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This report is comprised of relevant and updated �ndings available. In accordance with the

provided personal details, and pre-de�ned questions we have indicated data and insights taken

from various sources of information. These insights aim to inform and enhance future decisions.

In no circumstances the information contained in this report or any information given in the

process are intended or implied to be a substitute for professional medical advice. It is provided

for informative purposes only. We have given careful thought in order to construct the report in a

way that suits both patients and physicians. We strongly encourage you to use this report and

consult your physician before making any medical decisions.
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Methodology
This is a personal health meta-research designed to address speci�c pre-de�ned queries. For that

purpose, we have conducted an extensive search through relevant medical databases, journals,

and other trusted sources. We have also reviewed uno�cial platforms such as relevant social

media, forums and blogs and extracted insights from similar patients relevant as much as these

were relevant to the situation at hand. We have analyzed the data, evaluated the reliability of the

sources of information and the relevancy to the speci�c case. Finally, we have assembled all

insights into an actionable report, which has been reviewed by a senior analyst.

Health reports tend to be complicated to read, so in order to ease the process for the patient we

have highlighted parts, which we found important. We also added references as endnotes for

sources of information that the patient or his/her physician wishes to further explore. Additional

information such as patient's testimonials is added in the footnotes.

This report contains:

1. Meta-Research

2. Report Summary

3. Doctor's Letter
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Diagnosis Summary
The patient is a 58-year-old female, who was diagnosed with stage IV extranodal marginal zone lymphoma, with

bone marrow involvement.

The patient’s main symptoms include fatigue and repeated illness.

Tumor markers test of bone marrow biopsy and of peripheral blood were positive for CD19 and CD20, and also

displayed Kappa light chain restriction of surface Immunoglobulin.

Blood, fecal and mucoid tests were normal, besides low neutrophils level (1.6 on 10-Jan-2019; 2.6 (normal) on

30-Jan-2019), high B12 (930), high S CRP (21, on 10-Jan-2019; back to normal on 24-Jan-2019) and high

ESR (29).

Abdomen and pelvis CT scan, abdominal US and FDG PET-CT were normal, besides fatty liver in�ltration with

simple hepatic cysts, several small simple cysts, and mild fatty change in the lungs. No de�nite nodal or

extranodal lymphomatous involvement was detected.

A whole blood genetic testing has detected the abnormal expression of several tumor-related genes, with

potential treatment sensitivity to a few chemotherapy drugs and antibodies (Ibritumomab, Ofatumumab,

Rituximab, Tositumomab).

The patient is also su�ering from hyperlipidemia (treated with Repatha injection 2-weekly), type 2 diabetes,

hypothyroidism, anxiety, and DVT (left leg). She was recently hospitalized with a diagnosis of angina pectoris.

The patient has taken the following supplements: curcumin IV, Artesunate IV, vitamin C, and other supplements.

The treating oncologist current approach is "watch and wait".

This report addresses the following questions:
1. Which alternative treatments are suitable for a 58-year-old female patient diagnosed with extranodal marginal

zone B-cell non-Hodgkin's lymphoma, stage IV, Positive for CD20 and CD19, worldwide (not including

chemotherapy)? * This will include biological treatments, other innovative treatments, clinical trials and any

other treatment that will �t the patient's condition.

2. Who are the leading integrative doctors or relevant medical centers in the �eld of alternative treatments for

extranodal marginal zone b-cell non-Hodgkin's lymphoma, worldwide?

Diagnosis Summary
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Report Summary
This report addresses the research �ndings for a patient diagnosed with stage IV extranodal marginal zone

lymphoma, with bone marrow involvement. The report includes possible treatment options, clinical trials, and

relevant medical centers and experts.

Introduction

The management of advanced non-gastric extranodal marginal zone B-cell lymphomas (EMZLs) is not clearly

de�ned since there are few published studies in this area. Therefore, the treatment strategy should be patient-

speci�c, taking into account the a�ected site, stage, and the patient's clinical characteristics.

A "watch and wait" approach is sometimes recommended for asymptomatic advanced stage disease, since this

type of lymphoma is indolent, and it is better to delay treatments that can lead to serious side e�ects. This

approach does not tend to compromise survival rates and quality of life and involves close monitoring.

When choosing to treat the disease, treatment options include chemotherapy, immunotherapy, biological therapy,

radioimmunotherapy, and di�erent combinations of these options. Based on the patient’s medical history and

wishes, this report is focusing on conventional and innovative treatments for EMZLs, excluding chemotherapies.

1. First-line treatment options

Treatment with monoclonal antibodies, such as Rituximab, as a monotherapy or in combination with

chemotherapies can be considered as �rst-line treatment.

1.1. Rituximab- A monoclonal antibody, which targets a protein called CD20 on the surface of the lymphoma cells.

Rituximab is FDA approved for the treatment of several low-grade non-Hodgkin's Lymphoma. It was also recently

approved by the FDA for previously treated marginal zone lymphoma in combination with Lenalidomide. A phase II

clinical trial evaluated Rituximab as a monotherapy in patients diagnosed with EMZL and found it to be e�ective.

The chemo-naive patients treated with Rituximab displayed a better response rate than those previously treated

with chemotherapy. Rituximab is available as a treatment for lymphoma in Australia. We did not �nd the speci�c

disease as an indication for Rituximab in Australia.

Report Summary
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1.2. 90Y-ibritumomab tiuxetan (YIT)- YIT is an antibody directed to CD20 connected to radioactive isotopes.

This antibody binds to cancer cells, delivers a high dose of radiation, and speci�cally destroys these cancer cells.

The drug is FDA approved for �rst-line treatment of stage IV non-gastric MALT lymphoma. A phase II clinical study

evaluated radioimmunotherapy with YIT as �rst-line treatment in MZL patients and found it to be e�ective. Another

phase II study evaluated the e�cacy of a single course of radioimmunotherapy with YIT following baseline

treatment with Rituximab in patients with MALT lymphoma as �rst line or with relapsed/refractory disease. It was

found to be very e�ective, and 7 patients were in continuous complete remission with a median duration of

response of 18 months at the time this research was published. YIT is available as a treatment for lymphoma in

Australia.

2. Second-line treatment options

The treatments detailed were approved as second-line treatment for MZL, and are included here since there were

also clinical trials describing their e�cacy as �rst-line treatments:

2.1. Lenalidomide- A drug that leads the immune system to eliminate cancer cells, and also blocks production of

new blood vessels. Lenalidomide is FDA approved in combination with Rituximab for previously treated MZL. A

phase II study evaluated the e�cacy of Lenalidomide and Rituximab combination therapy in patients with

previously untreated, stage III/IV MZL patients. The combination was found to be very e�ective. Lenalidomide is

available as a treatment of relapsed /refractory mantle cell lymphoma (another NHL type) in Australia.

2.2. Ibrutinib- A targeted therapy that blocks signals that stimulate cancer cells to grow and divide uncontrollably.

The drug is FDA approved for relapsed/refractory MZL patients. A recent phase II study evaluated Ibrutinib in

combination with Rituximab and Lenalidomide in previously-untreated patients with MZL (small subset) and

follicular lymphoma. It was found to be e�ective. Ibrutinib is available as a treatment for other types of lymphoma in

Australia.

3. Innovative treatments (clinical trials)

Report Summary
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3.1. Copanlisib- A phosphoinositide 3-kinase (PI3K) inhibitor, which inhibits cancer cells from multiplying and

induces their death. The FDA Granted Copanlisib a breakthrough therapy designation for the treatment of adult

patients with relapsed MZL, who have received at least 2 prior therapies. A phase II study evaluated the e�cacy

and safety of Copanlisib in NHL patients, several of them with MZL (all patients received prior Rituximab and

chemotherapy). The study showed promising results regarding MZL treatment. The drug is currently being

evaluated in a clinical trial in newly diagnosed MZL patient, in combination with Rituximab. The study investigator

was approached by email, awaiting response (It is worth mentioning that there is an exclusion of patients with

myocardial infarction occurring less than 6 months before starting to take the test drug).

3.2. Obinutuzumab- A monoclonal antibody, which targets a protein called CD20 on the surface of the lymphoma

cell (similar to Rituximab). The drug is FDA approved for several indications, including other types of Lymphoma.

Obinutuzumab combined with chemotherapy and maintenance therapy resulted in longer progression-free survival

compared to rituximab-based therapy in follicular lymphoma patients, although high-grade adverse events were

more common with Obinutuzumab-chemotherapy group. Obinutuzumab is currently being evaluated in a clinical

trial in newly diagnosed MZL patients. The study investigator was approached by email, awaiting response (It is

worth mentioning that special attention should be given to cardiac conditions since several cardiologic side e�ects

have been reported).

4. Medical centers and Experts

4.1. Peter MacCallum Cancer Center- an Australian oncology research and treatment institute located in

Melbourne. One of the experts in this medical center is Prof. Constantine Tam, the Director of Hematology at the

hospital. He focuses on the treatment and clinical research of lymphoma- including low grade MZL.

4.2. Chris O’Brien Lifehouse- a not-for-pro�t, independent, comprehensive cancer center, which specializes in

innovative treatment and research for patients diagnosed with rare and complex cancers.

4.3. M.D. Anderson Cancer Center- one of the largest cancer centers in the world, ranked no. 1 in the United

States. One of the experts in this medical center is Dr. Loretta J. Nastoupil, Director of the Department of

Lymphoma and Myeloma. She is a clinical researcher that focuses on lymphoma epidemiology and outcomes.

4.4. The Comprehensive Cancer Center in Ulm University- an integrative cancer center located in Germany.

Prof. Christian Buske is the Medical Director at the Comprehensive Cancer Center and the Institute of Experimental

Cancer Research. His research focuses on indolent B cell NHL. He is currently the primary investigator of the two

clinical trials in MZL patients presented in the report.

Report Summary
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Research Information
The management  of non-gastric extranodal marginal zone B-cell lymphomas (EMZLs) is diverse. The current

published studies are not su�cient to assist in the decision, and the treatment strategy should be patient-speci�c,

taking into consideration the e�ected site, stage, and the patient's clinical characteristics .

As was advised for the patient by her treating physician, a "watch and wait " approach  is sometimes

recommended for asymptomatic advanced stage disease. MALT lymphoma is slow-growing (indolent); thus the

approach is to closely monitor the disease’s growth pattern and delay treatments that can lead to deleterious side

e�ects . This approach does not tend to c ompromise survival rates and quality of life  and include close

monitoring of the disease’s growth pattern.

When choosing to treat the disease, treatment options  of EMZLs include chemotherapy, immunotherapy, biological

therapy, radioimmunotherapy, and di�erent combinations of these options.

Based on the patient's medical history and wishes, this report will focus on biological, immunological, and innovative

treatments for EMZLs, excluding chemotherapies.

Abbreviations used in the report: Non-Hodgkin's lymphoma (NHL); marginal zone lymphoma (MZL); mucosa-

associated lymphoid tissue (MALT); extranodal marginal zone B-cell lymphomas (EMZLs)

1. Treatments- Biological and Immunotherapies:

1.1. First-line treatment options:

Treatment  with monoclonal antibodies, such as Rituximab, as a monotherapy, or in combination with

chemotherapies can be considered as �rst-line treatment. This report will focus on biological and immunotherapies

options, according to the patient's wishes.

Ofatumumab  and Tositumomab , which were found to have potential sensitivity in the tumor genetic tests, were

not included since there is no su�cient clinical information regarding their e�cacy in the treatment of EMZL.

1.1.1. Rituximab

What is it?: Rituximab  is a monoclonal antibody, which targets a protein called CD20 on the surface of the

lymphoma cells. This antibody binds to CD20, marking lymphoma cells as targets for immune cells, which

then kills them.

Research Information
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Stage of development: Rituximab is FDA approved  for the treatment of relapsed or refractory low-grade

non-Hodgkin's Lymphoma (NHL). It was also recently approved by the FDA  for previously treated

marginal zone lymphoma (MZL) in combination with Lenalidomide  (will be discussed in the next section).

E�cacy evidence: A phase II clinical trial  evaluated Rituximab as a monotherapy in 35 patients diagnosed

with EMZL ( 20 of them were non-gastric ). The overall response rate was 73% . In comparison to patients

previously treated with chemotherapy, the chemo-naive patients treated with Rituximab displayed 87%

response rate (compared 45%, p = 0.03), and time to treatment failure was 22 months (compared to 12

months, p=0.001) .

Side e�ects:

Most of the reported  side e�ects in the above study were related to the infusion, including

hypotension, angioedema (swelling of the area beneath the skin), bronchospasm (leading to di�culty

in breathing), skin rash and fever. Most of these side e�ects displayed mild to moderate severity .

The most common  serious adverse reactions  were: infusion-related reactions  (including cytokine-

release syndrome, tumour-lysis syndrome), infections, and cardiovascular events (thus, patients with

a history of cardiac disease should be monitored closely) .

How to get it?: Rituximab is available as a treatment for lymphoma in Australia . We did not �nd EMZL as

an indication for Rituximab in Australia.

Other important details: There are several approaches for treatment with Rituximab, including �rst-line

treatment, maintenance  treatment, and treatment during relapses.

1.1.2. 90Y-ibritumomab tiuxetan (YIT)

What is it?: This is a radioimmunotherapy : YIT is an antibody directed to CD20 connected to radioactive

isotopes.  This antibody binds to cancer cells, deliver a high dose of radiation, speci�cally destroying these

cancer cells.

Stage of development: It is FDA approved  as �rst-line treatment for stage IV non-gastric MALT

lymphoma .

Research Information
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E�cacy evidence:

A phase II  clinical study evaluated radioimmunotherapy with YIT as �rst-line treatment in 16 MZL

patients. Overall response rate at 12 weeks post-therapy was 87.5%. The median progression-free

survival (PFS) was 47.6 months. The 5-year progression-free survival was 40%, and the overall

survival was 71.8% .

A phase II  study evaluated the e�cacy of a single course of radioimmunotherapy with YIT (following

baseline treatment with Rituximab)  in 16 patients with MALT lymphoma in �rst line or with

relapsed/refractory disease. The overall response rate at 3 months was 94%, and 7 patients were in

continuous complete remission with a median duration of response of 18 months in the time this

research was published.

Side e�ects: The most common adverse reactions  after pretreatment with Rituximab are

thrombocytopenia (low blood platelet count), leukocytopenia (decreased number of leukocytes),

neutropenia , anemia, haemorrhage (e.g., bruising), infections, fever, nausea, petechiae (small red spots on

the skin), and lack of energy.

How to get it?: YIT is available as a treatment for lymphoma in Australia .

1.2. Second-line treatment options:

The below treatments are approved as second-line treatments for MZL, and are included in the report since there

were also clinical trials describing their e�cacy as �rst-line treatments.

1.2. 1. Lenalidomide

What is it?: A drug that leads the immune system to eliminate cancer cells. It also blocks the production of

new blood vessels (angiogenesis), thus preventing nutrients and oxygen supply to cancer cells, leading to

their death.

Stage of development: Lenalidomide is FDA approved  in combination with Rituximab for previously

treated MZL .

E�cacy evidence: A phase II  study evaluated the e�cacy of Lenalidomide and Rituximab combination

therapy in patients with previously untreated, stage III/IV MZL patients . The overall response rate was 93% .

The median progression-free survival was 59.8 months, and 5-year overall survival was 96% .

Research Information
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Side e�ects: The most common adverse reactions  (occurring in > 20% of patients): neutropenia  (low

concentration of neutrophils, a type of white blood cell), fatigue, diarrhea, constipation, nausea, and cough.

There are speci�c warnings for hematologic toxicity (neutropenia and thrombocytopenia), and venous

and arterial thromboembolism (obstruction of a blood vessel by a blood clot), which may be life-

threatening or fatal . Cases of hypothyroidism and hyperthyroidism have also been reported, as well

of second primary malignancies , pneumonia, and lung infections.

How to get it?: Lenalidomide is available as a treatment for relapsed /refractory mantle cell lymphoma

(another NHL type) in Australia .

1.2.2. Ibrutinib

What is it?: A targeted therapy  that blocks signals (speci�cally, Bruton's tyrosine kinase) that stimulate

cancer cells to grow and divide uncontrollably, thus killing them.

Stage of development: It is FDA approved  for relapsed/refractory MZL patients .

E�cacy evidence: A recent phase II study  evaluated the e�cacy and safety of Ibrutinib in combination

with Rituximab and Lenalidomide in previously-untreated 10 patients with MZL and 38 patients with follicular

lymphoma . The overall response rate for MZL patients was 90% . The complete remission rate for the entire

study population was 81%, and the progression-free survival at 2 years was 78% .

Side e�ects: Common adverse reactions  (>20%) include: diarrhoea, neutropenia , haemorrhage ,

musculoskeletal pain, nausea, rash, and fever. The most common high grade adverse reactions (≥ 5%) were

neutropenia , pneumonia, thrombocytopenia, and febrile neutropenia (neutropenia associated with high

fever).

How to get it?: Ibrutinib is available as a treatment for other types of lymphoma in Australia .

2. Innovative treatments and clinical trials
Clinical trials = Trials to evaluate the e�ectiveness and safety of medications or medical devices by monitoring their

e�ects on large groups of people.

This section presents potential treatments, which are currently evaluated in clinical trials and are relevant for the

patient. The relevant clinical trials and their description are described in the below table.

2.1. Copanlisib

What is it?: A phosphoinositide  3-kinase (PI3K) inhibitor, which inhibits cancer cells from multiplying and

induces their death.

Research Information
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Stage of development: The FDA Granted  Copanlisib a breakthrough therapy designation for the

treatment of adult patients with relapsed MZL , who have received at least 2 prior therapies. It is currently

being evaluated in a clinical trial in newly diagnosed MZL patient, in combination with Rituximab

(NCT03474744, see table below).

E�cacy evidence: A phase II  study evaluated the e�cacy and safety of Copanlisib in NHL patients, 23 of

them with MZL (all patients received prior Rituximab and chemotherapy) . The objective response rate was

70% in the MZL patients .

Side e�ects: Common side e�ects  of Copanlisib include high blood sugar, hypertension, neutropenia,

leukopenia , diarrhea, nausea, vomiting, decreased general strength and energy, lower respiratory tract

infections, low platelet count, swelling and sores inside the mouth, and rash.

Other important details: In the clinical trial (see table)- there is an exclusion of patients with myocardial

infarction occurring less than 6 months before starting to take the test drug.

2.2. Obinutuzumab

What is it?: A monoclonal antibody, which targets a protein called CD20 on the surface of the lymphoma cell

(similar to Rituximab).

Stage of development: It is FDA approved  for several indications , including previously untreated

advanced follicular lymphoma, in combination with chemotherapy, and for naive patients with chronic

lymphocytic leukemia/small lymphocytic lymphoma in combination with ibrutinib. It is currently being

evaluated in a clinical trial in newly diagnosed MZL patients  (NCT03322865, see table below).

E�cacy evidence: Obinutuzumab  combined with chemotherapy and maintenance therapy resulted in

longer progression-free survival compared to rituximab-based therapy , in follicular lymphoma patients ,

although high-grade adverse events were more common in the Obinutuzumab-chemotherapy group.

Side e�ects: The most common high-grade  adverse reactions of Obinutuzumab included neutropenia

(10%), and anemia, febrile neutropenia, thrombocytopenia, sepsis, upper respiratory tract infection, and

urinary tract infection (all at 1%).

Other important details: Special attention should be given to cardiac conditions  and to the potential

worsening of these conditions since cases of arrhythmias, angina pectoris, acute coronary syndrome,

myocardial infarction, and heart failure were reported following treatment with Obinutuzumab.

Research Information
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Therapy tested Trial description Phase
and

placebo

Location, contacts and
next steps

Copanlisib and
Rituximab
NCT03474744

A phase II study, evaluating the toxicity and e�cacy of Copanlisib
in combination with Rituximab in patients with newly diagnosed
MZL in need of treatment.

Phase II
(no
placebo)

Location: University of
Ulm, Germany
Contacts: Christian Buske
Phone: +49-731-500
extension 65800
Mail: christian.buske@uni-
ulm.de
Link
The study investigator
was approached by email,
awaiting response.

Obinutuzumab
NCT03322865

A phase II study, evaluating the toxicity and e�cacy of
Obinutuzumab in patients with newly diagnosed MZL in need of
treatment.

Phase II
(no
placebo)

Location: Germany (10
centers)
Contacts: Christian Buske
Phone: +49-731-500
extension 65800
Mail: christian.buske@uni-
ulm.de
Link
The study investigator
was approached by email,
awaiting response.

Clinical trial phase de�nitions:

Phase Description

I Phase I is the �rst stage in the clinical development of a medicinal product.
It is to ensure a treatment is safe for people to take, rather than to try to treat a condition.
These trials are very small, (typically around 30 people), and usually involve healthy volunteers or sometimes
patients.

II Phase II aims to investigate the safety and e�ectiveness of a potential therapy.
Usually between 100 and 300 people will be enlisted to take part with the aim of determining whether the
treatment will be safe
and e�ective to treat a condition.

III If previous trials have indicated a treatment is safe and that it also shows promise in being able to treat a condition,
phase III clinical trials begin.
These involve large numbers of participants, usually from several hundred to several thousand subjects,
and are often spread between di�erent hospitals and countries.
If these trials show that a drug is safe and e�ective, the manufacturers can apply for a marketing authorization.

Research Information
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Phase Description

IV Post-marketing studies to delineate additional information including the drug's risks, bene�ts, and optimal use.
These studies are designed to monitor e�ectiveness of the approved intervention in the general population
and to collect information about any adverse e�ects associated with widespread use.

3. Integrative Doctors and Medical Centers
This list of center and experts was assembled by searching for comprehensive cancer centers and experts in

Australia and worldwide, in the �eld of lymphoma, which answer the following criteria:

Research expertise, including clinical studies.

Papers published in the last years, which are relevant to the patient's condition.

For the top 10 cancer centers in the USA, see link.

Name Description Location and contacts

Peter
MacCallum
Cancer Center

Peter MacCallum Cancer Center (St Vincent Hospital) is an Australian
oncology research and treatment institute located in Melbourne. 
One of the experts in this medical center is Prof. Constantine Tam, the
Director of Hematology at St Vincent Hospital.  He focuses on the
treatment and clinical research of lymphoma- including low grade MZL.
He is the co-author of more than 80 scienti�c articles  in the �eld of
lymphoma.

Location: Melbourne,
Australia
Phone: 03-9654 8906
Mail:
contantine.tam@svha.org.au
Link

Chris O’Brien
Lifehouse

Chris O’Brien Lifehouse is a not-for-pro�t, independent, comprehensive
cancer center, which specializes in innovative treatment and research for
patients diagnosed with rare and complex cancers . Clinical trials are also
conducted in the center.

Location: Sidney, Australia
Phone: 02-8514 0000
Mail: clinics@lh.org.au
Link

M.D. Anderson
Cancer Center

M.D. Anderson Cancer Center is a comprehensive cancer center, and is
ranked no. 1 in cancer care in the US and is one of the largest cancer
centers in the world. 
One of the experts in this medical center is Dr. Loretta J. Nastoupil,
Director of the Department of Lymphoma and Myeloma. She is a clinical
researcher that focuses on lymphoma epidemiology and outcomes. She is
the co-author of 70 scienti�c articles  in the �eld of lymphoma, including
articles on MZL.

Location: M.D. Anderson
Cancer Center, Texax, USA
Phone: +1-713-745-4017
Mail:
LNastoupil@mdanderson.org
Link

Research Information
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Name Description Location and contacts

Comprehensive
Cancer Center,
Ulm University

The Comprehensive Cancer Center in Ulm University is an integrative
tumor center, providing interdisciplinary care for cancer patients,
including participating in clinical trials.  
Prof. Christian Buske is the Medical Director at the Comprehensive Cancer
Center and the Institute of Experimental Cancer Research at the
University Ulm. His research focuses on indolent B cell NHL. He is
currently the primary investigator of the two clinical trials in MZL
patients presented in the report (for more details, see clinical trials table).
He is the co-author of 35 scienti�c articles  in the �eld of lymphoma,
including articles on MZL.

Location: Ulm, Germany
Phone: +49-0731-500-
65800
Mail: christian.buske@uni-
ulm.de
Link

Research Information
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Doctor's Letter

Dear Dr.

1. Could Rituximab be a treatment option for this patient?

2. Could Copanlisib be a treatment option for this patient?

3. Could Obinutuzumab be a treatment option for this patient?

Thank you for taking the time to respond.
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