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I. Introduction

Pursuant to the Board’s Jan. 16, 2026 Order (Pap.33, “Order”), Atossa Ther-
apeutics, Inc. (“PO”/“Atossa”) respectfully submits this §42.221(a)! Contingent
Motion to Amend U.S. Patent No. 12,071,391 (*’391 Patent”). Should the Board
find any of original claims 1-44 unpatentable, PO respectfully requests that the
Board grant this Motion and issue the corresponding proposed substitute claim(s)
presented herein.

II. Statement Of Relief Requested

PO respectfully requests preliminary guidance on this Motion pursuant to
§42.221(e). PO only seeks to amend claim 1-44 if the Board finds them unpatentable.
A listing of the claims is attached hereto as Appendix A pursuant to §42.221(b).

III. Legal Standards

A motion to amend must: (1) propose a reasonable number of substitute claims
(§42.221(a)(3)); (2) propose substitute claims that do not enlarge the scope of the
claims or introduce new subject matter (§42.221(a)(2)(i1)); (3) respond to a ground
of unpatentability involved in the trial (§42.221(a)(2)(1)); and (4) set forth written
description support for each substitute claim (§42.221(b)(1)). Lectrosonics, Inc. v.

Zaxcom, Inc., IPR2018-01129, Pap.15, 4-8 (Feb. 25, 2019) (precedential)

! Unless stated, statutory and regulatory citations are to 35 U.S.C. or 37 C.F.R,, as

context indicates, internal citations omitted, and emphases/annotations are added.
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(“Lectrosonics”). “[A] patent owner does not bear the burden of persuasion to
demonstrate the patentability of substitute claims presented in a motion to amend.”
Id. at 4. “[T]he burden of persuasion ordinarily will lie with the petitioner to show
that any proposed substitute claims are unpatentable by a preponderance of the evi-
dence.” Id.

IV. The Number Of Proposed Claims Is Reasonable

PO proposes one substitute claim to replace each original claim. Thus, the
requirement of proposing a reasonable number of substitute claims has been met.
See §326(d)(1)(B); §42.221(a)(3).

V.  The Proposed Claims Respond To Patentability Grounds And Do Not
Enlarge The Claim Scope Or Introduce New Matter

As set forth in detail below, each proposed Substitute Claim responds to a
patentability ground raised in the above-captioned Petition (“Petition”/*“Pet.”),? does

not enlarge the scope of the claims or introduce new subject matter, and is supported

by, e.g., U.S. Patent App. No. 18/128,536 (“’536”; EX1002, 7-142), which was filed

2 PO does not separately address “responsiveness” for Substitute Claims 47-48, 53-
57, 64-68, 72-74, 78-81, 84-86, and 88, as the only change from the original depend-

ent claim is to update the claim’s dependency to reflect the substitute base claim.
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on March 30, 2023 and issued as the *391 Patent.® In addition to the exemplary sup-

port discussed below, PO also sets forth additional support in Table 1 below.*

Substitute ’536 Application (EX1002 pp. 7-142)
Claim #

45 910-11, 36, 169, 199, 184, 195, 199, 211-213, 215, 296, 298, cls. 1,
2

46 976, 151-152, 184-185, 317

47 9933, 151, 154-166, 185-189, 246, 250, 256, 258-259, 263, 318-321,
cl. 125

48 1914, 16, 21, 36, 44, 214, 302-04, 361-366, 472, cls. 36, 40, 59, 133,
137, 154,

49 9114, 16, 36,44, 71, 167, 195-196, 203, 211, 214-215, 300, 361-366,
cls. 34, 131

50 114, 16, 21, 36, 44, 49-51, 71, 167, 195, 199, 211, 216-217, 300-
302, 361-366, cls. 34, 36, 40, 59, 131, 133, 137, 154

51 1912-13, 18, 21, 42, 44, 149, 172, 175, 178, 225-226, 263, 283, 289,
292, 303-304 334-335, 446, 350

3 The material prior art known to PO is the art cited in this proceeding, the related
PTAB proceedings (IPR2025-00799, PGR2023-00043), and the prior art PO has
disclosed to the Office during prosecution of the 536 Application and all family
members relating to the 391 Patent, and the prior art cited by the Office in these
patent applications.

* The *391 Patent claims priority to earlier applications and provisional applications.
Because all of the prior art at issue in the Petition pre-dates the earliest provisional
applications, PO is not currently seeking to have the Board give it the benefit of the
filing date of any of the earlier applications. PO reserves the right to claim priority

to these earlier applications if priority becomes an issue. See Order at 7.
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52 19199, 215 296, 298 314

53 19195, 300

54 19195, 300

55 9975, 195, 197, 232, 236, 298, 429, 431-432, Table 12

56 9191, 195, 199, 205-207, 212-213, 298, 429, 431-432, Table 12

57 19429, 431-432, Table 12

58 19195, 197, 199, 205-206

59 19197, 199, 201, 206, 209

60 99 149, 432-34, Table 13

61 1944, 225-228, 230, 303-304, 308-309, 313

62 19225-227, 303-304

63 q918-19, 43-44, 219, 225, 228-230, 265, 309-310, 313

64 19199, 200

65 1975, 199, 201-202, 296, 314

66 19199, 201

67 19199, 203-205, 296, 314

68 19199, 206, 296, 314

69 19199, 206 (explicitly disclosing “ethyl laureate™), 296, 314

70 1911-14, 18, 21, 42, 44, 172, 175, 178, 263, 291, 292, 334-335, 350,
cls. 11, 22, 31, 50, 57, 147, 152

71 911-13, 18, 21, 42, 44, 172, 175, 178, 263, 292, 334-335, 350, cls.
11, 22,31, 50,57, 147,152

72 19221, 223-224, 267, 269-270, 471-472, Tables 16-17, Figs. 3-8

73 919263, 350, Table 22

74 9975, 191, 195, 197, 199, 205-207, 212-213, 232, 236, 296, 298, 300,
429, 431-432, Table 12

75 19195, 199, 206, 212-213, 236, 296, 298, 300, 429, 431-432, Table
12

76 910-11, 36, 169, 190-191, 195, 199, 212-213, 215, cls. 1, 2

77 1911-13, 18, 21, 42, 44, 172, 175, 178, 263, 292, 334-335, 350, cls.
11,22,31,50,57,152, cls. 11, 22, 31, 50, 57, 147, 152

78 19221, 223-224, 267, 269-270, 471-472, Tables 16-17, Figs. 3-8

79 19263, 350, Table 22

80 1915, 18-19, 38, 43-44, 248, 253, 257-258, 260-261, 337, 352-354,
359-366, 372, 488, 499, Table 22, Fig. 3, cls. 38, 51, 54, 135, 148,
151

81 1915, 18-19, 38, 43-44, 248, 253, 257-258, 260-261, 337, 352-354,

359-366, 372, 488, 499, Table 22, Fig. 3, cls. 38, 51, 54, 135, 148,
151
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82 9225-227, 303-304
83 918-19, 43-44, 219, 225, 228-230, 265, 309-310, 313

84 €921, 37, 44, 224, 270, 366, Table 17, cls. 42, 58, 139, 153

85 9468, 472, 477, 479, Table 19C

86 €99, 14, 17-20, 38-39, 41-44, 63, 80, 86, 96-97, 237-241, 246, 248,

250, 254, 259-262, 272, 275, 322-329, 333, 339, 344-345, 349, 359-
367,371-373, cls. 37,44, 45, 47, 54, 55, 134

87 199, 17, 20, 39, 44, 86, 239, 241, 323, 329, 345, 360-366, 372, cls.
44-45, 55, 142, 157
88 17, 41, 245-246, 249-251, 254-57, 326, 333, 349, 372, 491-493,

496-500, cls. 47, 144.

Substitute Claims 45, 76: PO’s proposed Substitute Claims 45 and 76 amend

original independent claims 1 and 32, respectively, to additionally require that “the

endoxifen and the enteric material are mixed together.” This added limitation

makes explicit the meaning of “[a] composition comprising an endoxifen and an
enteric material” recited in the original preamble. See, e.g., PIN/NIP, Inc. v. Platte
Chemical Co., 304 F.3d 1235, 1244 (Fed. Cir. 2002) (holding that “we equate[] a
‘composition’ with a ‘mixture,”” and that “a chemical composition exists at the mo-
ment the ingredients are mixed together”) (emphasis original); Exxon Chemical Pa-
tents, Inc. v. Lubrizol Corp., 64 F.3d 1553, 1557-58 (Fed. Cir. 1995); Mars, Inc. v.
H.J. Heinz Co., 377 F.3d 1369, 1373-74 (Fed. Cir. 2004).

Substitute Claims 45 and 76 are responsive to and patentable over Grounds 1
and 2, the only Grounds that challenge the independent claims. In Ground 1 (antici-
pation), Petitioner contends that Ahmad discloses “[a] composition comprising an

endoxifen and an enteric material” because Ahmad discloses that “composition
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containing endoxifen...can be encapsulated in enteric-coated capsules.” Pet. 20
(citing EX1003, 18:19-21). Ground 2 (obviousness) does not offer any new theories
and rests on a single throwaway paragraph that fails to even identify the specific
claim element(s) Petitioner contends may be missing from Ahmad.

Ahmad does not disclose the proposed “mixed together” limitation. Ahmad’s
relevant disclosure is directed to applying a separate enteric coating to the outside of
a capsule that is already “filled with composition containing endoxifen,” explaining
that “[e]nteric coating of capsules filled with composition containing endoxifen can
be done as methods known in the art.” EX1003, 18:19-29. That is an external coating
step on a composition containing only endoxifen, not a disclosure of an enteric ma-
terial that 1s mixed together with endoxifen in the composition itself.

Accordingly, Substitute Claims 45 and 76 are responsive to and patentable
over Grounds 1 and 2 because the added limitation directly narrows the independent
claims to the specific configuration that Ahmad does not disclose.

Exemplary Support for Substitute Claims 45, 76: The 536 discloses “a

composition comprising a crystalline form of a compound of Formula (III):”
e
|
(O A
HO 07 ""Me

Formula (III).
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EX1002, 910. “[A]t least 90% by weight of the compound of Formula (III) in the
composition is the (Z)-isomer.” Id. 11. The *536 provides “a composition compris-
ing (Z)-endoxifen free base or a salt thereof.” Id. 436. Regarding the mixing of the
endoxifen and the enteric material, the *536 discloses a “composition” containing
both elements and would be understood to indicate that the elements of the compo-
sition are mixed. 1d. 4195, 199, 212-213; see also EX2030, 435. The *536 also states
that, e.g., the “enteric tablets... may be uncoated.” Id. §215; see also EX2030, 935.
The ‘536 further states “compositions of the present disclosure can be administered
to a subject in need thereof,” and “the compositions comprising endoxifen further
comprise an excipient. Such an excipient can be compatible with the intended route
of administration.” Id. 9 190-91. Petitioner does not dispute that a “composition”
would be understood to include (not exclude) internal mixtures of endoxifen and
enteric material (e.g., within a capsule or tablet). See, e.g., Pap.10, 13-14 (“In short,
claim 1 covers any enteric material—whether external or internal--that comprises
part of the composition.”).

Substitute Claim 46 narrows original claim 2’s recited salts to a subset, and

is responsive to and patentable over Grounds 1-2, which rely on Ahmad. Pet.25-26.
The amendment deletes the salt forms purportedly disclosed in Ahmad. Support:
The ’536 describes that embodiments of the endoxifen salts as being selected from

“the group consisting of ‘arecoline...bicarbonate...glutamate, glycollylarsanilate,
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hexylresorcinate, hydrabamine...hydroxynapthanoate, isethionate, malate, man-
delate ... methyl sulfate, mucate ... pantothenate ... polygalacuronate ... stearate ...

299

tannate, Teoclate, and triethiodide’” and “benzathine, clemizole, chloroprocaine,
choline, diethylamine, diethanolamine, ethylenediamine, meglumine, piperazine,
procaine, aluminum, barium, bismuth, lithium, magnesium, potassium, and zinc.”
EX1002, q9151-152. Further, the 536 describes endoxifen salt compositions se-
lected from a group listing the same as described above. Id. 4185, 317.

Substitute Claim 47 is supported by the *536, which states “the endoxifen

comprised in a composition of the present disclosure is an endoxifen gluconate.”
EX1002, 99154, 259.

Substitute Claim 48 is supported by the *536, which states “[a] composition

comprising a crystalline form of a compound of Formula (IIT) may be formulated for
oral delivery as... a delayed-release tablet, a delayed-release caplet or a delayed-

release capsule.” EX1002, q14.

Substitute Claims 49 amends original claim 5’s recitation of “composition is

a tablet” to “composition is formulated as an uncoated tablet.” This amendment is
responsive to and patentable over Grounds 1-2, which rely on Ahmad’s disclosure
of “[e]nteric coating of capsules.” Pet.27-28. As amended, this limitation cannot be
met by Ahmad’s enteric coating-based disclosures. Support: The 536 states “the

composition is formulated as...[a] tablet.” EX1002, 416, 300, 167 (“pharmaceutical
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compositions in different dosage or delivery forms, such as solid oral dosage forms
including tablet.””). The “[c]Jompositions intended for oral use may be prepared in
solid or fluid unit dosage forms.” Id. §195. The *536 further states that “the enteric
tablets... may be uncoated.” Id. 4215.

Substitute Claim 50 amends original claim 6 (“composition is a capsule”) to

“composition is contained within a capsule”, and is responsive to and patentable
over Grounds 1-2, which rely on Ahmad’s disclosure of “[e]nteric coating of cap-
sules.” Pet.27-28. As amended, this limitation cannot be met by Ahmad’s enteric
coating-based disclosures because Ahmad fails to disclose an endoxifen-enteric ma-
terial composition contained within a capsule. Support: The *536 states “the com-
position formulated for oral delivery” may be formulated as a “capsule.” EX1002,
16, 300, 167 (“pharmaceutical compositions in different dosage or delivery forms,
such as solid oral dosage forms including tablets and capsules.”); 195 (“Composi-
tions intended for oral use may be prepared in solid or fluid unit dosage forms.”).
The ’536 further states “a composition disclosed herein (for example, in the same
capsule, tablet, ointment, etc.) or in separate compositions (for example, in 2 sepa-
rate capsules).” Id. q71.

Substitute Claim 51 (i) changes the dependency to Substitute Claim 49,

thereby narrowing original claim 7’s limitation “composition is uncoated” (now de-

leted) to Substitute Claim 49’s “composition is formulated as an uncoated tablet,”
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and (i1) adds similar stability, gastric release and dosage limitations (as individually
found in Substitute Claims 60, 62 and 71, respectively). These amendments are re-
sponsive to and patentable over Ground 4, which relies on Ahmad’s “enteric-coated
capsules” disclosure combined with Benameur’s “enteric capsule drug delivery
technology” that provides enteric protection “without the use of coatings.” Pet.54-
55. Critically, neither reference discloses the claimed endoxifen-enteric composition
formulated as an “uncoated tablet,” nor the new dosage, stability and gastric release
limitations. Support: The *536 states “the composition comprises about...20 mg of
polymorphic Form III.” EX1002, q178. The *536 further states that “the (Z)-endox-
ifen is stable at ambient temperature for...at least 18 months.” Id. 49283, 289. The
’536 additionally discloses that “in other embodiments,...less than 50% of (Z)-en-
doxifen is released in the stomach after 6 hours of administration, as tested by a
method of USP 7117 Id. 9226.

Substitute Claim 52 amends original claim 8 to require the “enteric material

comprises an enteric coating,” and is responsive to and patentable over Grounds 1-
2, which rely on Ahmad’s disclosure of “[e]nteric coating of capsules.” Pet.27. Sub-
stitute Claim 52 depends from Substitute Claim 45, which requires that the endoxi-
fen and enteric material are mixed together in the claimed composition, and then
additionally requires that the enteric material comprise an enteric coating (i.e., sur-

rounds (coats) the other component(s) of the composition (e.g., the endoxifen)).

10
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Ahmad does not disclose a formulation where the enteric functionality is supplied
by an enteric material that coats the endoxifen with which it is mixed, as now re-
quired. Support: The *536 states “[e]xamples of excipients that can be used in the
compositions...can include... control release agents, enteric coatings,...or any com-
bination thereof.” EX1002, q199. It further identifies enteric materials that would
mix with and coat endoxifen. /d. 4298.

Substitute Claim 53 is supported by the 536, which states “[c]ompositions

intended for oral use may be prepared in ... fluid unit dosage forms” and “the com-
positions are formulated for oral delivery as...suspensions.” EX1002, §195; see also
Substitute Claim 74, infra.

Substitute Claims 54 is supported by the ’536, which states “[c]ompositions

intended for oral use may be prepared in...fluid unit dosage forms” and “the com-
positions are formulated for oral delivery as...elixirs, suspensions, syrups.” EX1002,
9195. The ’536 further states that the “composition...further comprises one or more
excipient.” Id. 9191, 199, 205-207, 212-213. Those disclosures convey possession
of the recited suspension embodiments in which the suspension includes a fluid ve-
hicle/excipient of the types expressly identified for fluid dosage forms. See EX2030,

972-74.

11
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Substitute Claim 55 is supported by the *536, which states “[c]ompositions

intended for oral use may be prepared in...fluid unit dosage forms.” EX1002, 4195.
Petitioner itself asserts that “a suspension necessarily includes a fluid.” Pet.28.

Substitute Claim 56 is supported by the 536, which states “(Z)-endoxifen

free base is surprisingly stable in alcoholic (for example ethanol...) solutions.”
EX1002, 432. The *536 further discloses “compositions” “prepared in...fluid unit
dosage forms” (including “suspensions”), and that the “composition...further com-
prises one or more excipient.” EX1002, 9191, 195, 199, 205-207, 212-213. Those
disclosures convey possession of the recited suspension embodiments in which the
suspension includes a fluid vehicle/excipient of the types expressly identified for
fluid dosage forms. See EX2030, 4972-74.

Substitute Claim 57 is thus supported by the *536, which states “[t]he stabil-

ity of (Z)-endoxifen free base Sample 1 of Table 11 was studied when stored at var-
ious temperatures in solid form and in ethanol (EtOH) solution.” EX1002, 99429;
432 (“(Z)-endoxifen free base is surprisingly stable in alcoholic (for example etha-
nol...) solutions”); see also Substitute Claim 56.

Substitute Claim 58 narrows original claim 14’s recitation of “the suspension

comprises an alcohol, a plant oil, a mineral oil, a glycol, an agar, or a mixture
thereof” to only “an agar.” This amendment is responsive to and patentable over

Grounds 1-2 and 5, which rely on Ahmad and de Veilliers (Pet.29, 58-60), by

12
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deleting the elements purportedly disclosed in Ahmad and de Veilliers. Support:
The *536 discloses that “a pharmaceutical composition of the present disclosure is
formulated for oral delivery.” EX1002, §195. Further, “the compositions are formu-
lated for oral delivery as... suspensions.” Id. §195. The *536 discloses that “compo-
sitions designed for oral administration can be made with an inert or active excipi-
ent.” Id. 4197. The 536 provides examples of various excipients, including “disin-
tegrating agents” and “lubricants.” Id. §199. The *536 describes “[d]isintegrants that
can be used in the pharmaceutical compositions...include...agar.” Id. 9205. Addi-
tionally, the *536 describes “[1]ubricants that can be used in pharmaceutical compo-
sitions...include...agar.” Id. §206. Those disclosures convey possession of the re-
cited suspension embodiments in which the suspension includes a fluid vehicle/ex-
cipient of the types expressly identified for fluid dosage forms. See EX2030, 9972-
74.

Substitute Claim 59 narrows original claim 15’s suspension recitation to a

smaller subset reciting “sorbitol, mannitol, stearic acid, sodium lauryl sulfate, or a
mixture thereof.” This amendment is responsive to and patentable over Grounds 1-
2 and 5, which rely on Ahmad and de Veilliers (Pet.29-30, 58-60), by deleting the
elements purportedly disclosed in Ahmad and de Veilliers. Support: As described
in the support for Substitute Claim 58, the *536 discloses excipients used in compo-

sitions, including lubricants. EX1002, 9197, 199. The *536 describes “[IJubricants

13
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that can be used in the pharmaceutical composition...include... sorbitol, manni-
tol...stearic acid, sodium lauryl sulfate...and mixtures thereof.” Id. 9206.

Substitute Claim 60 amends original claim 16’s limitation from “wherein the

compound of Formula (III) is stable in the composition for at least 10 days at about
25° C” to “3 months at about 40° C”. This amendment is responsive to and patent-
able over Ground 2, which relies on Elkins and Dr. Bihovsky’s testing. Pet.42-46.
Petitioner acknowledges that a POSITA would have understood ““stable” in this lim-
itation to mean “the continued presence of at least 90% (Z)-endoxifen.” Pet. 42-43.
On the other hand, Elkins discloses “rapid degradation to 87% at 40° C/75% RH in
3 months,” which is below the 90% “stable” requirement and thus does not disclose
the amended requirement. Dr. Bihovsky likewise tested only 10 days at 40° C, which
does not supply the missing 3-month at 40° C requirement. Support: The 536 states
“(Z)-Endoxifen prepared by the processes disclosed below is stable...for at least 3
moths [sic] at 40 °C/75% RH (Example 9).” EX1002, 9149. The ’536 further dis-
closes a bulk drug stability study’s results in Table 13. Id. §9433-434. The *536
discloses that during the bulk drug stability study, samples of (Z)-endoxifen free
base “were placed in tightly capped, 180 mL HDPE bottles under inert conditions
(dry nitrogen)...at 40 °C/75% RH for 3 months.” Id. 4433. Table 13 describes the

purity of the (Z)-endoxifen at various time points with different storage conditions.
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1d. 9434. The reported results show that the temperature was at 40° C, the purity of
(Z)-endoxifen was 99.5% at three months. Id. §434.

Substitute Claim 61 amends original claim 17’s limitation from “resistant to

dissolution in an acidic environment for at least 2 hours” to “at least 4 hours”. This
is responsive to and patentable over Ground 7, which relies on Cole to purportedly
teach “that its enteric coating prevents drug release for at least two hours under
strongly acidic conditions.” Pet.69-70. Critically, Cole’s disclosure is explicitly lim-
ited to a “two hours,” and Cole does not disclose or measure the amount of drug
released in an acidic environment for at least 4 hours. Support: The *536 describes
“dissolution tests according the current methods of USP 711.” EX1002, §225. Dur-
ing the dissolution tests, the 536 Application describes “the oral dosage forms...
are protected from the acidic environment of the stomach and do not dissolve for...
at least 4 hours.” Id. 9225. Relatedly, the 536 discloses “the composition is formu-
lated for oral delivery, and... as tested by a method of USP 711...the composition
releases in the stomach... in 4 hours after administration.” Id. 49303-304; see id.
1313.

Substitute Claim 62 amends original claim 18’s limitation from “the com-

position releases no more than 10% of the (Z)-endoxifen over 2 hours in gastric
fluid” to “no more than 40% of the (Z)-endoxifen is released over 4 hours in gastric

fluid.” This is responsive to and patentable over Ground 7, which relies on Cole to
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purportedly disclose “that its enteric coatings would not release any drug for 2 hours
in gastric fluid or in the stomach.” Pet.70-71. Critically, Cole’s disclosure is explic-
itly limited to a 2-hour exposure, and Cole does not disclose or measure the amount
of drug released in a stomach over a 4-hour period. Support: The *536 describes
“wherein less than 40% of (Z)-endoxifen is released in the stomach after 4 hours of
administration...as tested by a method of USP 711.” EX1002, 99226, 227 (‘“a com-
position disclosed herein releases in the stomach...less than 40% of (Z)-endoxifen
in 4 hours after administration...as tested by a method of USP 711.”), 303-304.

Substitute Claim 63 amends original claim 19 from “the composition re-

leases at least 50% of the (Z)-endoxifen within 8 hours in intestinal fluid” to “at
least 50% of the (Z)-endoxifen is released after 8 hours.” This is responsive to and
patentable over Ground 7, which relies on Ahmad in view of Cole to purportedly
disclose the original requirement of “within” 8 hours. Critically, Cole does not dis-
close any data on release of a drug in intestinal fluid “after” 8 hours. Support: The
’536 states “the composition is formulated to release in the small intestine, such
that... at least 50% of endoxifen is released after 8 hours after administration, as
tested by a method of USP 711.” EX1002, 4228.

Substitute Claim 64 is supported by the *536, which states “[b]inders suitable

for use in the pharmaceutical compositions provided herein include... hydroxypro-

pyl methyl cellulose.” EX1002, 99199, 200.
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Substitute Claims 65-66 are supported by the ’536, which states “[e]xamples

of fillers suitable for use in the pharmaceutical compositions provided herein in-
clude, but are not limited to, talc, calcium carbonate (e.g., granules or powder), sug-
ars[,]... asalt such as calcium carbonate,... microcrystalline cellulosel[,]... cellulosic
bases such as methyl cellulose, carboxymethyl cellulose dextrates, kaolin, mannitol,
silicic acid, sorbitol, starch, pre gelatinized starch, and mixtures thereof.” EX1002,
919201, 199.

Substitute Claims 67-68 are supported by the ’536, which states “[e]xamples

of excipients that can be used in the compositions formulated for oral administration
are provided herein and can include... disintegrating agents, [and] lubricants.”

EX1002, 9199.

Substitute Claim 69 narrows original claim 25’s recitation of the lubricants

to only “ethyl laureate.” This amendment is responsive to and patentable over
Grounds 6, which relies on Stegemann/HPE (Pet.66-67), by deleting the elements
purportedly disclosed in Stegemann/HPE. Support: The *536 discloses “[1]ubricants
that can be used in the pharmaceutical compositions...include... ethyl laureate...”

EX1002, 9206.

Substitute Claim 70 narrows original claim 26’s recitation of “wherein the

composition comprises from 0.01 mg to 200 mg (Z)-endoxifen” to “wherein the

composition comprises 20 mg to 200 mg of (Z)-endoxifen,” and is responsive to and
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patentable over Grounds 1-3. Petitioner relies on Ahmad’s purported “teaching of a
dosage between 1 and 10 mg/day” (Ground 1), and Ahmad 2010’s “dose of 4 mg”
and Ahmad 2012’s “doses of 4.0-8.0 mg” (Ground 3). Pet.32, 48-49. Critically, Ah-
mad, Ahmad 2010, and Ahmad 2012 all fail to disclose “wherein the composition
comprises 20 mg to 200 mg of (Z)-endoxifen.” Support: The 536 discloses
“[e]xamples of ranges for endoxifen in each dosage unit form are from 0.01 mg to
200 mg.” EX1002, 9263. The ’536 repeatedly identifies the dose of 20 mg (e.g.,
EX1002,99 11, 18, 21) and further discloses “a composition comprising (Z)- endox-
ifen... wherein the composition is administered to the subject at a unit dose of...20
mg, 25 mg, 50 mg or 200 mg of (Z)-endoxifen.” Id. §334; see id. §350.

Substitute Claim 71 narrows original claim 27’s recitation of “wherein the

composition comprises from 1 mg to 20 mg of (Z)-endoxifen” to “wherein the com-
position comprises 20 mg of (Z)-endoxifen,” and is responsive to and patentable
over Grounds 1-3. Petitioner relies on Ahmad’s purported “teaching of a dosage be-
tween 1 and 10 mg/day” (Ground 1), and Ahmad 2010’s “dose of 4 mg” and Ahmad
2012’s “doses of 4.0-8.0 mg” (Ground 3). Pet.32, 48-49. Critically, Ahmad, Ahmad
2010, and Ahmad 2012 all fail to disclose “wherein the composition comprises 20
mg of (Z)-endoxifen.” Support: The ’536 states “the composition comprises

about...20 mg of polymorphic Form II1,” and repeatedly identifies the specific dose
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of 20 mg. EX1002, q178; see also id. Y411, 13, 18, 21, 42, 44, 263, 292, 334-335,
350.

Substitute Claim 72-73 are supported by the *536, which describes adminis-

tering a “dose of a composition comprising 1 mg to 4 mg of (Z)-endoxifen.”
EX1002, 99223-224; see id. 263. The ’536 further states “a composition comprising
(Z)-endoxifen.... is administered to the subject at a unit dose of 1.0 mg, 1.5 mg, 2.0
mg, 4 mg,... [and] 8 mg.” Id. 4350.

Substitute Claim 74 is supported by the 536, which discloses “composi-

99 ¢¢

tions” “prepared in... fluid unit dosage forms” (including “suspensions’). EX1002,
9195. The *536 further states that the “composition...further comprises one or more
excipient” and such “excipients that can be used in the compositions” can include
“disintegrating agents” (e.g., “agar”), “lubricants” (e.g., “sorbitol”, “mannitol”
“stearic acid,” “sodium lauryl sulfate™), “plasticizers” (e.g., “plant oils), and “any
combination thereof.” Id. 49191, 199, 205-207, 212-213. Those disclosures convey
possession of the recited suspension embodiments in which the suspension includes
a fluid vehicle/excipient of the types expressly identified for fluid dosage forms.
EX2030, 99/72-74. Petitioner itself asserts that “a suspension necessarily includes a
fluid.” Pet.28.

Substitute Claim 75 narrows original claim 31’s recited fluids to a subset,

and is responsive to and patentable over Grounds 1-2 and 5, which rely on Ahmad
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and de Veilliers. Pet.29-30, 58-60. The amendment deletes the fluids purportedly
disclosed in Ahmad and de Veilliers. Support: As discussed above for Substitute
Claim 74, the ’536 explains a suspension includes a fluid vehicle/excipient of the
types expressly identified for fluid dosage forms. The *536 describes various excip-
ients that can be used with the composition. See EX1002, 197 (*“Accordingly, com-
positions designed for oral administration can be made with an inert or active excip-
ient or with an edible carrier as disclosed herein.”). The *536 then describes that a
lubricant can be used as an excipient. Id. §206. Thereafter, the 536 discloses that
“[1]Jubricants that can be used in the pharmaceutical compositions...include... sorbi-
tol, mannitol,... stearic acid, sodium lauryl sulfate,... agar, and mixtures thereof.”
Id. §206. Such lubricants serve as a suspension medium. See id. {191, 199, 205-
207, 212-213; EX2030, 9472-74; see also Substitute Claim 74.

Substitute Claim 77 narrows original claim 33’s recitation of “administering

1 mg to 20 mg of (Z)-endoxifen” to “administering 20 mg of (Z)-endoxifen,” and is
responsive to and patentable over Grounds 1-3. Petitioner relies on Ahmad’s pur-
ported “teaching of a dosage between 1 and 10 mg/day” (Ground 1), and Ahmad
2010’s “dose of 4 mg” and Ahmad 2012’s “doses of 4.0-8.0 mg” (Ground 3). Pet.32,
48-49. Critically, Ahmad, Ahmad 2010, and Ahmad 2012 all fail to disclose “ad-
ministering 20 mg of (Z)-endoxifen.” Support: The *536 discloses that administer-

ing to a subject a dose of “20 mg of (Z)-endoxifen daily.” EX1002, q18. The ’536
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also repeatedly identifies the specific dose of 20 mg. Id. §178; see also id. |11, 13,
18, 21, 42, 44, 263, 292, 334-335, 350.

Substitute Claims 78-79 are supported by the 536, which describes admin-

istering a “dose of a composition comprising 1 mg to 4 mg of (Z)-endoxifen.”
EX1002, 9223-24; see id. §263. The 536 further states “the present disclosure re-
lates to a method of treating a subject in need thereof comprising administering a
composition comprising (Z)-endoxifen or a salt or polymorph thereof prepared ac-
cording to anyone of the processes disclosed herein, wherein the composition is ad-
ministered to the subject at a unit dose of... 1.0 mg, 1.5 mg, 2.0 mg, 4 mg,... [and]
8 mg.” Id. §350.

Substitute Claims 80-81 are supported by the *536, which states “administra-

tion of the oral composition comprising endoxifen or a salt or polymorph thereof
maintains the subject’s plasma endoxifen at levels greater than 30 nM... at levels
ranging from 30 nM to 300 nM (e.g., from 30 nM to 200 nM, or from 30 nM to 80
nM).” EX1002, 9258; see also id. 4248.

Substitute Claim 82 amends original claim 38’s limitation from “releasing

no more than 10% of the (Z)-endoxifen in a stomach of the subject within 2 hours
following the administering of the composition” to “releasing no more than 40% of
the (Z)-endoxifen in a stomach of the subject within 4 hours following the adminis-

tering of the composition.” This is responsive to and patentable over Ground 7,
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which relies on Cole to purportedly disclose “that its enteric coatings would not re-
lease any drug for 2 hours in gastric fluid or in the stomach.” Pet.70-71. Critically,
Cole’s disclosure is explicitly limited to a 2-hour exposure, and Cole does not dis-
close or measure the amount of drug released in a stomach over a 4-hour period.
Support: The *536 describes “wherein less than 40% of (Z)-endoxifen is released in
the stomach after 4 hours of administration...as tested by a method of USP 711.”
EX1002, 99226, 227 (“a composition disclosed herein releases in the stomach...less
than 40% of (Z)-endoxifen in 4 hours after administration...as tested by a method of
USP 711.”), 303-304.

Substitute Claim 83 amends original claim 39 from “releasing at least 50%

of the (Z)-endoxifen in a small intestine of the subject within 8 hours...” to “after 8
hours...” This is responsive to and patentable over Ground 7, which relies on Ahmad
in view of Cole to purportedly disclose the original requirement of “within” 8 hours.
Critically, Cole does not disclose any data on release of a drug in intestinal fluid
“after” 8 hours. Support: The 536 states “the composition is formulated to release
in the small intestine, such that... at least 50% of endoxifen is released after 8 hours
after administration.” EX1002, 4229.

Substitute Claim 84 is supported by the ’536, which states “Area under

Curve AUC 0-24nr) (“AUC24n.”) describes the total exposure of the subject to a drug

from time of dosing (0 hr) over a 24 hour period. AUCo-inty ("AUCo.in"), a time-
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averaged concentration of drug circulating in the body fluid analyzed (normally
plasma, blood or serum), describes the total exposure of the subject to a drug.... In
some embodiments, AUCy.inr ranges from 200 hr*ng/mL to 10000 hr*ng/mL.”
EX1002, 4270.

Substitute Claim 85 is supported by the *536, which states: “Mean and indi-

vidual (Z)-Endoxifen serum concentration-time curves were tabulated for each dose
cohort.” EX1002, 9468. Table 19C “Day 1 Model Pharmacokinetic Parameters by
Treatment; Dose 4 mg” in column 2 for “Cmax (ng/mL)” lists a “Minimum” of
“14.0” and “Maximum” of “62.0”. 1d. Y 477, 479.

Substitute Claim 86 is supported by the *536, which states “the composition

is administered to a subject for the treatment or prevention of a hormone-dependent
breast disorder, a hormone dependent reproductive tract disorder, or both in the sub-

ject.” EX1002, 414; see also id., cls.37, 44, 47, 134.

Substitute Claim 87 narrows original claim 43’s recited hormone-dependent

breast disorder or hormone-dependent reproductive tract disorder to a subset, and is
responsive to and patentable over Grounds 1-2, which rely on Ahmad to purportedly
disclose benign breast disorder, hyperplasia, gynecomastia, and breast cancer.
Pet.46. The amendment deletes the disorders purportedly disclosed in Ahmad. Sup-
port: The *536 discloses “compositions and methods for the treatment and/or pre-

vention of hormone-dependent breast and reproductive tract (gynecologic)
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disorders.” EX1002, 99. The ’536 describes that “[t]he hormone-dependent breast
disorder or the hormone-dependent reproductive tract disorder may be... increased
breast density...DCIS, LCIS... precocious puberty, McCune-Albright Syndrome,
endometrial cancer, ovarian cancer, uterine cancer, cervical cancer, vaginal cancer,
or vulvar cancer.” Id. §17; see id. 1920, 39, 44, 239, 323, 329, 345, 361, 362-366,
372; cls.44-45, 55, 142, 157.

Substitute Claim 88 is supported by the 536, which states “[t]he subject may

have tamoxifen-refractory or tamoxifen resistant hormone-dependent breast disorder
or hormone-dependent reproductive tract disorder.” EX1002, 417.

VI. Conclusion

For the foregoing reasons, if the Board finds any of original claims 1-44 un-
patentable, the Board should grant this Motion and issue the corresponding proposed
substitute claim(s) presented herein.

Respectfully Submitted by: Dated: January 26, 2026
/s/ Megan Raymond (Reg. No. 72,997)
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APPENDIX A

Original Claim

Proposed Substitute Claim!

1. A composition comprising an
endoxifen and an enteric material,
wherein:

the endoxifen comprises a compound of
Formula (II1):

I\’Ae O
%
HO l l 07 >N e

or a pharmaceutically acceptable salt
thereof, and

at least 90% by weight of the
compound of Formula (III) is (Z)-
endoxifen.

Formula (III)

[1] 45. A composition comprising an
endoxifen and an enteric material,
wherein:

the endoxifen comprises a compound
of Formula (II1):

Te ‘
E
HO l l 07 > Due

or a pharmaceutically acceptable salt
thereof,

the endoxifen and the enteric
material are mixed together,

and at least 90% by weight of the
compound of Formula (III) is (Z)-
endoxifen.

Formula (III)

2. The composition of claim 1, wherein
the pharmaceutically acceptable salt is
selected from the group consisting of
an: arecoline, besylate, bicarbonate,
bitartarate, butylbromide, citrate,
camysylate, gluconate, glutamate,
glycollylarsanilate, hexylresorcinate,
hydrabamine, hydrobromide,
hydrochloride, hydroxynapthanoate,
i1sethionate, malate, mandelate,
mesylate, methylbromide,
methylnitrate, methylsulfate, mucate,
napsylate, nitrate, pamaoate
(Embonate), pantothenate,
phosphate/diphosphate,
polygalacuronate, salicylate, stearate,

[2] 46. The composition of claim [1]
45, wherein the pharmaceutically
acceptable salt is selected from the
group consisting of an: arecoline,
[besylate,] bicarbonate, [bitartarate,
butylbromide, citrate, camysylate,
gluconate,] glutamate,
glycollylarsanilate, hexylresorcinate,
hydrabamine, [hydrobromide,
hydrochloride,] hydroxynapthanoate,
isethionate, malate, mandelate,
[mesylate, methylbromide,
methylnitrate,] methylsulfate, mucate,
[napsylate, nitrate, pamaoate
(Embonate),] pantothenate,
[phosphate/diphosphate,]

! Material that is added to the original claim by the proposed amendment is bolded
and underlined. Material that is deleted from the original claim by the proposed
amendment is bolded and bracketed.
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APPENDIX A

Original Claim

Proposed Substitute Claim!

sulfate, tannate, Teoclate, triecthiodide,
benzathine, clemizole, chloroprocaine,
choline, diethylamine, diethanolamine,
ethylenediamine, meglumine,
piperazine, procaine, aluminum,
barium, bismuth, lithium, magnesium,
potassium, and zinc salt.

polygalacuronate, [salicylate,]
stearate, [sulfate,] tannate, Teoclate,
triethiodide, benzathine, clemizole,
chloroprocaine, choline, diethylamine,
diethanolamine, ethylenediamine,
meglumine, piperazine, procaine,
aluminum, barium, bismuth, lithium,
magnesium, potassium, and zinc salt.

3. The composition of claim 1, wherein
the pharmaceutically acceptable salt of
the compound of Formula (III) is
endoxifen gluconate.

[3] 47. The composition of claim [1]
45, wherein the pharmaceutically
acceptable salt of the compound of
Formula (IIT) is endoxifen gluconate.

4. The composition of claim 1, wherein
the composition is a delayed-release
formulation.

[4] 48. The composition of claim [1]
45, wherein the composition is a
delayed-release formulation.

5. The composition of claim 1, wherein
the composition is a tablet.

[5] 49. The composition of claim [1]
45, wherein the composition is
formulated as an uncoated tablet.

6. The composition of claim 1, wherein
the composition is a capsule.

[6] 50. The composition of claim [1]
45, wherein the composition is
contained within a capsule.

7. The composition of claim 1, wherein
the composition is uncoated.

[7] 51. The composition of claim [1]
49, wherein;: [the composition is
uncoated]

the composition comprises 20 mg of
(Z)-endoxifen;

the compound of Formula (II1) is
stable in the composition for at least
18 months at ambient temperature;
and

no more than 50% of the (Z)-
endoxifen is released after 6 hours in
gastric fluid, as measured in a
dissolution test performed according
to a method of USP 711.
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Proposed Substitute Claim!

8. The composition of claim 1, wherein
the composition comprises an enteric
coating.

[8] 52. The composition of claim [1]
45, wherein the enteric material
[composition] comprises an enteric
coating.

9. The composition of claim 1, wherein
the composition is formulated as a
suspension.

[9] 53. The composition of claim [1]
45, wherein the composition is
formulated as a suspension.

10. The composition of claim 9,
wherein the suspension comprises a
syrup or an elixir.

[10] 54. The composition of claim [9]
53, wherein the suspension comprises
a syrup or an elixir.

11. The composition of claim 9,
wherein the suspension comprises a
fluid.

[11] 55. The composition of claim [9]
53, wherein the suspension comprises
a fluid.

12. The composition of claim 11,
wherein the fluid comprises an alcohol.

[12] 56. The composition of claim [11]
55, wherein the fluid comprises an
alcohol.

13. The composition of claim 12,
wherein the alcohol comprises ethanol.

[13] 57. The composition of claim [12]
56, wherein the alcohol comprises
ethanol.

14. The composition of claim 9,
wherein the suspension comprises an
alcohol, a plant oil, a mineral oil, a
glycol, an agar, or a mixture thereof.

[14] 58. The composition of claim [9]
53, wherein the suspension comprises
[an alcohol, a plant oil, a mineral oil,
a glycol,] an agar[, or a mixture
thereof].

15. The composition of claim 9,
wherein the suspension comprises
ethanol, mineral oil, glycerin, sorbitol,
mannitol, polyethylene glycol,
vegetable oil, stearic acid, sodium
lauryl sulfate, or a mixture thereof.

[15] 59. The composition of claim [9]
53, wherein the suspension comprises
[ethanol, mineral oil, glycerin,]
sorbitol, mannitol, [polyethylene
glycol, vegetable oil,] stearic acid,
sodium lauryl sulfate, or a mixture
thereof.

16. The composition of claim 1,
wherein the compound of Formula (III)

[16] 60. The composition of claim [1]
45, wherein the compound of Formula
(III) is stable in the composition for at
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is stable in the composition for at least
10 days at about 25° C.

least [10 days] 3 months at about
[25°] 40° C.

17. The composition of claim 1,
formulated such that the composition is
resistant to dissolution in an acidic
environment for at least 2 hours, as
measured in a dissolution test
performed according to a method of
USP 711.

[17] 61. The composition of claim [1]
45, formulated such that the
composition is resistant to dissolution
in an acidic environment for at least
[2] 4 hours, as measured in a
dissolution test performed according to
a method of USP 711.

18. The composition of claim 1,
formulated such that the composition
releases no more than 10% of the (Z2)-
endoxifen over 2 hours in gastric fluid,
as measured in a dissolution test
performed according to a method of
USP 711.

[18] 62. The composition of claim [1]
45, formulated such that [the
composition releases] no more than
[10%] 40% of the (Z)-endoxifen is
released over [2] 4 hours in gastric
fluid, as measured in a dissolution test
performed according to a method of
USP 711.

19. The composition of claim 1,
formulated such that the composition
releases at least 50% of the (Z)-
endoxifen within 8 hours in intestinal
fluid, as measured in a dissolution test
performed according to a method of
USP 711.

[19] 63. The composition of claim [1]
45, formulated such that [the
composition releases] at least 50% of
the (Z)-endoxifen is released after
[within] 8 hours in intestinal fluid, as
measured in a dissolution test
performed according to a method of
USP 711.

20. The composition of claim 1,
wherein the composition further
comprises hydroxypropylmethyl
cellulose.

[20] 64. The composition of claim [1]
45, wherein the composition further
comprises hydroxypropylmethyl
cellulose.

21. The composition of claim 1,
wherein the composition further
comprises a filler.

[21] 65. The composition of claim [1]
45, wherein the composition further
comprises a filler.

22. The composition of claim 21,
wherein the filler comprises a sugar,
salt, talc, calcium carbonate,

[22] 66. The composition of claim [21]
65, wherein the filler comprises a
sugar, salt, talc, calcium carbonate,
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microcrystalline cellulose, methyl
cellulose, carboxymethyl cellulose,
kaolin, mannitol, silicic acid, sorbitol,
starch, pregelatinized starch, or
combinations thereof.

microcrystalline cellulose, methyl
cellulose, carboxymethyl cellulose,
kaolin, mannitol, silicic acid, sorbitol,
starch, pregelatinized starch, or
combinations thereof.

23. The composition of claim 1,
wherein the composition further
comprises a disintegrant.

[23] 67. The composition of claim [1]
45, wherein the composition further
comprises a disintegrant.

24. The composition of claim 1,
wherein the composition further
comprises a lubricant.

[24] 68. The composition of claim [1]
45, wherein the composition further
comprises a lubricant.

25. The composition of claim 24,
wherein the lubricant comprises
calcium stearate, magnesium stearate,
zinc stearate, mineral oil, glycerin,
sorbitol, mannitol, polyethylene glycol,
stearic acid, sodium lauryl sulfate, talc,
hydrogenated vegetable oil, ethyl
oleate, ethyl laureate, agar, or
combinations thereof.

[25] 69. The composition of claim [24]
68, wherein the lubricant comprises
[calcium stearate, magnesium
stearate, zinc stearate, mineral oil,
glycerin, sorbitol, mannitol,
polyethylene glycol, stearic acid,
sodium lauryl sulfate, talc,
hydrogenated vegetable oil, ethyl
oleate,] ethyl laureate|, agar, or
combinations thereof].

26. The composition of claim 1,
wherein the composition comprises

from 0.01 mg to 200 mg (Z)-endoxifen.

[26] 70. The composition of claim [1]
45, wherein the composition comprises
from [0.01] 20 mg to 200 mg (Z)-
endoxifen.

27. The composition of claim 1,
wherein the composition comprises
from 1 mg to 20 mg of (Z)-endoxifen.

[27] 71. The composition of claim [1]
45, wherein the composition comprises
[from 1 mg to] 20 mg of (2)-
endoxifen.

28. The composition of claim 1,
wherein the composition comprises
from 1 mg to 4 mg of (Z)-endoxifen.

[28] 72. The composition of claim [1]
45, wherein the composition comprises
from 1 mg to 4 mg of (Z)-endoxifen.
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29. The composition of claim 1,
wherein the composition comprises 8
mg of (Z)-endoxifen.

[29] 73. The composition of claim [1]
45, wherein the composition comprises
8 mg of (Z)-endoxifen.

30. A method of making the
composition of claim 9, the method
comprising suspending the endoxifen
and the enteric material in a fluid.

[30] 74. A method of making the
composition of claim [9] 53, the
method comprising suspending the

endoxifen and the enteric material in a
fluid.

31. The method of claim 30, wherein
the fluid comprises an alcohol, ethanol,
a plant oil, a mineral oil, a glycol, an
agar, glycerin, sorbitol, mannitol,
polyethylene glycol, vegetable oil,
stearic acid, sodium lauryl sulfate, or a
mixture thereof.

[31] 75. The method of claim [30] 74,
wherein the fluid comprises [an
alcohol, ethanol, a plant oil, a
mineral oil, a glycol,] an agar,
[glycerin,] sorbitol, mannitol,
[polyethylene glycol, vegetable oil,]
stearic acid, sodium lauryl sulfate, or a
mixture thereof.

32. A method comprising administering
to a subject a composition comprising
an endoxifen and an enteric material,
wherein:

the endoxifen comprises a compound of
Formula (I11):

Formula (III)

or a pharmaceutically acceptable salt
thereof; and

at least 90% by weight of the
compound of Formula (III) is (Z)-
endoxifen.

[32] 76. A method comprising
administering to a subject a
composition comprising an endoxifen
and an enteric material,

wherein:

the endoxifen comprises a compound
of Formula (I11):

Formula (III)

or a pharmaceutically acceptable salt
thereof;

the endoxifen and the enteric
material are mixed together,

and at least 90% by weight of the
compound of Formula (III) is (Z)-
endoxifen.
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33. The method of claim 32,
comprising administering 1 mg to 20
mg of (Z)-endoxifen.

[33] 77. The method of claim [32] 76,
comprising administering [1 mg to] 20
mg of (Z)-endoxifen.

34. The method of claim 32,
comprising administering 1 mg to 4 mg
of (Z)-endoxifen.

[34] 78. The method of claim [32] 76,
comprising administering 1 mg to 4
mg of (Z)-endoxifen.

35. The method of claim 32,
comprising administering 8 mg of (Z)-
endoxifen.

[35] 79. The method of claim [32] 76,
comprising administering 8 mg of (Z)-
endoxifen.

36. The method of claim 32, wherein
the administering of the composition
maintains the subject's plasma

endoxifen at a steady state level above
30 nM.

[36] 80. The method of claim [32] 76,
wherein the administering of the
composition maintains the subject's

plasma endoxifen at a steady state
level above 30 nM.

37. The method of claim 32, wherein
the administering of the composition
maintains the subject's plasma

endoxifen at a steady state level from
30 nM to 300 nM.

[37] 81. The method of claim [32] 76,
wherein the administering of the
composition maintains the subject's

plasma endoxifen at a steady state
level from 30 nM to 300 nM.

38. The method of claim 32, further
comprising releasing no more than 10%
of the (Z)-endoxifen in a stomach of the
subject within 2 hours following the
administering of the composition.

[38] 82. The method of claim [32] 76,
further comprising releasing no more
than [10%] 40% of the (Z)-endoxifen
in a stomach of the subject within [2] 4
hours following the administering of
the composition.

39. The method of claim 32, further
comprising releasing at least 50% of the
(Z)-endoxifen in a small intestine of the
subject within 8 hours following the
administering of the composition.

[39] 83. The method of claim [32] 76,
further comprising releasing at least
50% of the (Z)-endoxifen in a small
intestine of the subject [within] after 8
hours following the administering of
the composition.

40. The method of claim 32, further
comprising producing an area under
curve (AUCo.inf) of (Z)-endoxifen in the

[40] 84. The method of claim [32] 76,
further comprising producing an area
under curve (AUC.inf) of (Z)-
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subject of from 200 hr*ng/mL to
10,000 hr*ng/ml per 4 mg of (Z)-
endoxifen administered.

endoxifen in the subject of from 200
hr*ng/mL to 10,000 hr*ng/ml per 4 mg
of (Z)-endoxifen administered.

41. The method of claim 32, further
comprising producing a maximum
blood plasma concentration (Crax) of
(Z)-endoxifen in the subject of from 14
ng/mL to 62 ng/ml per 4 mg of (Z)-
endoxifen administered.

[41] 85. The method of claim [32] 76,
further comprising producing a
maximum blood plasma concentration
(Cmax) of (Z)-endoxifen in the subject
of from 14 ng/mL to 62 ng/ml per 4
mg of (Z)-endoxifen administered.

42. The method of claim 32, further
comprising treating a hormone-
dependent breast disorder or a
hormone-dependent reproductive tract
disorder in the subject in need thereof.

[42] 86. The method of claim [32] 76,
further comprising treating a hormone-
dependent breast disorder or a
hormone-dependent reproductive tract
disorder in the subject in need thereof.

43. The method of claim 42, wherein
the hormone-dependent breast disorder
or the hormone-dependent reproductive
tract disorder is a benign breast
disorder, hyperplasia, atypia, atypical
ductal hyperplasia, atypical lobular
hyperplasia, increased breast density,
gynecomastia, ductal carcinoma in situ,
lobular carcinoma in situ, breast cancer,
precocious puberty, McCune-Albright
Syndrome, endometrial cancer, ovarian
cancer, uterine cancer, cervical cancer,
vaginal cancer, or vulvar cancer.

[43] 87. The method of claim [42] 86,
wherein the hormone-dependent breast
disorder or the hormone-dependent
reproductive tract disorder is [a benign
breast disorder, hyperplasia, atypia,
atypical ductal hyperplasia, atypical
lobular hyperplasia,] increased breast
density, [gynecomastia,] ductal
carcinoma in situ, lobular carcinoma in
situ, [breast cancer,] precocious
puberty, McCune-Albright Syndrome,
endometrial cancer, ovarian cancer,
uterine cancer, cervical cancer, vaginal
cancer, or vulvar cancer.

44. The method of claim 42, wherein
the hormone-dependent breast disorder
or the hormone-dependent reproductive
tract disorder is tamoxifen-refractory or
tamoxifen resistant.

[44] 88. The method of claim [42] 86,
wherein the hormone-dependent breast
disorder or the hormone-dependent
reproductive tract disorder is
tamoxifen-refractory or tamoxifen
resistant.
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