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Box Il

Group | requires the special technical feature of a method for promoting wound healing in a subject in need thereof comprising
contacting a wounded tissue of the subject with a first composition comprising a therapeutic amount of extracellular vesicles (EVs)
derived from human amniotic fluid (AF), wherein the therapeutic amount is effective to reduce wound area and to promote repair of the
wounded tissue, not required by Groups .

Group Il requires the special technical feature of a method for regulating a skin condition in a subject in need thereof comprising
contacting skin of the subject with a composition comprising a therapeutic amount of extracellular vesicles (EVs) derived from human
amniotic fluid (AF), wherein the therapeutic amount is effective to improve skin texture, reduce wrinkles, or both, thereby regulating the
skin condition, not required by Groups I.

Common technical features:

Groups I-1l share the technical feature of a. method comprising contacting a tissue of the subject with a composition comprising a
therapeutic amount of extracellular vesicles (EVs) derived from human amniotic fluid (AF)

These shared technical features, however, do not provide a contribution over the prior art, as being obvious over US 2016/0184363 A1
to University of Miami (hereinafter UM).

UM discloses a method for promoting wound healing (para [0020] .. In one embodiment, the present invention provides an isolated
preparation of microvesicles that promotes or enhances wound healing. In one embodiment, the wound is a full-thickness burn. In one
embodiment, the wound is a second-degree burn.. it is well understood the healing is for a patient in need of the healing and the
preparation is used in a method of wound healing) comprising contacting a wounded tissue of the subject (para [0322] .. Full thickness
wounds were created on the backs of pigs using a 10 mm punch biopsy instrument. Microvesicles were isolated from culture medium
conditioned using autologous bone marrow-derived mesenchymal stem cells, either according to the methods described in Example 1
(the conventional ultracentrifugation method), or by the methods described in Example 3. 30 micrograms of microvesicles were
administered to the wounds by local injection at the time of wounding and at Days 1 and 2. Controls were treated with saline or allowed
to heal air exposed.. the local administration is contacting) with a first composition comprising a therapeutic amount of extracellular
vesicles (EVs) derived from human amniotic fluid (AF) (para [0079] .. In one embodiment, the present invention provides reagents and
kits to isolate microvesicles from biological fluids according to the methods of the present invention.. para [0080] ..The biological fluid
may be peripheral blood, sera, plasma, ascites, urine, cerebrospinal fluid (CSF), sputum, saliva, bone marrow, synovial fluid, aqueous
humor, amniotic fluid..). UM does not disclose a specific embodiment wherein vesicles from amniotic fluid are contacted with the wound.
It would have been obvious to one skilled in the art to test this specific embodiment using routine experimentation.

As the technical features were known in the art at the time of the invention, this cannot be considered a special technical feature that
would otherwise unify the groups.

As the technical features were known in the art at the time of the invention, this cannot be considered a special technical feature that
would otherwise unify the groups. Groups I-II therefore lack unity under PCT Rule 13 because they do not share a same or
corresponding special technical feature.
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