by administering
an LN, 7. composition,

Growp VI claims 87-8%. n so far as they are drawn 1o 3 methed of tresting a diabeic subject by providing a devive o the subject.

Group VIIL, clairm J04, drawn to 2 method of treating a diabetic subject comprising administering a gastrin/CCK receptor ligand hat is
gastrin-17. a FACGINT that }s GLP-1, and an agent for immune suppression.

Group IX, ciaim 109, drawn to a method of freating diabetes comprising transplanting s pancreatic isiet preparation into a dinbetic
patient and adm inistering an effective dose of a gastrin/CCK receptor ligand that is gastrin-17 and 8 FACGINT thar js GLP-(.

This appiication contains claims directed to more than one speeies of the generic inventlon, These species are deemed [0 lack unity of
iavenlion because they are not so Haked es to form a single geveral inventive concept under PCT Rule 3.1,

In order for more than obe species (0 be examined. the apprapriate sdditional examination fees must e paid. The specics are s
followes: .

8) The 1* species of a gastrin/CCK receplor ligand is gastrin-17 and the 2 to 3% species are gastrin 1-17Leuls, or snother specific
gasirin.

The claims correspond to the species Hsted in the following mansner:

Claims 25 correspond [o the species of gastein-17.

Claims 26 and 98 correspond to the species of gastrin 1-17Leuls.

The following claim{s) are generic: 1-24, 27-45, 48-62, 64-75. §7-8D, 0)-98, IC1-104, and 108-110,

b} The I species of & FACGINT that is not an EGF receptor is GLP-1 and the 2* to 29 species are exendin-4; a Growih Hormone;
another Gheagon-like peptide 1 receptor ligand, a Giucagon-fike peptide 2 receptor ligand; a gastje inhibitory polypeptide (GIP)

Form FCT/ISA/210 (second sheet) (Fuly 1938)
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recepior Jigand; a keratinocyte growth factor (KGF) receptor ligand; a dipeptidyl peptidase IV inhibitor; 2 REG protein receplar ligand:
a Growih Hormone receptor ligand; 2 prolactin receptor ligend ; an Insulin-like Growth Factor (JGF) receptor figand: PTH-reluied
protein (PTHrP) receptor ligand; hepatecyte growth factor (HGF) recepior Jigand, a bone morphogenetic protein {BMP) receptor
ligand, a ransforming growth facter-3 (TGF-B) receptor ligand; a laminin receptor ligand; vasoactive intestinal peptide (VIP) recepior
ligand; a fibroblast growsh factor (FGF) receptor ligand; a keratinocyfe growih factor recepior ligand; a nerve growtll factor (NGF)
receptor Jigand;, an islet neogesesis associated protein INGAPI receptor ligand; an Activin-A receptor ligend; a vaseular 20 endothelial
growti factor (VEGE) receptos ligand; an erythropoietin (EPQ) receptor [gand; a pituitary sdenylate cyclasc activating pelypeptide
{PATAP; receptor ligand, a granulocytc eolony stmulating factor (G-CSF) recepror ligand; a granwlocyte- maczophage colony
stimulating factor (GM-CSF): a platelet-derived growih factor (FDGF) recepier ligand; and & Secretin receptor ligand,

The elaims correspend to the species listed above in the fullowing manner:
Claims 3, 91-92, 98, IG) apd 104 correspond to the species of GLP-1,
Clairmt 3, 91, 101 and 104 correspond fo the species of exendin-4,
Claims 4, 53-94, 98, 102 and 104 corrospond to the species of Growtk Hormone,
Claims 96-98, 103-104, and 110 correspoad 1o the species of prolactin receptor ligasd,
Claims 2 and 52 correspend to muliiple species listed sbove,
The following claim(e) are generic: 1, 575, 87-85, and 108- 168,

¢} The 1* species of a measuring parameter is hlood glucese and the 2* (n 10% species are serum glicose, blood glycesylated
hemoglobin, pancreatic cedl mass, serum insuiin, pancreatic insulin content, and morphometrically determined £ cell mass, amount ol
msulin secreting cells, glicose responsiveness of insulating secrefing rells, armount of proliferation of stel precursor cells, and amaunt
of mature insulin secreting cells.

The claims correspond 1o the species listed above in the following manner:
Claim % correspoads to the species of bioad plucose,
Clairns 10 and 12 corcespond to multiple species fsted above.
The following claim(s) are generic: none

d) The 1* species of anagent for suppressing immine respense is fapamysin and the 2 to 33" species are a corticosternid; an
azathloprine; mycophenolaie mofetil; a cyclosporing a cyclophosphamide; @ methdirexate; a 6-merceptopurine; FK506, 15-
deoxyspergualin, an FTY 720, a mitoxantrone, a 2-amino-1,3-propanediol; a 2-amina-2[2-(d- octylphenyijethyilpropane-1,3-dic]
hydrachioride; 2 6-{3-dimethyl-aminoprepionyl) forskotin; demethimmuncmycin; hul 24, BT 322, allotrap-HLA-B270; OKT4A,
Eslimomab: ABX-CBL; OKT3; ATGAM, basiliximab; declizumab, thymegloboling [5A1x247, Medi-300; Medi-507; Alefucept,
efalizamab; inflikimab: or ap interferon,

The claims correspond o the species listed above in the following manner;
Clairpg 34-3R and 44 correspond to muliple species lisied above.
The Tollowing claim{s) are generic: 33, 50-43, 46-47, 49, ang 104

e) The P species of mnplanted cell is pancreatic. isleis and the 2* ta 4™ are umbilical chords, embryns, and stem cell lines.

The claims correspond to the species listed above in the foliowing mannes:
Claion 23 corresponds to esch of the species listed above.
The following claim(s) sre generic: 21

The 1" species of EGF recepior ligand is EGF and he 24 js TGFa.
epl

The claims correspond to the species tisted sbove in the following manner:
Claim. 51 corresponds to each of the species listed above.
The fellowing claim(s) are generic: 48, 50-75. and 87-89,

The inventions listed as Groops [-IX do not relate 10 & single general jnventive concept under PCT Rule 12,1 beeauss, under PCT Rule
3.2, they lack the same or correspending special technical features for the Fallowing reasons:

Purgnant te 37 C.F.R. 1475 (B-D}, the ISA/US considers that where multiple products und processes are cleimed, the muin invenion
shall consist of the first invention of the category ficst mentioned in the claims ang the Girst recited inventien of each of the other
categories related therete.

Axcordingly, the mais imvention (Group I} comprises the first method, & method for treating diabetes, and the first product using that
method, » composition comprising a gastrin/CCK receptor ligand and a FACGINNT.

Form PCTASAS210 (secand sheet) (Tuly 1998)
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Group IF does not share the same or corresponding technjeal feature because Group IT is drawn to a different method that comprises
dilferent ex vive method steps which are ot coextensive ard which do not share the same technizal feature.

roup I dees nof share the seme or correspending technical feaiure because Group TV is deawn to o methad for expanding and
differentialing stem cells into insulin secreting cells in a diabetic recipient of implanicd cell, which is a ditferent method with steps and
gnals that are not coextensive and do not share the same technical featre.

Group IV Goes a0t share the same or carresponding technical fature beeause Grotp V s drawn to o method for reducing an amour of
stem cells needed for transplant, which is a differeat method with sieps and goals that are nol cooxtensive and do not share the same
technical feature,

Groups V and VI do not share the same ar courresponding lechnical feamre because each Group s drawn to a product which is a
different combination of vompourkds than these of Group I and do not share the same technica) feature. Each combination inctudes
compounds which are not found in the other groups, and are structucally and functionally different chemical compounds. Each
combination of compounds can be made and wsed without the other cambinations. and tus de not relate to a single peneral inveniisn
coneept within the meaning of PCT Rue 13.1.

A.dditionally, the composition af Group VI is formulaied from unspecilied components, and therefore encompasses wombina lions thal
comprise componds that ars structurally and functienally differsnt chemicals from the compounds in the other ecmbinations. Each
combination of cempounds ean be made snd used without the cther combinations, and thus do not relate to a single general iavention
concept within the meaning of PCT Rule 13.1.

Group VI docs not share the same or corresponding technical feature becanse Group VII is drawn o & method of reducing frequency
of treating a diabetic subject by preparing a device for administering an LN.T. composilion, which is n different methad with goals sind
method steps (bat do not share the same technical festure. Group VI requires a device for detivering a composition. The composition of
Graup VIEis formulated from wnspecified components, and herefore encompasses combinations that comprise compounds (b are
structurally and functionally different chemicals from the compounds in the other combinations. The device for delivering a compositian
of sompounds cap be made and used without the other combinations of the pther zroups, and thus does pot reluie 0 2 single zeneral
invention concept within the meaning of FCT Rule 33.1.

' Group VI does aot share the same or cacresponding (echuical feature because it is drswn to & method with a goal similar o that of

Groop ¥ but which includes 2 combination of compounds that are nof coextensive with the combination of compourds of Group 1 and do
niot share the same technical feature,

Group DX does not share the same or corresponding technical fearore becanse it is drawn to a different methed with sleps that are not
coextensive and do nof share the same technical feature.

The Authority therefore considers that the seven inventions do not shore a special technical feature within the meaning of PCT Rule
13.2 and thus do not relefe to & single general inventive concepl within the meaning of PCT Rule 13.1

The species of gastrin/CCK receptor ligands, the species of FACGINTS, the species of ggenfs for suppressing fmraune response. the
species of implanted cells, and the species of EGE receplor Jigands listed above de not refate to g single general inventive coneept undar
PCT Ruk: 13.1 hecause under PCT Rule 132, the species lack the same or corresponding special technical featuires for the fuliowing
reasons: each species it drawn 1o 6 campound or & cell which is a swocturally and funciionally different chemical compound ar cell
from the other species in the respective genus, cach of which can be made, or isolated, and used without te atlier compounds or cells,
and thus do not relete to a single general invention concept Within the meaning of PCT Ryle 13.1.

The species of measuring parameters listed above do not relefe to a single genera) inventive concept under PCT Rufe £3.1 because
under PCT Rule 13.2, the species lack the same or corresponding special technieal fearures for the following reasons: each species is
drawn to a vasiation in a method step, and each variation requires use of different compounds «nd different tschniques which are not
co-extensive, and thus da not refate to & single general inveation concept within the meaning of PCT Rule 13,1,
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