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

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

-***-Please See Supplemental Page-***-

1. D As all required additional search fees were timely paid by the applicant, this international 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 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.:

4. }v{ No 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..

£33

-***_Please See Supplemental Page-

Remark on Protest D 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.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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-***-Continuation of Box No. IlI: Observations Where Unity Of Invention Is Lacking:

Group I: Claims 1-33, 61/1, 61/20, 61/28, 62/1, 62/27, 62/33, 63/62/1, 63/62/27, 63/62/33, 64/63/62/1, 64/63/62/27, 64/63/62/33, 65/1,
65/20, 65/28, 66/1, 66/20, 66/28, 67/1, 67/20, 67/28, 68/1, 68/20, 68/28, 69/1, 69/20, 69/28, 70/1, 70/20, 70/28, 71/1, 71/20, 71/28, 7211,
72/20, 72/28, 73/1, 73/20, 73/28, 74/73/1, 74/73/20, 74/73/28, 75/74/73/1, 75/74/73/20, 75/74/73/28, 76/73/1, 76/73/20, 76/73/28,
771731, 77/73/20, 77/73/28, 78/77/73/1, 78/77/73/20, 78/77/73/28, 79-92, 95/92, 96/95/92, 97/92, 100/92, 102/89, 102/90, 103/102/89,
103/102/90, 104/103/102/89, 104/103/102/90, 105/79, 106/79, 107/79, 108/79, 109/79, 110/19, 111/79, 112, 113, 114/1, 114/20, 114/28,
115/114/1, 115/114/20, 115/114/28, 116/1, 116/20, 116/28, 117/116/1, 117/116/20, 117/116/28, 118/1, 118/20, 118/28, 119/1, 119/20,
119/28, 120/1, 120/20, 120/28, 121/1, 121/20, 121/28, 122/73/1, 122/73/20, 122/73/28, 123/122/73/1, 123/122/73/20, 123/122/73/28,
124/122/73/1, 124/122/73/20, 124/122/73/28; Group |l: Claims 34-42, 61/34, 61/41, 62/41, 62/42, 63/62/41, 63/62/42, 65/34, 66/34,
67/34, 68/34, 69/34, 70/34, 71/34, 72/34, 73/34, 74/73/34, 75/74/73/34, T6/73/34, T7/73/34, 78/77/73/34, 114/34, 115/114/34, 116/34,
117/116/34, 118/34, 119/34, 120/34, 121/34, 122/73/34, 123/122/73/34, 124/122/73/34; Group III: Claims 43-57, 61/43, 62/43, 63/62/43,
64/63/62/43, 65/43, 65/51, 66/43, 66/51, 67/43, 67/51, 68/43, 68/51, 69/43, 69/51, 70/43, 70/51, 71/43, 71/51, 72/43, 72/51, 73/43,
73/51, 74[73/43, 74/73/51, 75/T4(73/43, 75/74/73/51, 76/73/43, 76/73/51,77/73/43, 7T7/73/51, 78/77/73/43, T8/TT/73/51, 114/43, 114/51,
115/114/43, 115/114/51, 116/43, 116/51, 117/116/43, 117/116/51, 118/43, 118/51, 119/43, 119/51, 120/43, 120/51, 121/43, 121/51,
122/73/43, 122/73/51, 123/122/73/43, 123/122/73/51, 124/122/73/43, 124/122/73/51; Group IV: Claims 58-60, 61/58, 62/58, 63/62/58,
64/63/62/58, 65/58, 66/58, 67/58, 68/58, 69/58, 70/58, 71/58, 72/58, 73/58, 74/73/58, 75/74(73/58, 76/73/58, T7/73/58, 78/77/73/58,
118/58, 119/58, 120/58, 121/58, 122/73/58, 123/122/73/58, 124/122/73/58; Group V: Claims 93, 94, 95/93, 96/95/93, 97/93, 98, 99,
100/98, 101, 102/101, 103/102/101, 104/103/102/101, 105/93, 106/93, 107/93, 108/93, 109/93, 110/93, 111/93

Group I: Claims 1-33, 61/1, 61/20, 61/28, 62/1, 62/27, 62/33, 63/62/1, 63/62/27, 63/62/33, 64/63/62/1, 64/63/62/27, 64/63/62/33, 65/1,
65/20, 65/28, 66/1, 66/20, 66/28, 67/1, 67/20, 67/28, 68/1, 68/20, 68/28, 69/1, 69/20, 69/28, 70/1, 70/20, 70/28, 71/1, 71/20, 71/28, 72/1,
72/20, 72/28, 73/1, 73/20, 73/28, 74/73/1, 74/73/20, 74/73/28, 75/74173/1, 75/74/73/20, 75/74/73/28, 76/73/1, 76/73/20, 76/73/28,
7717311, 7T7/73/20, 77/73/28, 78/77/73/1, 78/77/73/20, 78/77/73/28, 79-92, 95/92, 96/95/92, 97/92, 100/92, 102/89, 102/90, 103/102/89,
103/102/90, 104/103/102/89, 104/103/102/90, 105/79, 106/79, 107/79, 108/79, 109/79, 110/19, 111/79, 112, 113, 114/1, 114/20, 114/28,
115/114/1, 115/114/20, 115/114/28, 116/1, 116/20, 116/28, 117/116/1, 117/116/20, 117/116/28, 118/1, 118/20, 118/28, 119/1, 119/20,
119/28, 120/1, 120/20, 120/28, 121/1, 121/20, 121/28, 122/73/1, 122/73/20, 122/73/28, 123/122/73/1, 123/122/73/20, 123/122/73/28,
124/122/73/1, 124/122/73/20 and 124/122(73/28 are directed toward a method of inducing antigen-specific tolerance in a subject
suffering from or at risk of a condition comprising: administering a composition to said subject, wherein said composition comprises an
apoptotic body surrogate and a plurality of immunodominant epitopes associated with one or more antigens suspected to cause said
condition, and wherein said composition induces tolerance of said at least one or more antigens in said subject; a method of reducing a
hypersensitivity response of a food allergy in a subject comprising: administering a composition comprising an apoptotic body surrogate
and an immunodominant epitope of said food to said subject, wherein said composition induces tolerance of said food in said subject
thereby reducing the hypersensitivity response of said food anergy in said subject; a method of reducing the risk of transplant rejection in
a subject comprising: administering a composition comprising an apoptotic body surrogate and an immunodominant epitope of a tissue
to be transplanted to said subject, wherein said composition induces tolerance of said tissue in said subject thereby reducing the risk of
transplant rejection in said subject; and a composition tor induction of antigen-specific tolerance in a subject suffering from or at risk of a
condition comprising: (a) an apoptotic body surrogate; and (b) a plurality of immunodominant epitopes associated with one or more
antigens suspected to cause a condition, wherein said composition induces tolerance of said at least one or more antigens in said
subject.

Group II: Claims 34-42, 61/34, 61/41, 62/41, 62/42, 63/62/41, 63/62/42, 65/34, 66/34, 67/34, 68/34, 69/34, 70/34, 71/34, 72/34, 73/34,
74173134, T5/74/73/34, T6/73/34, 7T7/73/34, T8/77/73/34, 114/34, 115/114/34, 116/34, 117/116/34, 118/34, 119/34, 120/34, 121/34,
122/73/34, 123/122/73/34 and 124/122/73/34 are directed toward a method of reducing a hypersensitivity response to a therapeutic in a
subject comprising: administering a composition comprising an apoptotic body surrogate and an epitope of a therapeutic, wherein §a1§
composition induces tolerance of said therapeutic in said subject thereby reducing said hypersensitivity response to said therapeutic in
said subject. ’

Group llI: Claims 43-57, 61/43, 62/43, 63/62/43, 64/63/62/43, 65/43, 65/51, 66/43, 66/51, 67/43, 67/51, 68/43, 68/51, 69/43, 69/51,
70/43, 70/51, 71/43, 71/51, 72/43, 72/51, 73143, 73/51, 74/73/43, T4[73/51, 75/74/73/43, 75/74/73/51, 76/73/43, 76/73/51,77/73/43,
77173151, 78/77/73/43, 78/77/73/51, 114/43, 114/51, 116/114/43, 115/114/51, 116/43, 116/51, 117/116/43, 117/116/51, 118/43, 118/51,
119/43, 119/51, 120/43, 120/51, 121/43, 121/51, 122/73/43, 122/73/51, 123/122/73/43, 123/122/73/51, 124/122/73/43 and
124/122/73/51 are directed toward a method of inducing antigen-specific tolerance in a subject suffering from or at risk of _
hypersensitivity to an antigen comprising: a. obtaining personalized information of a subject; b. determining from said perso.nallzed
information an antigen to which said subject is hypersensitive to; and ¢. administering a composition comprising an apoptotl_c bogy or
apoptotic body surrogate and an epitope of said antigen to said subject, thereby inducing tolerance specific to said antjgen in salq )
subject; method of inducing antigen-specific tolerance in a subject suffering from or at risk of hypersensitivity to an antigen comprising: a.
obtaining a poo! of immune cells from a subject; b. determining from said pool an antigen to which said subject is hypersenS|t|\{e to; _and
c. administering a composition comprising an apoptotic body surrogate and an epitope of said antigen to said subject, thereby inducing
tolerance specific to said antigen in said subject.

Group IV, Claims 58-60, 61/58, 62/58, 63/62/58, 64/63/62/58, 65/58, 66/58, 67/58, 68/58, 69/58, 70/58, 71/58, 72/58, 73/58, 74/73/58,
75/74/73/58, 76/73/58, 77/73/58, 78/77/73/58, 118/58, 119/58, 120/58, 121/58, 122/73/58, 123/122/73/58, and 124/122/73/58.a're
directed toward a method of delivering an antigen to a splenic marginal zone of a subject comprising: administering a composition
comprising an apoptotic body surrogate and an antigen to a subject, wherein said apoptotic body surrogate is recognlged by a
macrophage scavenger receptor, and said macrophage scavenger receptor uptakes said antigen in said splenic marginal zone.

Group V, Claims 93, 94, 95/93, 96/95/93, 97/93, 98, 99, 100/98, 101, 102/101, 103/102/101, 104/103/102/101, 105/93, 1.06/93, 107/93,
108/93, 109/93, 110/93 and 111/93 are directed toward a composition for induction of antigen-specific tolerance in a supject suffering
from or at risk of a condition comprising: (a) an apoptotic body surrogate; b) an epitope associated with one or more an}ngens susp_ected
to cause said condition; and (c) an additional anergy promoting agent within said apoptotic body surrogate, wherein said composition
induces tolerance of said antigen in said subject.
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-***-Continued from Previous Supplemental Box:

The inventions listed as Groups I-V 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 special technical features of Group |
include an immunodominant epitope, or a plurality of immunodominant epitopes, not present in any of Groups lI-V; the special technical
features of Group |l include reducing a hypersensitivity response to a therapeutic in a subject comprising: administering a composition
comprising an apoptotic body surrogate and an epitope of a therapeutic, wherein said composition induces tolerance of said therapeutic
in said subject thereby reducing said hypersensitivity response to said therapeutic, not present in any of Groups | or ll-V; the special
technical features of Group lil include a. obtaining personalized information of a subject; b. determining from said personalized
information an antigen to which said subject is hypersensitive to, and a. obtaining a pool of immune cells from a subject; b. determining
from said pool an antigen to which said subject is hypersensitive to, not present in any of Groups |, Il, IV or V; the special technical
features of Group IV include delivering an antigen to a splenic marginal zone of a subject comprising: administering a composition
comprising an apoptotic body surrogate and an antigen to a subject, wherein said apoptotic body surrogate is recognized by a
macrophage scavenger receptor, and said macrophage scavenger receptor uptakes said antigen in said splenic marginal zone, not
present in any of Groups I-ll or V; the special technical features of Group V include an additional anergy promoting agent within said
apoptotic body surrogate, not present in any of Groups I-IV.

Groups |-V share the technical features including administering a composition comprising an apoptotic body surrogate and an antigen or
epitope thereof. Groups I-lll and V share the technical features including inducing tolerance. Groups |, Il and V share the technical
features including inducing antigen-specific tolerance in a subject suffering from or at risk of a condition. Groups 1 and V share the
technical features including more than one antigen, and anergy. Groups | and Il share the technical features including reducing a
hypersensitivity response.

However, these shared technical features are previously disclosed by US 2012/0076831 A1 to Miller, ét al. (hereinafter 'MiIIer').. Miller
discloses a method of inducing antigen-specific tolerance (a method for inducing antigen-specific tolerance; paragrgph [0018))in a
subject (subject; paragraph [0006]) suffering from or at risk of a condition (suffering from or at risk of autoimmune dlse§§e, transplant
rejection and allergic or hyperimmune responses (a condition); paragraph [0018]) comprising: administering a composntlon 3
(administering a composition; paragraphs [0007], [0019)), to said subject (subject; paragraph {0006]), wherein §a|d composition _
comprises (wherein said composition comprises; paragraph [0007]) an apoptotic body surrogate (a carrier conjugated to an apoptotic
signaling molecule (an apopototic body surrogate); paragraphs [0007], [0020] (see instant PCT applicgtion, paragrgph [00?5]), and a
plurality (a plurality; paragraph [0090]) of epitopes associated with one or more antigens (antigens (epltgpes associated W.lth one or more
antigens); paragraph [0090]) suspected to cause said condition (suspected to cause said condition; Claim 37), gnd where.lrj sa'ld
composition induces tolerance of said at least one or more antigens {induction of antigen-specific tolerance (said composition induces
tolerance of said at least one or more antigens); paragraph [0006]) in said subject (subject; paragraph [0006]), as well as reducing a
hypersensitivity response (reducing hypersensitivity response; paragraph [0122]) and anergy (paragraph [0110]).

Since none of the special technical features of the Groups I-V inventions is found in more tha_;n one of the inventions, and since all of the
shared technical features are previously disclosed by the Miller reference, unity of invention is lacking.
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