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COMPOSITIONS AND METHODS FOR THE TREATMENT OF GRAFT VERSUS
HOST DISEASE

RELATED APPLICATIONS

[0001] This application claims priority to, and the benefit of, U.S. Provisional Application No.
63/142,905, filed January 28, 2021, and U.S. Provisional Application No. 63/248,074, filed
September 24, 2021. The contents of each of the aforementioned patent applications are

incorporated herein by reference in their entireties.

SEQUENCE LISTING

[0002] The instant application contains a Sequence Listing which has been submitted in ASCII
format via EFS-Web and 1s hereby incorporated by reference in 1ts entirety. Said ASCII copy,
created on January 28, 2022 1s named “VECT-003 001WO SeqList” and 1s about 849 bytes in

s1Ze.

BACKGROUND

[0003] Graft versus Host Disease (GvHD) 1s a condition that occurs following a transplant in a
subject. GvHD 1s most commonly observed 1n the context of an allogeneic transplants, including
hematopoietic stem cell transplantation (AHCT) for the treatment of a blood cancer. However,
there 1s increasing evidence that GvHD also occurs within the context of autologous transplants
(Hammami et al., Gastroenterol Res., 2018, 11(1):52-57; Cogbill et al. Modern Pathology, 2011,
24:117-125). GvHD occurs when immune cells present in the allogeneic transplant perceive the
transplant recipient's tissues as foreign and proceed to attack the recipient's tissues. GvHD may
manifest as either acute GvHD or chronic GvHD. Acute GvHD 1s typically characterized by
inflammation and tissue damage 1n the skin, oral and genital mucosa, eyes, gut, liver, lungs, joints,
and muscles. Chronic GvHD can induce the same type of damage, but over longer periods can also
cause damage to connective tissue of exocrine glands, tissue fibrosis and limitation of joint
motility, fibrosis of the lungs and liver, immune dysregulation and autoimmunity. In particular,
acute GvHD of the gastrointestinal tract can result in severe intestinal inflammation, sloughing of
the mucosal membrane, severe diarrhea, abdominal pain, nausea and vomiting. Severe

manifestations of acute gastrointestinal GvHD are often seen in patients with poorer, post-
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transplant prognoses. First-line treatment of acute gastrointestinal GvHD typically comprises the
use of systemic and/or oral non-absorbable corticosteroids. However, a large number of patients
fail to respond to first-line therapy. Thus, there exists a need in the art for compositions and
methods directed to the treatment and prevention of GvHD, more specifically acute gastrointestinal

GvHD, including 1n subjects that have received an AHCT. This disclosure addresses that need.

SUMMARY

[0004] The present disclosure provides methods of treating or preventing Graft versus Host
Disease (GvHD) 1n a subject, the method comprising administering to the subject at least one
therapeutically effective amount of apraglutide, or a pharmaceutically acceptable salt thereof. The
GvHD can be acute GvHD. The GvHD can be acute gastrointestinal GvHD. The GvHD can be
chronic GvHD. The GvHD can be steroid-refractory. The GvHD can be steroid-naive.

[0005] In some aspects, the at least one therapeutically effective amount of apraglutide can be
administered to the subject prior to the subject being administered a transplant.

[0006] In some aspects, the at least one therapeutically effective amount of apraglutide can be
administered prior the subject being administered radiation therapy, chemotherapy, or
radiomimetic therapy 1n connection with a transplant.

[0007] In some aspects, the subject can have been previously administered a transplant.

[0008] In some aspects, the at least one therapeutically effective amount of apraglutide can be
administered to the subject after the subject has been administered a transplant.

[0009] In some aspects, the subject can have been previously administered radiation therapy,
chemotherapy, radiomimetic therapy or any combination thereof 1n connection with a transplant.

[0010] In some aspects, the at least one therapeutically effective amount of apraglutide can be
administered to the subject after the subject has been administered radiation therapy, chemotherapy
radiomimetic therapy or any combination thereof.

[0011] In some aspects, the at least one therapeutically effective amount of apraglutide can be
administered to the subject after the subject has been administered radiation therapy, chemotherapy
radiomimetic therapy or any combination thereof and prior to the subject being administered a
transplant.

[0012] In some aspects, the at least one therapeutically effective amount of apraglutide can be

administered to the subject concurrently with a transplant.
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[0013] In some aspects, the at least one therapeutically effective amount of apraglutide can be
administered to the subject concurrently with a radiation therapy, a chemotherapy, a radiomimetic
therapy, or any combination thereof 1n connection with a transplant.

[0014] In some aspects, the administration of apraglutide can prevent and/or attenuate a reduction
in colon length 1n a subject following a transplant.

[0015] In some aspects, the administration of apraglutide can prevent and/or attenuate a reduction
1n colon length 1n a subject following a conditioning therapy and a transplant.

[0016] In some aspects, the transplant can comprise hematopoietic stem cells derived from bone
marrow, peripheral blood, umbilical cord blood or any combination thereof. The transplant can
comprise T-cells. The T-cells can be chimeric antigen receptor (CAR) T-cells.

[0017] In some aspects, the radiation therapy can comprise total body irradiation.

[0018] In some aspects, the pharmaceutically acceptable salt of apraglutide can be the sodium salt
of apraglutide.

[0019] In some aspects, the apraglutide, or pharmaceutically acceptable salt thereof, can be
administered by subcutaneous injection.

[0020] In some aspects, the apraglutide, or pharmaceutically acceptable salt thereof, can be
administered 1n an amount of between about 1 mg to about 10 mg.

[0021] In some aspects, apraglutide can be administered 1n an amount of about 2.5 mg.

[0022] In some aspects, apraglutide can be administered in an amount of about 5 mg.

[0023] In some aspects, apraglutide can be administered in an amount of about 10 mg.

[0024] In some aspects, the transplant can be an allogeneic transplant. In some aspects, the
transplant can be an autologous transplant.

[0025] In some aspects, the subject can have been previously administered at least one anti-GvHD
therapy. In some aspects, the at least one anti-GvHD therapy can comprise steroid therapy.

[0026] Any of the above aspects, or any other aspect described herein, can be combined with any
other aspect described herein.

[0027] Unless otherwise defined, all technical and scientific terms used herein have the same
meaning as commonly understood by one of ordinary skill in the art to which this disclosure
belongs. In the specification, the singular forms also include the plural unless the context clearly

27 Cc

dictates otherwise; as examples, the terms “a,” “an,” and “the” are understood to be singular or

plural and the term “or” 1s understood to be inclusive. By way of example, “an element” means
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one or more element. Throughout the specification the word “comprising,” or variations such as
“comprises” or “‘comprising,” will be understood to imply the inclusion of a stated element,
integer or step, or group of elements, integers or steps, but not the exclusion of any other
element, integer or step, or group of elements, integers or steps. Unless otherwise clear from the
context, all numerical values provided herein are modified by the term “about.” Unless
specifically stated or obvious from context, as used herein, the term “or” 1s understood to be
inclusive and covers both “or” and “and”.

[0028] Although methods and materials similar or equivalent to those described herein can be
used 1n the practice or testing of the present disclosure, suitable methods and materials are
described below. All publications, patent applications, patents, and other references mentioned
herein are incorporated by reference in their entirety. The references cited herein are not
admitted to be prior art to the claimed 1invention. In the case of conflict, the present specification,
including definitions, will control. In addition, the materials, methods, and examples are
1llustrative only and are not intended to be limiting. Other features and advantages of the

disclosure will be apparent from the following detailed description and claim.

BRIEF DESCRIPTION OF THE DRAWINGS

[0029] The above and further features will be more clearly appreciated from the following
detailed description when taken 1n conjunction with the accompanying drawings.

[0030] FIG. 1 1s a series of graphs showing colon length 1n an acute GvHD mouse model
following treatment with apraglutide.

[0031] FIG. 2a-2b 1s a series of graphs showing the results of various histological analyses of the
out of an acute GvHD mouse model following treatment with apraglutide.

[0032] FIG. 3a-3b1s a series of graphs showing colon length and small intestine length 1n an acute

GvHD mouse model following treatment with apraglutide. Data are shown as the mean £ SEM
length of intestinal colon. N-5-10/group. Each dot represents data for one mouse. Data show that
the length of the colon of TBI/BMT animals 1s significantly shorter as compared to the vehicle
group or the BMT/TBI group treated with apraglutide (Kruskal-Wallis non-parametric test,
followed by the Dunn’s test for multiple comparisons) (*p<0.05, ***<0.001). No difference was

observed between the vehicle group and the TBI/BMT amimals treated with apraglutide.
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BMT=bone marrow transplant; ns=not significant; SEM=standard error of the mean; TBI=total
body 1rradiation.

[0033] FIG. 4 1s a series of graphs showing the impact of apraglutide on engratftment of human
PBMC 1in NOG 1rradiated mice.

[0034] FIG. 5 1s a series of graphs showing that apraglutide protects BALB/cJ mice from acute
GVHD-induced intestinal damage.

[0035] FIG. 6 1s a series of graphs showing that apraglutide protects against chemotherapy-
induced damage to small intestine.

[0036] FIG. 7 1s a series of graphs showing that a combination of apraglutide with chemotherapy
preserves the intestinal mass as indicated by plasma citrulline levels.

[0037] FIG. 8 1s a series of graphs showing that apraglutide reduces chemotherapy-induced loss
of body weight.

[0038] FIG. 9 1s a series of graphs showing that a combination of apraglutide with chemotherapy
improves animal survival.

[0039] FIG. 10a1s a series of graphs showing that apraglutide maintains the composition of fecal
microbiota during chemotherapy. F= Firmicutes and B= Bacteroidetes. Data are presented as %
of relative abundance of taxa at the Phylum level 1n the stools/condition. FIG. 10b 1s a series of
graphs showing that apraglutide stabilizes the diversity of the intestinal microbiota profoundly
modified by chemotherapy (relative mean abundance of taxa in feces at the phylum level).

[0040] FIG. 11a1s a series of graphs showing that apraglutide does not diminish antitumor

efficacy of cytarabine.

[0041] FIG. 11b 1s a series of graphs showing the impact of vehicle or cytarabine + apraglutide
treatment on hCD45 positive cells in bone marrow and spleen 1n mice 1njected with human
leukemia cells.

[0042] FIG. 12 1s a series of graphs showing apraglutide’s effect on the immunosuppression

activity induced by Cytarabine (Mean/group £ SEM).

[0043] FIG. 13 15 a series of graphs showing apraglutide’s effect on the immunosuppression

activity induced by Melphalan (Mean/group = SEM).
[0044] FIG. 14 1s a series of graphs showing that treatment with apraglutide improves animal
survival of TBI/BMT treated amimals. Kaplan-Meier curves — Animal survival was monitored

daily. N=10 at time=0 for each treatment group. Survival of amimals treated with apraglutide
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initiated before TBI/BMT, showed significant difference relative to TBI/BMT animals as
determined by log-rank (Mantel-Cox) test *p<0.03, but 1t was not significant (ns) as compared to
the control animals. When comparing to the control group, survival of TBI/BMT was significant
difterent ### p=0.0007. BMT=bone marrow transplant; TBI=total body 1rradiation.

[0045] FIG. 15a1s a series of graphs showing that apraglutide improves overall pathological score
following induction of cute GvHD. FIG. 15b 1s a series of graphs showing that apraglutide
improves pathological intestinal score following induction of cute GvHD.

[0046] FIG. 16a-c1s a series of graphs showing the effect of apraglutide on the percent weight loss
in TBI/BMT treated animals.

[0047] FIG 17 1s a series of graphs showing the dose-dependent effect of apraglutide on animal
survival following cytarabine treatment.

[0048] FIG. 18 15 a series of graphs showing the dose-dependent effect of apraglutide on animal
body following chemotherapy.

[0049] FIG. 19 1s a series of graphs showing the dose-dependent effect of apraglutide on serum
citrulline concentration following treatment with cytarabine.

[0050] FIG. 20 1s a series of graphs showing the dose-dependent eftfect of GP-2R agonists on

polymorphonuclear cell count following chemotherapy.

DETAILED DESCRIPTION

[0051] The present disclosure provides a method of treating or preventing GvHD 1n a subject,
the method comprising administering to the subject at least one therapeutically eftective amount
of apraglutide, or a pharmaceutically acceptable salt thereof.

[0052] The present disclosure provides a method of treating GvHD 1n a subject, the method
comprising administering to the subject at least one therapeutically effective amount of
apraglutide, or a pharmaceutically acceptable salt thereof.

[0053] The present disclosure provides a method of preventing GvHD 1n a subject, the method
comprising administering to the subject at least one therapeutically effective amount of
apraglutide, or a pharmaceutically acceptable salt thereof.

[0054] The present disclosure provides a method of treating or preventing GvHD 1n a subject,
the method comprising administering to the subject apraglutide, or a pharmaceutically acceptable

salt thereof.
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[0055] The present disclosure provides a method of treating GvHD 1n a subject, the method
comprising administering to the subject apraglutide, or a pharmaceutically acceptable salt
thereof .

[0056] The present disclosure provides a method of preventing GvHD 1n a subject, the method
comprising administering to the subject apraglutide, or a pharmaceutically acceptable salt
thereof .

[0057] The present disclosure provides apraglutide, or a pharmaceutically acceptable salt
thereof, for use 1n the treatment or prevention of GvHD 1n a subject, wherein the apraglutide, or
pharmaceutically acceptable salt thereof, 1s for administration to the subject in at least one
therapeutically effective amount.

|[0058] The present disclosure provides apraglutide, or a pharmaceutically acceptable salt
thereof, for use 1n the treatment or prevention of GvHD 1n a subject.

[0059] The present disclosure provides apraglutide, or a pharmaceutically acceptable salt
thereof, for use 1n the treatment of GvHD 1n a subject, wherein the apraglutide, or
pharmaceutically acceptable salt thereof, 1s for administration to the subject in at least one
therapeutically effective amount.

[0060] The present disclosure provides apraglutide, or a pharmaceutically acceptable salt
thereof, for use 1n the treatment of GvHD 1n a subject.

[0061] The present disclosure provides apraglutide, or a pharmaceutically acceptable salt
thereof, for use 1n the prevention of GvHD 1n a subject, wherein the apraglutide, or
pharmaceutically acceptable salt thereof, 1s for administration to the subject in at least one
therapeutically effective amount.

[0062] The present disclosure provides apraglutide, or a pharmaceutically acceptable salt
thereof, for use 1n the prevention of GvHD 1n a subject.

[0063] The present disclosure provides the use of apraglutide, or a pharmaceutically acceptable
salt thereof, 1n the manufacture of a medicament for treating or preventing GvHD 1n a subject,
wherein the apraglutide, or pharmaceutically acceptable salt thereof, 1s for administration to the
subject 1n at least one therapeutically effective amount.

[0064] The present disclosure provides the use of apraglutide, or a pharmaceutically acceptable

salt thereof, 1n the manufacture of a medicament for treating or preventing GvHD 1n a subject.
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[0065] The present disclosure provides the use of apraglutide, or a pharmaceutically acceptable
salt thereof, 1n the manufacture of a medicament for treating GvHD 1n a subject, wherein the
apraglutide, or pharmaceutically acceptable salt thereof, 1s for administration to the subject in at
least one therapeutically effective amount.

[0066] The present disclosure provides the use of apraglutide, or a pharmaceutically acceptable
salt thereof, in the manufacture of a medicament for treating GvHD 1n a subject.

[0067] The present disclosure provides the use of apraglutide, or a pharmaceutically acceptable
salt thereof, 1n the manufacture of a medicament for preventing GvHD 1n a subject, wherein the
apraglutide, or pharmaceutically acceptable salt thereof, 1s for administration to the subject in at
least one therapeutically effective amount.

[0068] The present disclosure provides the use of apraglutide, or a pharmaceutically acceptable
salt thereof, 1n the manufacture of a medicament for preventing GvHD 1n a subject.

[0069] Also provided are suitable therapeutically effective amounts in which apraglutide, or a
pharmaceutically acceptable salt thereof, can be used or administered to a subject for treating or
preventing GvHD. The present disclosure provides a method of treating GvHD-1nduced
intestinal damage 1n a subject who has been previously diagnosed with GvHD, the method
comprising administering to the subject at least one therapeutically effective amount of
apraglutide, or a pharmaceutically acceptable salt thereof. The present disclosure provides a
method of treating GvHD-1nduced intestinal damage 1n a subject who has been previously
diagnosed with GvHD, the method comprising administering to the subject apraglutide, or a
pharmaceutically acceptable salt thereof. In some aspects, the subject has been previously
diagnosed with GvHD and the GvHD i1s ongoing at the time of the administration of apraglutide.
In some aspects, the subject has been previously diagnosed with GvHD and the GvHD has been
successfully treated prior to the administration of apraglutide.

[0070] In some aspects of the methods and uses described herein, the subject 1s older than 65
years. In some aspects, the subject 1s between 18 and 64 years old. In some aspects, the subject 1s
younger than 18 years old.

[0071] In some aspects of the methods and uses described herein, the subject weighs more than
50 kg. In some aspects, the subject weighs between 50 kg and 40 kg. In some aspects, the subject
weighs less than 40 kg. The present disclosure provides apraglutide, or a pharmaceutically

acceptable salt thereof, for use 1n treating GvHD-1nduced intestinal damage 1n a subject, wherein
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the apraglutide, or pharmaceutically acceptable salt thereof, 1s for administration to the subject in
at least one therapeutically effective amount. The present disclosure provides apraglutide, or a
pharmaceutically acceptable salt thereof, for use 1n treating GvHD-1nduced intestinal damage 1n
a subject. In some aspects, the subject has been previously diagnosed with GvHD and the GvHD
1S ongoing at the time of the administration of apraglutide. In some aspects, the subject has been
previously diagnosed with GvHD and the GvHD has been successfully treated prior to the
administration of apraglutide.

[0072] The present disclosure provides the use of apraglutide, or a pharmaceutically acceptable
salt thereof, 1n the manufacture of a medicament for treating GvHD-1nduced intestinal damage 1n
a subject, wherein the apraglutide, or pharmaceutically acceptable salt thereof, 1s for
administration to the subject 1n at least one therapeutically effective amount. The present
disclosure provide the use of apraglutide, or a pharmaceutically acceptable salt thereof, in the
manufacture of a medicament for treating GvHD-1nduced intestinal damage 1n a subject. In some
aspects, the subject has been previously diagnosed with GvHD and the GvHD 1s ongoing at the
time of the administration of apraglutide. In some aspects, the subject has been previously
diagnosed with GvHD and the GvHD has been successfully treated prior to the administration of
apraglutide.

[0073] In some aspects, the GvHD-1nduced intestinal damage can include, but 1s not limited to
malabsorption, diarrhea, abdominal pain, mucositis, mucosal ulceration, nausea, shortening of
the colon, shortening of the small intestine and any other GvHD-1nduced gastrointestinal
complication known 1n the art.

[0074] In some aspects, of the methods and uses of the present disclosure, the GvHD can be
acute GvHD. In some aspects, the acute GvHD can be late acute GvHD. In some aspects, the
acute GvHD 1s acute gastrointestinal GvHD.

[0075] In some aspects, of the methods and uses of the present disclosure, the GvHD can be
steroid-refractory GvHD. In some aspects, of the methods and uses of the present disclosure, the
GvHD can be steroid-naive GvHD.

[0076] In some aspects, of the methods and uses of the present disclosure, the GvHD can be
steroid-refractory acute GvHD. In some aspects, of the methods and uses of the present

disclosure, the GvHD can be steroid-naive acute GvHD.
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[0077] In some aspects, of the methods and uses of the present disclosure, the GvHD can be
steroid-refractory acute gastrointestinal GvHD. In some aspects, of the methods and uses of the
present disclosure, the GvHD can be steroid-naive acute gastrointestinal GvHD.

[0078] In the present disclosure, the GvHD can be acute GvHD, such as late acute GvHD. The
acute GvHD may be steroid-naive acute GvHD. Alternatively, the acute GvHD may be steroid-
refractory acute GvHD. The acute GvHD may be acute gastrointestinal GvHD, such as steroid-
refractory acute gastrointestinal GvHD. For example, apraglutide, or a pharmaceutically
acceptable salt thereof, may be for use 1n the prevention of acute GvHD, such as gastrointestinal
GvHD, 1n a subject. For example, apraglutide, or a pharmaceutically acceptable salt thereof, may
be for use 1n the treatment of steroid-refractory acute GvHD, such as steroid-refractory acute
gastrointestinal GvHD, 1n a subject.

[0079] In some aspects, of the methods and uses of the present disclosure, the GvHD can be
chronic GvHD.

[0080] In some aspects, of the methods and uses of the present disclosure, chronic GvHD can be
chronic gastrointestinal GvHD. In some aspects, of the methods and uses of the present
disclosure, the GvHD can be steroid-refractory chronic gastrointestinal GvHD. In some aspects,
of the methods and uses of the present disclosure, the GvHD can be steroid-naive chronic
gastrointestinal GvHD.

[0081] In the present disclosure, the GvHD can be chronic GvHD, such as late chronic GvHD.
The chronic GvHD may be steroid-naive chronic GvHD. Alternatively, the chronic GvHD may
be steroid-refractory chronic GvHD. The chronic GvHD may be chronic gastrointestinal GvHD,
such as steroid-refractory chronic gastrointestinal GvHD. For example, apraglutide, or a
pharmaceutically acceptable salt thereof, may be for use 1n the prevention of chronic GvHD,
such as gastrointestinal GvHD, 1n a subject. For example, apraglutide, or a pharmaceutically
acceptable salt thereof, may be for use in the treatment of steroid-refractory chronic GvHD, such
as steroid-refractory chronic gastrointestinal GvHD, 1n a subject.

[0082] In some aspects of the methods and uses of the present disclosure, the GvHD can be
Overlap Syndrome.

[0083] In the present disclosure, the GvHD can be Overlap Syndrome.

[0084] In some aspects of the methods and uses of the present disclosure, a subject has grade I1-

IV GvHD according to the MAGIC scale. In some aspects, the subject has grade III- IV GvHD
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according to the MAGIC scale. In some aspects, the subject has grade II- III GvHD according to
the MAGIC scale. In some aspects, the subject has grade II, III or IV GvHD according to the
MAGIC scale.

[0085] In some aspects of the methods and uses of the present disclosure, the GvHD 1s upper gut
Graft versus Host Disease.

[0086] In some aspects of the methods and uses of the present disclosure, the GvHD 1s mid-
lower gut Graft versus Host Disease.

[0087] In the present disclosure, the GvHD can be liver GvHD. In some aspects of the methods
and uses of the present disclosure, the GvHD 1s liver GvHD. For example, apraglutide, or a
pharmaceutically acceptable salt thereof, may be for use 1in the prevention or treatment of liver
GvHD 1n a subject.

[0088] In some aspects, of the methods and uses of the present disclosure, a subject can be
diagnosed with a cancer. In some aspects, the cancer 1s a hematological cancer. In some aspects,
the cancer 1s at least one of acute myeloid leukemia, myelodysplastic syndrome, follicular
lymphoma, diffuse large B cell lymphoma, acute lymphoblastic leukemia, multiple myeloma,
Hodgkin lymphoma, chronic myeloid leukemia, T cell non-Hodgkin lymphoma, lymphoblastic B
cell non-Hodgkin lymphoma (non-Burkitt), Burkitt's lymphoma, anaplastic large cell lymphoma,
germ cell tumor, Ewing's sarcoma, soft tissue sarcoma, neuroblastoma, Wilms' tumor,
osteosarcoma, medulloblastoma, acute promyelocytic leukemia, mantle cell lymphoma, T cell
lymphoma, lymphoplasmacytic lymphoma, cutaneous T cell lymphoma, plasmablastic
lymphoma, chronic lymphocytic leukemia, breast cancer and renal cancer.

[0089] In the present disclosure the subject can be diagnosed with a cancer. The cancer may be a
hematological cancer. The cancer can be at least one of Acute myeloid leukemia, myelodysplastic
syndrome, follicular lymphoma, diffuse large B cell lymphoma, acute lymphoblastic leukemia,
multiple myeloma, Hodgkin lymphoma, chronic myeloid leukemia, T cell non-Hodgkin
lymphoma, lymphoblastic B cell non-Hodgkin lymphoma (non-Burkitt), Burkitt's lymphoma,
anaplastic large cell lymphoma, germ cell tumor, Ewing's sarcoma, soft tissue sarcoma,
neuroblastoma, Wilms' tumor, osteosarcoma, medulloblastoma, acute promyelocytic leukemia,
mantle cell lymphoma, T cell lymphoma, lymphoplasmacytic lymphoma, cutaneous T cell
lymphoma, plasmablastic lymphoma, chronic lymphocytic leukemia, breast cancer and renal

cancer. For example, the subject can be diagnosed with a cancer and be designated to undergo an
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allogeneic transplant. Alternatively, the subject can be diagnosed with a cancer and has previously
undergone an autologous transplant. Alternatively, the subject can be diagnosed with a cancer and
has previously undergone an allogeneic transplant. Alternatively, the subject can be diagnosed
with a cancer and has previously undergone an autologous transplant. In some aspects, the
transplant 1s 1n a subject having, for example, myelofibrosis. In some aspects, the transplant 1s an
autologous transplant in a subject having multiple myeloma.

[0090] In some aspects, of the methods and uses of the present disclosure, a subject can be
diagnosed with a disease or disorder. In some aspects, the disease or disorder can be at least one
of a hemoglobinopathy, a congenital hemoglobinopathy, B-Thalessemia major (TM), sickle cell
disease (SCD), severe aplastic anemia, Fanconi's anemia, dyskeratosis congenita, Blackfan-
Diamond anemia, Thalassemia, congenital amegakaryocytic thrombocytopenia, severe combined
immunodeficiency, T cell immunodeficiency, T cell immunodeficiency-SCID variants, Wiskott-
Aldrich syndrome, a hemophagocytic disorder, a lymphoproliferative disorder, severe congenital
neutropenia, chronic granulomatous disease, a phagocytic cell disorder, IPEX syndrome, juvenile
rheumatoid arthritis, systemic sclerosis, an autoimmune disorder, an immune dysregulation
disorder, mucopolysaccharoidoses, MPS-I, MPS-VI, osteopetrosis, a metabolic disease, globoid
cell leukodystrophy (Krabbe), metachromatic leukodystrophy, cerebral X-linked
adrenoleukodystrophy, a myelofibrosis disease, a myeloproliferative disease, a plasma cell
disorder, a mast cell disease, common variable immunodeficiency, chronic granulomatous
disease, multiple sclerosis, systemic sclerosis, rheumatoid arthritis, systemic lupus
erythematosus, Crohn's disease and polymyositis-dermatomyositis.

[0091] In the present disclosure, a subject can be diagnosed with a disease or disorder. The
disease or disorder may be at least one of a hemoglobinopathy, a congenital hemoglobinopathy,
B-Thalessemia major (TM), sickle cell disease (SCD), severe aplastic anemia, Fanconi's anemia,
dyskeratosis congenita, Blacktfan-Diamond anemia, Thalassemia, congenital amegakaryocytic
thrombocytopenia, severe combined immunodeficiency, T cell immunodeficiency, T cell
immunodeficiency-SCID variants, Wiskott-Aldrich syndrome, a hemophagocytic disorder, a
lymphoproliferative disorder, severe congenital neutropenia, chronic granulomatous disease, a
phagocytic cell disorder, IPEX syndrome, juvenile rheumatoid arthritis, systemic sclerosis, an
autoimmune disorder, an immune dysregulation disorder, mucopolysaccharoidoses, MPS-I,

MPS-VI, osteopetrosis, a metabolic disease, globoid cell leukodystrophy (Krabbe),
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metachromatic leukodystrophy, cerebral X-linked adrenoleukodystrophy, a myelofibrosis
disease, a myeloproliferative disease, a plasma cell disorder, a mast cell disease, common
variable immunodeficiency, chronic granulomatous disease, multiple sclerosis, systemic
sclerosis, rheumatoid arthritis, systemic lupus erythematosus, Crohn's disease and polymyositis-
dermatomyositis. For example, the subject can be diagnosed with a disease or disorder and be
designated to undergo an allogeneic transplant. For example, the subject can be diagnosed with a
disease or disorder and be designated to undergo an autologous transplant. Alternatively, the
subject can be diagnosed with a disease or disorder and has previously undergone an allogeneic
transplant. Alternatively, the subject can be diagnosed with a disease or disorder and has
previously undergone an autologous transplant.

[0092] In some aspects, of the methods and uses of the present disclosure, a subject can be
diagnosed with a cancer and be designated to undergo a transplant in order to treat the cancer. In
some aspects, of the methods and uses of the present disclosure, a subject can be diagnosed with
a cancer and has previously undergone a transplant 1in order to treat the cancer.

[0093] In some aspects, of the methods and uses of the present disclosure, a subject can be
diagnosed with a cancer and be designated to undergo an allogeneic transplant in order to treat
the cancer. In some aspects, of the methods and uses of the present disclosure, a subject can be
diagnosed with a cancer and has previously undergone an allogeneic transplant 1n order to treat
the cancer.

[0094] In some aspects, of the methods and uses of the present disclosure, a subject can be
diagnosed with a cancer and be designated to undergo an autologous transplant in order to treat
the cancer. In some aspects, of the methods and uses of the present disclosure, a subject can be
diagnosed with a cancer and has previously undergone an autologous transplant in order to treat
the cancer.

[0095] In some aspects, of the methods and uses of the present disclosure, a subject can be
diagnosed with a disease or disorder and be designated to undergo a transplant in order to treat
the disease or disorder. In some aspects, of the methods and uses of the present disclosure, a
subject can be diagnosed with a disease or disorder and has previously undergone a transplant in
order to treat the disease or disorder.

[0096] In some aspects, of the methods and uses of the present disclosure, a subject can be

diagnosed with a disease or disorder and be designated to undergo an allogeneic transplant 1n
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order to treat the disease or disorder. In some aspects, of the methods and uses of the present
disclosure, a subject can be diagnosed with a disease or disorder and has previously undergone
an allogeneic transplant in order to treat the disease or disorder.

[0097] In some aspects, of the methods and uses of the present disclosure, a subject can be
diagnosed with a disease or disorder and be designated to undergo an autologous transplant in
order to treat the disease or disorder. In some aspects, of the methods and uses of the present
disclosure, a subject can be diagnosed with a disease or disorder and has previously undergone
an autologous transplant in order to treat the disease or disorder.

[0098] In some aspects, of the methods and uses of the present disclosure, a subject can have
been previously administered a transplant. Accordingly, 1n some aspects, an at least one
therapeutically effective amount of apraglutide can be administered to the subject after the
subject has been administered a transplant.

[0099] In the present disclosure, a subject can have been previously administered a transplant.
Accordingly, apraglutide, or a pharmaceutically acceptable salt thereof, can be administered to
the subject after the latter has been administered a transplant.

[00100] In some aspects, of the methods and uses of the present disclosure, a subject can have
been previously administered an allogeneic transplant. Accordingly, 1n some aspects, an at least
one therapeutically effective amount of apraglutide can be administered to the subject after the
subject has been administered an allogeneic transplant.

[00101] In the present disclosure, a subject can have been previously administered an allogeneic
transplant. Accordingly, apraglutide, or a pharmaceutically acceptable salt thereof, can be
administered to the subject after the latter has been administered an allogeneic transplant.
[00102] In some aspects, of the methods and uses of the present disclosure, a subject can have
been previously administered an autologous transplant. Accordingly, 1n some aspects, an at least
one therapeutically effective amount of apraglutide can be administered to the subject after the
subject has been administered an autologous transplant.

[00103] In the present disclosure, a subject can have been previously administered an autologous
transplant. Accordingly, apraglutide, or a pharmaceutically acceptable salt thereof, can be
administered to the subject after the subject has been administered an autologous transplant.
[00104] In some aspects, of the methods and uses of the present disclosure, a subject can have

been previously administered a conditioning therapy in connection with a transplant. In some
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aspects, of the methods and uses of the present disclosure, a subject can have been previously
administered a conditioning therapy in connection with an allogeneic transplant. In some aspects,
of the methods and uses of the present disclosure, a subject can have been previously
administered a conditioning therapy 1n connection with an autologous transplant. In some
aspects, a conditioning therapy can comprise the administration of radiation therapy,
chemotherapy, radiomimetic therapy or any combination thereof. In some aspects, a radiation
therapy can comprise total body irradiation.

[00105] A conditioning therapy may be administered in connection with the allogenic transplant.
A conditioning therapy can comprise, such as consist of, the administration of radiation therapy,
chemotherapy, radiomimetic therapy or any combination thereof. The radiation therapy can
comprise total body 1rradiation.

[00106] Accordingly, 1n some aspects, an at least one therapeutically effective amount of
apraglutide can be administered to the subject after the subject has been administered a
conditioning therapy in connection with a transplant. In some aspects, an at least one
therapeutically effective amount of apraglutide can be administered to the subject after the subject
has been administered a conditioning therapy in connection with an allogeneic transplant. In some
aspects, an at least one therapeutically effective amount of apraglutide can be administered to the
subject after the subject has been administered a conditioning therapy in connection with an
autologous transplant. In some aspects, an at least one therapeutically effective amount of
apraglutide can be administered to a subject after the subject has been administered a radiation
therapy, chemotherapy radiomimetic therapy or any combination thereof.

[00107] Accordingly, apraglutide, or a pharmaceutically acceptable salt thereof, can be
administered to the subject after the subject has been administered a conditioning therapy in
connection with a transplant. Accordingly, apraglutide, or a pharmaceutically acceptable salt
thereof, can be administered to the subject after the subject has been administered a conditioning
therapy 1in connection with an allogeneic transplant. Accordingly, apraglutide, or a
pharmaceutically acceptable salt thereof, can be administered to the subject after the subject has
been administered a conditioning therapy 1n connection with an autologous transplant.

[00108] In some aspects of the methods and uses of the present disclosure, an at least one
therapeutically effective amount of apraglutide can be administered to a subject prior to the

subject being administered a transplant. In some aspects, of the methods and uses of the present
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disclosure, an at least one therapeutically effective amount of apraglutide can be administered
prior the subject being administered radiation therapy, chemotherapy, or radiomimetic therapy in
connection with the transplant. In some aspects, of the methods and uses of the present
disclosure, an at least one therapeutically effective amount of apraglutide 1s administered to the
subject after the subject has been administered radiation therapy, chemotherapy radiomimetic
therapy or any combination thereof and prior to the subject being administered a transplant.
[00109] In some aspects, of the methods and uses of the present disclosure, apraglutide can be
administered to a subject prior to the subject being administered a transplant. In some aspects, of
the methods and uses of the present disclosure, apraglutide can be administered prior the subject
being administered radiation therapy, chemotherapy, or radiomimetic therapy in connection with
the transplant. In some aspects, of the methods and uses of the present disclosure, apraglutide 1s
administered to the subject after the subject has been administered radiation therapy,
chemotherapy radiomimetic therapy or any combination thereof and prior to the subject being
administered a transplant.

[00110] In some aspects, of the methods and uses of the present disclosure, apraglutide can be
administered to a subject prior to the subject being administered a solid organ transplant. In some
aspects, of the methods and uses of the present disclosure, apraglutide can be administered prior
the subject being administered radiation therapy, chemotherapy, or radiomimetic therapy in
connection with the solid organ transplant. In some aspects, of the methods and uses of the
present disclosure, apraglutide 1s administered to the subject after the subject has been
administered radiation therapy, chemotherapy radiomimetic therapy or any combination thereof
and prior to the subject being administered a solid organ transplant.

[00111] In some aspects, of the methods and uses of the present disclosure, an at least one
therapeutically effective amount of apraglutide can be administered to a subject prior to the
subject being administered an allogeneic transplant. In some aspects, of the methods and uses of
the present disclosure, an at least one therapeutically effective amount of apraglutide can be
administered prior the subject being administered radiation therapy, chemotherapy, or
radiomimetic therapy in connection with the allogeneic transplant. In some aspects, of the
methods and uses of the present disclosure, an at least one therapeutically effective amount of

apraglutide 1s administered to the subject after the subject has been administered radiation
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therapy, chemotherapy radiomimetic therapy or any combination thereof and prior to the subject
being administered an allogeneic transplant.

[00112] In some aspects, of the methods and uses of the present disclosure, apraglutide can be
administered to a subject prior to the subject being administered an allogeneic transplant. In
some aspects, of the methods and uses of the present disclosure, apraglutide can be administered
prior the subject being administered radiation therapy, chemotherapy, or radiomimetic therapy in
connection with the allogeneic transplant. In some aspects, of the methods and uses of the
present disclosure, apraglutide 1s administered to the subject after the subject has been
administered radiation therapy, chemotherapy radiomimetic therapy or any combination thereof
and prior to the subject being administered an allogeneic transplant.

[00113] In some aspects, of the methods and uses of the present disclosure, an at least one
therapeutically etfective amount of apraglutide can be administered to a subject prior to the
subject being administered an autologous transplant. In some aspects, of the methods and uses of
the present disclosure, an at least one therapeutically effective amount of apraglutide can be
administered prior the subject being administered radiation therapy, chemotherapy, or
radiomimetic therapy in connection with the autologous transplant. In some aspects, of the
methods and uses of the present disclosure, an at least one therapeutically effective amount of
apraglutide 1s administered to the subject after the subject has been administered radiation
therapy, chemotherapy radiomimetic therapy or any combination thereof and prior to the subject
being administered an autologous transplant.

[00114] In some aspects, of the methods and uses of the present disclosure, an at least one
therapeutically effective amount of apraglutide can be administered to a subject prior to the
subject being administered an autologous transplant. In some aspects, of the methods and uses of
the present disclosure, an at least one therapeutically effective amount of apraglutide can be
administered prior the subject being administered radiation therapy, chemotherapy, or
radiomimetic therapy 1n connection with the autologous transplant. In some aspects, of the
methods and uses of the present disclosure, an at least one therapeutically effective amount of
apraglutide 1s administered to the subject after the subject has been administered radiation
therapy, chemotherapy radiomimetic therapy or any combination thereof and prior to the subject

being administered an autologous transplant.
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[00115] In the present disclosure, apraglutide, or a pharmaceutically acceptable salt thereof, can
be administered to the subject prior to the subject being administered an allogeneic transplant.
For example this can be prior the subject being administered radiation therapy, chemotherapy,
radiomimetic therapy or any combination thereof in connection with the allogeneic transplant or
after the subject has been administered radiation therapy, chemotherapy, radiomimetic therapy or
any combination thereof but prior to the subject being administered an allogeneic transplant.
[00116] In the present disclosure, apraglutide, or a pharmaceutically acceptable salt thereof, can
be administered to the subject prior to the subject being administered an autologous transplant.
For example this can be prior the subject being administered radiation therapy, chemotherapy,
radiomimetic therapy or any combination thereof in connection with the autologous transplant or
after the subject has been administered radiation therapy, chemotherapy, radiomimetic therapy or
any combination thereof but prior to the subject being administered an autologous transplant.
[00117]In some aspects, of the methods and uses of the present disclosure, an at least one
therapeutically effective amount of apraglutide can be administered to a subject concurrently
with a transplant. In some aspects, of the methods and uses of the present disclosure, an at least
one therapeutically effective amount of apraglutide can be administered to a subject concurrently
with an allogeneic transplant. In some aspects, of the methods and uses of the present disclosure,
an at least one therapeutically effective amount of apraglutide can be administered to a subject
concurrently with an autologous transplant.

[00118] In the present disclosure, apraglutide, or a pharmaceutically acceptable salt thereof, can
be administered to the subject concurrently with a transplant. In the present disclosure,
apraglutide, or a pharmaceutically acceptable salt thereof, can be administered to the subject
concurrently with an allogeneic transplant. In the present disclosure, apraglutide, or a
pharmaceutically acceptable salt thereof, can be administered to the subject concurrently with an
autologous transplant.

[00119] In some aspects, of the methods and uses of the present disclosure, an at least one
therapeutically effective amount of apraglutide can be administered to a subject concurrently
with a conditioning therapy. In some aspects, an at least one therapeutically effective amount of
apraglutide least one therapeutically effective amount of apraglutide can be administered to a
subject concurrently with a radiation therapy, a chemotherapy, a radiomimetic therapy, or any

combination thereof.
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[00120] In the present disclosure, apraglutide, or a pharmaceutically acceptable salt thereof, can
be administered to the subject concurrently with a conditioning therapy, such as a conditioning
therapy as defined above.

[00121] In some aspects, of the methods and uses of the present disclosure, a subject can have
been previously diagnosed with GvHD and undergone a preliminary GvHD treatment. In some
aspects, the preliminary GvHD treatment can comprise the administration of an anti-GvHD
treatment. In some aspects, an anti-GvHD treatment can comprise the administration a steroid
therapy. Accordingly, 1n some aspects, of the methods and uses of the present disclosure, a
subject can have been previously administered steroid therapy. As would be appreciated by the
skilled artisan, steroid therapy can comprise the administration of at least one corticosteroid. As
would be appreciated by the skilled artisan, steroid therapy can comprise the administration of
prednisone, methylprednisolone, dexamethasone, beclomethasone, budesonide or any
combination thereof.

[00122] In some aspects, of the methods and uses of the present disclosure, administration of
apraglutide can prevent and/or attenuate a reduction in colon length 1n a subject following an
allogeneic transplant. In some aspects, administration of apraglutide prevents and/or attenuates a
reduction 1n colon length 1n a subject following a conditioning therapy and a transplant. In some
aspects, administration of apraglutide prevents and/or attenuates a reduction 1n colon length 1n a
subject following a conditioning therapy and an allogeneic transplant. In some aspects,
administration of apraglutide prevents and/or attenuates a reduction in colon length 1n a subject
following a conditioning therapy and an autologous transplant.

[00123] The administration of apraglutide according to the present disclosure can prevent and/or
attenuate a reduction in colon length 1n a subject following a transplant. The administration of
apraglutide may prevent and/or attenuate a reduction 1n colon length 1n a subject following a
conditioning therapy and an allogeneic transplant. The administration of apraglutide according to
the present disclosure can prevent and/or attenuate a reduction in colon length 1n a subject
following an allogeneic transplant. The administration of apraglutide may prevent and/or
attenuate a reduction in colon length 1n a subject following a conditioning therapy and an
autologous transplant.

[00124] The administration of apraglutide according to the present disclosure can stabilize the

intestinal microbiota, as 1s described 1n the examples herein.
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[00125] The present disclosure provides a method of treating GvHD-1nduced intestinal damage 1n
a subject who has been previously diagnosed with GvHD, the method comprising administering
to the subject at least one therapeutically effective amount of apraglutide, or a pharmaceutically
acceptable salt thereof. In some aspects, the subject has been previously diagnosed with GvHD
and the GvHD 1s ongoing at the time of the administration of apraglutide. In some aspects, the
subject has been previously diagnosed with GvHD and the GvHD has been successfully treated
prior to the administration of apraglutide. In some aspects, the present disclosure provides a
method of treating GvHD-1nduced intestinal damage in a subject, the method comprising
administering to the subject a therapeutically effective amount of apraglutide prior to, concurrent
with, or after administration of a therapeutically effective amount of an immunosuppressive
therapy. In some aspects of the disclosure, the immunosuppressive therapy 1s, for example,
ruxolitinib, systemic corticosteroid. In some aspects, the present disclosure provides a method of
treating GvHD-1nduced intestinal damage 1n a subject, the method comprising administering to
the subject a therapeutically effective amount of apraglutide prior to, concurrent with, or after
administration of a therapeutically effective amount of a calcineurin inhibitor.

[00126] The present disclosure provides a method of treating GvHD-1nduced intestinal damage 1n
a subject who has been previously diagnosed with GvHD, the method comprising administering
to the subject apraglutide, or a pharmaceutically acceptable salt thereof. In some aspects, the
subject has been previously diagnosed with GvHD and the GvHD 1s ongoing at the time of the
administration of apraglutide. In some aspects, the subject has been previously diagnosed with
GvHD and the GvHD has been successfully treated prior to the administration of apraglutide. In
some aspects, the present disclosure provides a method of treating GvHD-1nduced intestinal
damage 1n a subject, the method comprising administering to the subject apraglutide prior to,
concurrent with, or after administration of a therapeutically effective amount of an
immunosuppressive therapy. In some aspects of the disclosure, the immunosuppressive therapy
1, for example, ruxolitinib, systemic corticosteroid. In some aspects, the present disclosure
provides a method of treating GvHD-1nduced intestinal damage 1n a subject, the method
comprising administering to the subject apraglutide prior to, concurrent with, or after

administration of a therapeutically effective amount of a calcineurin inhibitor.
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[00127] The present disclosure provides a method of treating cancer comprising administering to
a subject a combination of apraglutide, or a pharmaceutically acceptable salt thereof, and at least
one chemotherapy.

[00128] In some aspects, the administration of apraglutide, or a pharmaceutically acceptable salt
thereof, can treat chemotherapy-induced intestinal damage 1n a subject. Accordingly, the present
disclosure provides a method of treating chemotherapy-induced intestinal damage 1in a subject 1n
need thereof, the method comprising administering to the subject at least one therapeutically
effective amount of apraglutide, or a pharmaceutically acceptable salt thereof. The present
disclosure provides a method of treating chemotherapy-induced intestinal damage in a subject 1n
need thereof, the method comprising administering to the subject apraglutide, or a
pharmaceutically acceptable salt thereof. The present disclosure provides apraglutide, or a
pharmaceutically acceptable salt thereof, for use 1n the treatment of chemotherapy-induced
intestinal damage 1n a subject.

[00129] The present disclosure provides a method of treating cancer in a subject, the method
comprising administering to the subject a therapeutically effective amount of apraglutide prior
to, concurrent with, or after administration of a therapeutically effective amount of a
conditioning therapy. The present disclosure provides a method of treating cancer in a subject,
the method comprising administering to the subject apraglutide prior to, concurrent with, or after
administration of a therapeutically effective amount of a conditioning therapy. In some aspects,
of the disclosure, the conditioning therapy 1s, for example, chemotherapy. In some aspects, of the
chemotherapy comprises a combination therapy.

[00130] The present disclosure provides a method of treating cancer in a subject, the method
comprising administering to the subject: a) a therapeutically effective amount of apraglutide; and
b) a transplant. The present disclosure provides a method of treating cancer 1n a subject, the
method comprising administering to the subject: a) a therapeutically etfective amount of a
conditioning therapy; b) a therapeutically effective amount of apraglutide; and ¢) a transplant.
The present disclosure provides a method of treating cancer in a subject, the method comprising
administering to the subject: a) a therapeutically effective amount of a radiation therapy,
chemotherapy, radiomimetic therapy or any combination thereof; b) a therapeutically etfective

amount of apraglutide; and c¢) a transplant.
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[00131] The present disclosure provides a method of treating cancer in a subject, the method
comprising administering to the subject: a) apraglutide; and b) a transplant. The present
disclosure provides a method of treating cancer 1n a subject, the method comprising
administering to the subject: a) a conditioning therapy; b) apraglutide; and c¢) a transplant. The
present disclosure provides a method of treating cancer 1n a subject, the method comprising
administering to the subject: a) radiation therapy, chemotherapy, radiomimetic therapy or any
combination thereof; b) apraglutide; and ¢) a transplant.

[00132] The present disclosure provides a method of treating cancer in a subject, the method
comprising administering to the subject: a) a therapeutically effective amount of apraglutide; and
b) an allogeneic transplant. The present disclosure provides a method of treating cancer 1n a
subject, the method comprising administering to the subject: a) a therapeutically effective
amount of a conditioning therapy; b) a therapeutically effective amount of apraglutide; and ¢) an
allogeneic transplant. The present disclosure provides a method of treating cancer in a subject,
the method comprising administering to the subject: a) a therapeutically etfective amount of a
radiation therapy, chemotherapy, radiomimetic therapy or any combination thereof; b) a
therapeutically effective amount of apraglutide; and ¢) an allogeneic transplant.

[00133] The present disclosure provides a method of treating cancer in a subject, the method
comprising administering to the subject: a) apraglutide; and b) an allogeneic transplant. The
present disclosure provides a method of treating cancer 1n a subject, the method comprising
administering to the subject: a) conditioning therapy; b) apraglutide; and c) an allogeneic
transplant. The present disclosure provides a method of treating cancer in a subject, the method
comprising administering to the subject: a) radiation therapy, chemotherapy, radiomimetic
therapy or any combination thereof; b) apraglutide; and ¢) an allogeneic transplant.

[00134] The present disclosure provides a method of treating cancer in a subject, the method
comprising administering to the subject: a) a therapeutically effective amount of apraglutide; and
b) an autologous transplant. The present disclosure provides a method of treating cancer 1n a
subject, the method comprising administering to the subject: a) a therapeutically effective
amount of a conditioning therapy; b) a therapeutically effective amount of apraglutide; and ¢) an
autologous transplant. The present disclosure provides a method of treating cancer 1n a subject,

the method comprising administering to the subject: a) a therapeutically etfective amount of a
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radiation therapy, chemotherapy, radiomimetic therapy or any combination thereof; b) a
therapeutically effective amount of apraglutide; and c¢) an autologous transplant.

[00135] The present disclosure provides a method of treating cancer in a subject, the method
comprising administering to the subject: a) apraglutide; and b) an autologous transplant. The
present disclosure provides a method of treating cancer 1n a subject, the method comprising
administering to the subject: a) conditioning therapy; b) apraglutide; and ¢) an autologous
transplant. The present disclosure provides a method of treating cancer in a subject, the method
comprising administering to the subject: a) radiation therapy, chemotherapy, radiomimetic
therapy or any combination thereof; b) apraglutide; and ¢) an autologous transplant.

[00136] The presently disclosed effect of apraglutide on GvHD can be useful in the context of an
anticancer therapy. GvHD developing 1n this context can also be referred to as anticancer
therapy-related GvHD. A typical anticancer therapy that can benefit from the presently disclosed
effect of apraglutide 1s one that includes the administration of an allogeneic or autologous
transplant to a subject, such as the administration of a conditioning therapy and the subsequent
administration of an allogeneic or autologous transplant. In this context, 1t may be advantageous
to further administrate apraglutide. For example, apraglutide can be administered before the
administration of an allogeneic or autologous transplant, such between the administration of a
conditioning therapy and the administration of an allogeneic or autologous transplant to a
subject.

[00137] Accordingly, the present disclosure provides apraglutide, or a pharmaceutically
acceptable salt thereof, for use in the treatment or prevention of anticancer therapy-related GvHD
1n a subject.

[00138] The present disclosure provides a method of treating a disease or disorder 1n a subject, the
method comprising administering to the subject: a) a therapeutically effective amount of
apraglutide; and b) a transplant. The present disclosure provides a method of treating a disease or
disorder 1n a subject, the method comprising administering to the subject: a) a therapeutically
effective amount of a conditioning therapy; b) a therapeutically effective amount of apraglutide;
and c¢) a transplant. The present disclosure provides a method of treating a disease or disorder in
a subject, the method comprising administering to the subject: a) a therapeutically effective
amount of a radiation therapy, chemotherapy, radiomimetic therapy or any combination thereof;

b) a therapeutically effective amount of apraglutide; and c) a transplant.
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[00139] The present disclosure provides a method of treating a disease or disorder 1n a subject, the
method comprising administering to the subject: a) apraglutide; and b) a transplant. The present
disclosure provides a method of treating a disease or disorder in a subject, the method
comprising administering to the subject: a) a conditioning therapy; b) apraglutide; and ¢) a
transplant. The present disclosure provides a method of treating a disease or disorder 1in a subject,
the method comprising administering to the subject: a) radiation therapy, chemotherapy,
radiomimetic therapy or any combination thereof; b) apraglutide; and ¢) a transplant.

100140

[00141] The present disclosure provides a method of treating a disease or disorder 1n a subject, the
method comprising administering to the subject: a) a therapeutically effective amount of
apraglutide; and b) an allogeneic transplant. The present disclosure provides a method of treating
a disease or disorder 1n a subject, the method comprising administering to the subject: a) a
therapeutically effective amount of a conditioning therapy; b) a therapeutically effective amount
of apraglutide; and c¢) an allogeneic transplant. The present disclosure provides a method of
treating a disease or disorder 1n a subject, the method comprising administering to the subject: a)
a therapeutically effective amount of a radiation therapy, chemotherapy, radiomimetic therapy or
any combination thereof; b) a therapeutically etfective amount of apraglutide; and ¢) an
allogeneic transplant.

[00142] The present disclosure provides a method of treating a disease or disorder 1n a subject, the
method comprising administering to the subject: a) apraglutide; and b) an allogeneic transplant.
The present disclosure provides a method of treating a disease or disorder 1in a subject, the
method comprising administering to the subject: a) conditioning therapy; b) apraglutide; and c)
an allogeneic transplant. The present disclosure provides a method of treating a disease or
disorder 1n a subject, the method comprising administering to the subject: a) radiation therapy,
chemotherapy, radiomimetic therapy or any combination thereof; b) apraglutide; and ¢) an
allogeneic transplant.

[00143] The present disclosure provides a method of treating a disease or disorder 1n a subject, the
method comprising administering to the subject: a) a therapeutically effective amount of
apraglutide; and b) an autologous transplant. The present disclosure provides a method of
treating a disease or disorder 1n a subject, the method comprising administering to the subject: a)

a therapeutically effective amount of a conditioning therapy; b) a therapeutically effective

24



WO 2022/165204 PCT/US2022/014349

amount of apraglutide; and ¢) an autologous transplant. The present disclosure provides a method
of treating a disease or disorder in a subject, the method comprising administering to the subject:
a) a therapeutically effective amount of a radiation therapy, chemotherapy, radiomimetic therapy
or any combination thereof; b) a therapeutically effective amount of apraglutide; and ¢) an
autologous transplant.

[00144] The present disclosure provides a method of treating a disease or disorder 1n a subject, the
method comprising administering to the subject: a) apraglutide; and b) an autologous transplant.
The present disclosure provides a method of treating a disease or disorder 1in a subject, the
method comprising administering to the subject: a) conditioning therapy; b) apraglutide; and c)
an autologous transplant. The present disclosure provides a method of treating a disease or
disorder 1n a subject, the method comprising administering to the subject: a) radiation therapy,
chemotherapy, radiomimetic therapy or any combination thereof; b) apraglutide; and ¢) an
autologous transplant.

[00145] In any of the methods of uses described herein, reference to apraglutide also encompasses
a pharmaceutically acceptable salt of apraglutide.

[00146] In some aspects of the methods or uses described herein, a subject can have been
previously administered ruxolitinib prior to the administration of apraglutide.

[00147] In any of the methods or uses described here, apraglutide, or a pharmaceutically
acceptable salt thereof, can be administered 1n combination with at least one second active agent.
In some aspects, the at least one second active agent can be ruxolitinib. In some aspects, the at
least one second active agent can be a calcineurin inhibitor.

[00148] In some aspects of the methods and uses described herein, apraglutide, or a
pharmaceutically acceptable salt thereof can be administered 1n temporal proximity with another
therapeutic intervention described herein (e.g. a transplant, a conditioning therapy,
chemotherapy, a second active agent, etc.).

[00149] In some aspects, of the methods and uses of the present disclosure, a transplant can
comprise hematopoietic stem cells. In some aspects, the hematopoietic stem cells can be derived
from bone marrow, peripheral blood, umbilical cord blood or any combination thereof. In some
aspects, of the methods and uses of the present disclosure, a transplant can be an allogeneic

transplant or an autologous transplant.
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[00150] In some aspects, of the methods and uses of the present disclosure, an allogeneic
transplant can comprise allogeneic hematopoietic stem cells. In some aspects, the allogeneic
hematopoietic stem cells can be derived from bone marrow, peripheral blood, umbilical cord
blood or any combination thereof.

[00151] In some aspects, of the methods and uses of the present disclosure, an autologous
transplant can comprise autologous hematopoietic stem cells. In some aspects, the autologous
hematopoietic stem cells can be derived from bone marrow, peripheral blood, umbilical cord
blood or any combination thereof.

[00152] In some aspects, of the methods and uses of the present disclosure, a transplant can
comprise T-cells. In some aspects, T-cells can be chimeric antigen receptor (CAR) T-cells.
[00153] In some aspects, of the methods and uses of the present disclosure, an allogeneic
transplant can comprise allogeneic T-cells. In some aspects, allogeneic T-cells can be allogenic
chimeric antigen receptor (CAR) T-cells. In some aspects, of the methods and uses of the present
disclosure, an autologous transplant can comprise autologous T-cells. In some aspects,
autologous T-cells can be autologous chimeric antigen receptor (CAR) T-cells.

[00154] In the present disclosure, an allogeneic transplant can comprise the transplant of
allogeneic hematopoietic stem cells. The allogeneic hematopoietic stem cells can be derived
from bone marrow, peripheral blood, umbilical cord blood or any combination thereof.

[00155] In the present disclosure, an allogeneic transplant can comprise the transplant of
allogeneic T-cells. Allogeneic T-cells can be allogenic chimeric antigen receptor (CAR) T-cells.
[00156] In the present disclosure, an autologous transplant can comprise the transplant of
autologous hematopoietic stem cells. The autologous hematopoietic stem cells can be derived
from bone marrow, peripheral blood, umbilical cord blood or any combination thereof.

[00157] In the present disclosure, an autologous transplant can comprise <ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>