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Abstract—

Introduction: Therapy of TP53, mutation of MSD/AML with Niclosamide plus Azacitidine, is the end-stage phase of ITP/LGC
Leukemia. The Constant therapy is unbroken with CHOP or R-CHOP as the second line therapy, plus nutrition HPLCHF, and
decitabine ever since the early phase which should be given. Aims: No transfusion should be held since this early phase.
Cytokine storm is the inducer of this advancement. Hypothesis: High Protein Low Carbohydrate High Fat (HPLCHF) and
decitabine without transfusion should be the winner for survival ITP/LGC. Liquid therapy and aspirin are the first line
symptomatic during the cytokine storm phase. Two dead cases of Large Granular Chronic Leukemia support this study.

Method: Hybrid My library and ChatGPT based, with academic search engine using Science Direct and EBSCOHost
MEDLINE full text using keywords ITP/MDS/AML, and therapy, and case reports.

Result: Variables drugs is recorded such as pro-apoptotic agent Venetoclax a Bcl2- inhibitor, Fostamatinib a spleen tyrosine
Kinase inhibitor, decitabine/azacitidine hypomethylation agent, CHOP (chemotherapy with prednisone) and splenectomy are
given in the thrombocytopenia last moment, with MOD end-stage mortality less than 5 days due Multi/X/Total Antibiotic
Resistance. Low carbohydrate, high-fat, high protein should be given in this early prediction low albumin level of severe
thrombocytopenia in Dengue Lymphoma Malignant Fever (DFLM).

Discussion: Pathogenesis ITP, MDS, AML therapy in all phases, and the recorded mutation genetic/epigenetic, and immune
landscape of TP53 and other mutant AML & higher risk MDS treated with azacitidine/decitabine.

Conclusion: HPLCHF nutrition and decitabine ever since the early phase should be given to support the body to cure
themselves.

Keywords— ITP; Splenectomy; Prednisone; Low carbohydrate; often Protein nutrition; Decitabine.

l. INTRODUCTION

Anemia Immune Thrombocytopenia (ITP) a.k.a. Previously Idiopathic Thrombocytopenia Purpura progressed to MDS/AML
or is a Life-threatening situation “bridge therapy” to surgery or invasive procedure,’ splenectomy and or chemotherapy. ITP
due to Defective Peripheral Immune Response often has high prevalence causes of this disease in our everyday practice.! ITP
turns to MDS which increases bone marrow increasing of CD 34-blast, and CD16-granulocytes,? then progresses to
AML. Germline genetic (and epigenetic) have been recorded in MDS and AML traditional outpatients.®> AML is an aggressive
hematological malignancy with a higher incidence in older people.* Clonal hematopoiesis (Ch) is a common premalignant state
in the blood and confers an increased risk of blood cancers and all-cause mortality.® Variables drugs are recorded such as pro-
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apoptotic agent Venetoclax a Bcl2- inhibitor,*57 Fistumatinib a spleen tyrosine Kinase inhibitor,® decitabine/azacitidine
hypomethylation agent,”*° due to R-loop dysregulation and resultant genomic instability in the disease progression of MDS
& AML,X a therapy strategy for Myeloid cancers.’ Erythropoietin agents ! and/or with RBC transfusion,'? which reported
as a cause of first hospitalization due the decreasing hemoglobin which drops common everyday Quality of Life (QL).%*
Daratumumab in refractory autoimmune cytopenia.® Plasmapheresis (plasma exchange) for inflammation cytokine as the
pathogenesis of MDS is yet to be fully established.*?4

Novel Anti-CD38 monoclonal antibody for treating ITP,> Notable treatment advances have been made for patients with MDS/
neoplasm to live longer and better for what will likely remain a largely incurable disease,¢describe the failure to complete
recovery. This study brings to parsimony and calm reaction therapy like in fluidic only therapy on DHF in 16.000 platelet count
is usually successful.(Cae Report

1. METHOD

Review and case report of therapy in all phases of ITP and LGC using hybrid recommendation of My library Google Scholar
and Academic Search engine i.e., ScienceDirect and EBSCOHost MEDLINE full text, and ChatGPT. This hybrid Search used
keywords ITP/MDS/ATP and therapy. Bayesian network and analysis are being used in including and excluding the references.

I1l.  RESULTS

This study also recorded GvHDs therapy which does not respond to standard Systemic steroids which is given Ruxolitinib
(JAK1 inhibitor for MS)Y" and Fostamatinib for curing thrombocytopenia got successful tapering and discontinuation of
corticosteroid while maintaining platelet count above 50,000/uL.*® Avatrombopag (a thrombopoietin receptor agonist) plus
fostamatinib combination with multifactorial ITP is also recorded.*® Patients with thrombocytopenia usually do not experience
serious bleeding until their platelet count is very low.

TABLE 1
RECORDED THERAPY IN ITP/MDS/AML, PHARMACOLOGY FUNCTION, PROGNOSIS
) Pharmacology .
Studies, years | Phase Agents/Surgery function combat Prognosis
'G lez-
LOEI;E? zegz 3 Refractory ITP Chemotherapy/Splenectomy Splenomegaly MOD sepsis
- : I
8Goel R, 2024 | ITP Standard Systemlf: Stermd Antiinflammation Succ?ssfu
(SSS) + Fostamatinib tapering
"Teshima T, R d to SSS
CSma L Acute GVHD Ruxolitinib as MS inhibitor | JAKI inhibitor csponcio
2024 again
2He Q, 2024 c¢Gv-HD SHR0302 + prednisone JAK1 Inhibitor 1%t line Rx/
¥Goel R &
8Gonzalez- ITP Fostamatinib Spleen TKI High efficacy rate
Lopez 2024
3 - - — -
Banaszaky MDS/AML Drlve.n Ge.rmllne. Tra.dltlonal out Genetlc.
LG, 2024 genetic/epigenetic patients counseling
I5Chen Y, 2024 | ITP Anti-CD38 Anti-cancer . Boosted platelet
monoclonal antibody level
Refi Anti-CD
BHu U, 2024 © r?lctory . | Daratumumab nti-CD38 . Effective Rx/
autoimmune cytopenia monoclonal antibody
Identify genetic
SWaarts MR
20 zaj S ’ Premalignant state CRISPR/Cas9 Editing dependencies in
mutant HSPCs
4Salamero O, Phase I oke;
2020 Venetoclax pro-apoptotic Inhibit entering
X -
SWang D, 2024 | AML Pro-apop A Bcl2-inhibitor mitotic phase;
7 . agent
Kobayashi, Complete
2024 remission
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Enicti A. 2024 Genomic instability Decitabine/azacitidine Gene silencin The most MDS
! ’ ITP/MDS/AML hypomethylation agent, & Rx/
11 o :
Battaglia MR, He@oglobm drops EPO agents . N LR-MDS std Rx/
2024 until disturb everyday Fit for everyday living | .
. . in the future
QL common living RBC transfusion
For Dx/ and Px/:
2Topping J, Cytokine storm (CS) . Decreasing or bxand X
Plasmapheresis . . . CS to first RBC
2024 pre- MDS inflammation cytokine .
transfusion
Essensial
2Gangat N, thrombocytemia in Asoiri Anti-inflammation with a lower
spirin . .
2024 JAK2 and CALK- P Anti-cytokine storm pregnancy loss
mutated
9Zhang F, Splicing factors are. induce to anemia and ITP Rx/ str.ategy fqr R-loop disruption
2004 frequently mutated in roeress to MDS/AML Myeloid Ca with by PRAP
pts. with MDS&AML Prog mutations in SRSF2 activation

22Rathje, 2024

GvHD acute & chronic

Anti-T-Lymphocyte Globulin
(ATLG)

Inflammation and
immune reaction

Lower rates of
severe cGVvHD

Non-Hodgkin

2Salma RS . Still a chall
ama 8, Lymphoma high CHOP and R-CHOP Responses ! jd cha e‘:ng‘e
2018 (partial remission)
prevalence
24Zeidan AM TP53 mutant AML and Hypomethylation
’ Azacitidi I R

2024 higher risk MDS zacitidine agents ntegrated Rx/
TP53 mutation +

ZMaslah N Niclosamide is an

’ MSD/AML icl ide plus Azacitidi h hylati

2004 SD/ Niclosamide plus Azacitidine ypomethylation anthelmintic
agents

26K

20 2almmerer, Cancer HPLCHF Decrease body fat Lifestyle diet

Cancer cells, MDS, and ITP consume glucose at a higher rate and induce insulin resistance. Anemia and hypoglycemia are
found in these thrombocytopenia patients. Dextrose infusions on the day or first hospitalization due to Quality of Life (QL) to
get transfusion is also a common symptomatic treatment, where the next reaction is reported. Stress and its treatments can
cause the body to release various hormones that increase blood sugar. This can weaken the immune system, and the fear of
hypoglycemia makes the patients drink glucose by feeling the drop of QL. Cauda pancreas pancreatectomy with splenectomy
has been the case reported. Glucose can be supplied from gluconeogenesis, protein synthesis disrupts from many viral
infections, and could not do apoptosis. Protein should be supported by external supply the whole day for everyday QL. High-
fat diet without saying how high the fat is, refers to the popular diet ketogenic which is 75% fat, 20 % protein, and 5%
carbohydrate. HPLCHF is a lifestyle diet to drop bodyweight successfully. Also, the well-known trans fats which is the worst
for health, e.g. shortening and margarine.

Therapy of TP53 mutation of MSD/AML with Niclosamide plus Azacitidine,?® is the end-stage phase of ITP/LGC. The
Constant therapy is unbroken with CHOP or R-CHOPZ as the second line therapy, plus nutrition HPLCHF and decitabine ever
since the early phase, which should be given. Supportive care in lower-risk MDS with anemia ITP is also rapidly evolving.*

V. DISCUSSION

Immune Thrombocytopenia (ITP) a.k.a. previous well-known Idiopathic Thrombocytopenia Purpura, is an Autoimmune
bleeding/without bleeding or fibrous disorder characterized by immoderate reticuloendothelial platelet (Mononuclear
Phagocytic System) destruction & inadequate compensatory platelet production.?’ In all phases, I TP needs specific metabolism
so that becomes MDS (Myelodysplastic Syndrome)?*? or myelofibrosis.?® In the next advanced progress when the body cannot
recover, MDS transforms to AML.%227

The aims of this study record the success and the failure of therapy in finding references in association with complete recovery,
not refractory ITP/MDS/AML. This study discusses each therapy as follows:
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4.1 Transfusion, like Graft versus Host Disease (GvHDs):

To suppress the immune system reaction, steroids are needed. The reaction needs immunosuppressive drugs, CHOPs,
antifungal, antiviral, and antibiotics. Thrombocyte donors attack recipients’ cells, also RBC, etc. The etiology of GvHDs is
the cytokine storm reaction. The mutated TP53 and other mutations, block apoptosis, and decrease JAK1 & 2, a group of
kinases expressed on many cells, surfaces that mediate cytokine signaling.2>?® One-third of patients with Acute GvHD are
resistant to standard systemic steroids, and need second-line approach such as JAK1 and 2 inhibitors,” anti-T Lymphocyte
globulin.?? Aspirin therapy is associated with a lower pregnancy loss in both JAK2- and CALK-mutated essential
thrombocytemia.?* Complete response ITP are recorded with prednisolone-<°

4.2 Luspatercept & ESA (erythropoietin stimulating agents)**:

This EPO agent is better than Transfusion and is given since the patients need to be hospitalized for the drop of hemoglobin
which decreases Quality of Life. Luspatercept in these with SF3B1 mutations has an EPO level < 500 U/L.

4.3 Lenalidomide:

Lenalidomide, is T Immunosuppressive therapy in del 5q syndrome, has both efficacy & durability of response.*! Lenalidomide
is an immunomodulator.

4.4 Imetelstat:

Telomerase inhibitor is though in the phase 11 trial support, may become a standard option®?. Imetelstat binds to the telomerase
RNA component with high affinity, directly inhibiting telomerase activity.

4.5 Bone Marrow Transplantation:
Bone Marrow Transplantation using ATLG (anti-T Lymphocyte Globulin) depletion.
4.6 Supportive!3t:

The gut microbiome in ITP affects health through human metabolism, immune modulation, and maintaining physiological,?
while older people who cannot make protein anymore have a higher incidence of progressing to AML.*

4.7 Ruxolitinib® and Fistamatinib®:

Ruxaolitinib, inhibits JAK1 & 2, Belumosudil inhibits ROCK2, Ibrutinib inhibits BTK in Systemic Sclerosis (SSc) save for
treatment of chronic GvHD (cGvHD)? Ruxolitimib in JAKL inhibitor-naive myelofibrosis.?® Gilteritinib with/without
Venetoclax improved outcomes when sequenced early for salvage.®® JAK1 Inhibitor SHRO302 + prednisone for first-line
treatment of cGvHD may have less effect on hematopoiesis.?’ Rx/ Fostamatinib in Thrombocytopenia give successful tapering
& discontinuation of corticosteroids while maintaining platelet count above 50,000/uL.’

4.8 Selinexor?e:

Selinexor causes cell cycle arrest and apoptosis in cancer cells. Selinexor is a selective inhibitor of nuclear export, an oral drug
that prevents access to the nucleo-cytoplasmic transport of nuclear protein in JAK/STAT and non-JAK/STAT pathway.
Selinexor induces nuclear localization of tumor suppressor proteins (incl. p53), be a route to the selective induction of
apoptosis, and inhibits the performance of DNA damage repair protein.®*

V. LIMITATION

The integrated genetic, epigenetic, and immune landscape of TP53 mutant AML and higher-risk MDS give medical care with
azacitidine, has been talked of in Therapeutic Advance in Hematology, based on TP53 mutation MDS and AML,? which is Rx/
Niclosamide + Azacitidine has successfully totally recovered the sensitivity of TP53-mutated cells to hypomethylating
agents. It’s targeting TP53-mutated MDS/AML cells.?® Inflammation reaction and immune reaction induce anemia, and ITP
progresses to MDS/AML.*? Inflammation storm and immune reaction in GvHD-free and relapse-free survival,?? has not been
elaborated specifically. Splicing factors are frequently mutated in ITP patients which induces anemia and MDS/AML
progression.’® Anti-CD38 monoclonal antibody has been used as a prognostic marker in leukemia: Daratumumab is effective
in refractory cases.®® This study has been successful in the use of hypomethylation agents in all phases, but still has limitations
in building deductive and inductive protein production for RBC, platelet, and antibody/anti-cytokine storm.
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VI. CONCLUSION

HPLCHF nutrition and decitabine ever since the early phase should be given to support the body to cure themselves.
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