BREYANZ| PI

BREYANZI PI IS A GROUNDBREAKING CAR T-CELL THERAPY DESIGNED TO TREAT CERTAIN TYPES OF LARGE B-CELL LYMPHOMA
THAT HAVE PROVEN RESISTANT TO CONVENTIONAL TREATMENTS. THIS INNOVATIVE THERAPY HARNESSES THE PATIENT’S OWN
IMMUNE CELLS, GENETICALLY MODIFYING THEM TO TARGET AND DESTROY CANCER CELLS EFFECTIVELY. THE APPROVAL AND
CLINICAL USE OF BREYANZI Pl REPRESENT A SIGNIFICANT ADVANCEMENT IN PERSONALIZED CANCER TREATMENT, OFFERING NEW HOPE
FOR PATIENTS WITH RELAPSED OR REFRACTORY LYMPHOMA. UNDERSTANDING THE MECHANISM, INDICATIONS, ADMINISTRATION
PROCESS, AND POTENTIAL SIDE EFFECTS OF BREYANZ| PI IS ESSENTIAL FOR HEALTHCARE PROFESSIONALS AND PATIENTS ALIKE.
THIS ARTICLE PROVIDES A COMPREHENSIVE OVERVIEW OF BREYANZI PI, DETAILING ITS CLINICAL APPLICATIONS, SAFETY PROFILE,
AND THE IMPACT ON PATIENT OUTCOMES. THE FOLLOWING SECTIONS WILL COVER THE THERAPY’S MECHANISM OF ACTION,
CLINICAL INDICATIONS, ADMINISTRATION PROCEDURES, SIDE EFFECTS, AND FUTURE OUTLOOK IN CANCER TREATMENT.
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MECHANISM OF ACTION OF BREYANZI PI

BREYANZI PI IS A CHIMERIC ANTIGEN RECEPTOR (CAR) T-CELL THERAPY THAT SPECIFICALLY TARGETS CD 19, A PROTEIN FOUND
ON THE SURFACE OF B CELLS, INCLUDING MALIGNANT LYMPHOMA CELLS. THE THERAPY INVOLVES COLLECTING A PATIENT’S T
CELLS, GENETICALLY ENGINEERING THEM TO EXPRESS CARS THAT RECOGNIZE CD 19, AND THEN INFUSING THESE MODIFIED CELLS
BACK INTO THE PATIENT’S BLOODSTREAM. ONCE ADMINISTERED, THESE CAR T CELLS SEEK OUT AND BIND TO CD 19-POSITIVE
CANCER CELLS, TRIGGERING T-CELL ACTIVATION AND PROLIFERATION. THIS IMMUNE RESPONSE LEADS TO THE TARGETED
DESTRUCTION OF LYMPHOMA CELLS, CONTRIBUTING TO TUMOR REGRESSION AND POTENTIAL REMISSION.

GeNeTIC MoDIFICATION oF T CELLS

THE PROCESS BEGINS WITH LEUKAPHERESIS, WHERE T CELLS ARE HARVESTED FROM THE PATIENT. THESE CELLS UNDERGO GENETIC

MODIFICATION IN A LABORATORY SETTING TO INCORPORATE THE CAR CONSTRUCT, WHICH COMBINES AN ANTIGEN RECOGNITION

DOMAIN WITH INTRACELLULAR SIGNALING DOMAINS THAT ENHANCE T-CELL ACTIVATION AND PERSISTENCE. THE ENGINEERED CELLS
ARE EXPANDED TO SUFFICIENT NUMBERS BEFORE BEING REINFUSED INTO THE PATIENT.

TARGETING CD19 ANTIGEN

CD19 1S A WELL-CHARACTERIZED ANTIGEN EXPRESSED ON MOST B-CELL MALIGNANCIES, MAKING IT AN IDEAL TARGET FOR
IMMUNOTHERAPY. BY FOCUSING oN CD 1 9, BREYANZ| PI CAN SELECTIVELY ELIMINATE CANCEROUS CELLS WHILE SPARING MOST
NON-B-CELL POPULATIONS, THEREBY REDUCING OFF-TARGET EFFECTS COMPARED TO TRADITIONAL CHEMOTHERAPY.

CLINICAL INDICATIONS AND PATIENT ELIGIBILITY

BREYANZI PI IS PRIMARILY INDICATED FOR ADULT PATIENTS WITH RELAPSED OR REFRACTORY LARGE B-CELL LYMPHOMA,
INCLUDING DIFFUSE LARGE B-CELL LYMPHOMA (DLBCL), HIGH-GRADE B-CELL LYMPHOMA, AND PRIMARY MEDIASTINAL LARGE B-



CELL LYMPHOMA. |T IS TYPICALLY RESERVED FOR PATIENTS WHO HAVE NOT RESPONDED TO AT LEAST TWO PRIOR LINES OF
SYSTEMIC THERAPY, INCLUDING CHEMOTHERAPY AND IMMUNOTHERAPY.

ELigeILITY CRITERIA

PATIENT SELECTION FOR BREYANZI PI TREATMENT REQUIRES COMPREHENSIVE EVALUATION, INCLUDING PERFORMANCE STATUS,
ORGAN FUNCTION, AND DISEASE BURDEN. CANDIDATES MUST HAVE ADEQUATE CARDIAC, HEPATIC, RENAL, AND PULMONARY
FUNCTION TO TOLERATE THE THERAPY AND ITS POTENTIAL TOXICITIES. ADDITIONALLY, PATIENTS SHOULD NOT HAVE ACTIVE
INFECTIONS OR UNCONTROLLED COMORBID CONDITIONS THAT COULD COMPLICATE TREATMENT.

CONSIDERATIONS FOR SPECIAL POPULATIONS

SPECIAL ATTENTION IS GIVEN TO ELDERLY PATIENTS AND THOSE WITH PRIOR HEMATOPOIETIC STEM CELL TRANSPLANTATION.
W/HILE BREYANZI Pl HAS SHOWN EFFICACY ACROSS DIVERSE PATIENT GROUPS, CAREFUL MONITORING AND INDIVIDUALIZED RISK
ASSESSMENT ARE CRUCIAL TO OPTIMIZE OUTCOMES AND MINIMIZE ADVERSE EFFECTS.

ADMINISTRATION AND | REATMENT PROCESS

THE ADMINISTRATION OF BREYANZ| Pl INVOLVES SEVERAL CRITICAL STEPS, BEGINNING WITH PATIENT EVALUATION AND
LEUKAPHERESIS, FOLLOWED BY LYMPHODEPLETING CHEMOTHERAPY AND FINALLY THE INFUSION OF CAR T cELLS. THE ENTIRE
PROCESS REQUIRES COORDINATION ACROSS MULTIDISCIPLINARY TEAMS AND SPECIALIZED TREATMENT CENTERS.

LeukAPHERESIS AND CELL MANUFACTURING

LEUKAPHERESIS COLLECTS THE PATIENT’S T CELLS, WHICH ARE THEN TRANSPORTED TO A MANUFACTURING FACILITY \WHERE
GENETIC MODIFICATION AND EXPANSION OCCUR. THIS STAGE TYPICALLY TAKES SEVERAL WEEKS, DURING WHICH THE PATIENT
MAY RECEIVE BRIDGING THERAPY TO CONTROL DISEASE PROGRESSION.

L YMPHODEPLETING CHEMOTHERAPY

PRIOR TO BREYANZI PI INFUSION, PATIENTS UNDERGO LYMPHODEPLETING CHEMOTHERAPY, COMMONLY USING AGENTS SUCH AS
FLUDARABINE AND CYCLOPHOSPHAMIDE. THIS PREPARATIVE REGIMEN REDUCES ENDOGENOUS LYMPHOCYTES, CREATING A
FAVORABLE ENVIRONMENT FOR THE INFUSED CAR T CELLS TO EXPAND AND PERSIST.

CAR T-CeLL INFUSION AND MONITORING

THE MODIFIED T CELLS ARE INFUSED INTRAVENOUSLY , TYPICALLY OVER A SHORT PERIOD IN A CONTROLLED CLINICAL SETTING.
POST‘INFUSION/ PATIENTS REQUIRE CLOSE MONITORING FOR IMMEDIATE AND DELAYED TOXICITIES, INCLUDING CYTOKINE RELEASE
SYNDROME (CRS) AND NEUROTOXICITY. HOSPITALIZATION IS OFTEN NECESSARY DURING THE INITIAL TREATMENT PHASE.

SAFETY PROFILE AND POTENTIAL SIDE EFFECTS

W/HILE BREYANZI Pl OFFERS SIGNIFICANT THERAPEUTIC BENEFITS, IT IS ASSOCIATED WITH A DISTINCT SAFETY PROFILE
CHARACTERIZED BY IMMUNE-MEDIATED ADVERSE EVENTS. UNDERSTANDING AND MANAGING THESE SIDE EFFECTS ARE ESSENTIAL TO
ENSURE PATIENT SAFETY AND TREATMENT SUCCESS.



CyTokINe ReLease SynoroMe (CRS)

CRS IS THE MOST COMMON AND POTENTIALLY SEVERE ADVERSE EFFECT ASSOCIATED WITH CAR T-CELL THERAPIES, INCLUDING
BREYANZI PI. | T RESULTS FROM AN INTENSE SYSTEMIC INFLAMMATORY RESPONSE TRIGGERED BY T-CELL ACTIVATION. SYMPTOMS
RANGE FROM MILD FEVER AND FATIGUE TO LIFE-THREATENING HYPOTENSION AND ORGAN DYSFUNCTION. EARLY RECOGNITION AND
INTERVENTION WITH SUPPORTIVE CARE OR CYTOKINE INHIBITORS SUCH AS TOCILIZUMAB ARE CRITICAL.

NEUROTOXICITY

NEUROLOGICAL ADVERSE EVENTS, COLLECTIVELY REFERRED TO AS IMMUNE EFFECTOR CELL-ASSOCIATED NEUROTOXICITY
SYNDROME (ICANS), CAN MANIFEST AS CONFUSION, APHASIA, SEIZURES, OR ENCEPHALOPATHY. THESE SYMPTOMS REQUIRE
PROMPT EVALUATION AND MANAGEMENT BY EXPERIENCED CLINICIANS USING CORTICOSTEROIDS AND SUPPORTIVE MEASURES.

OTHErR ADVERSE EFFECTS

® PROLONGED CYTOPENIAS LEADING TO INCREASED INFECTION RISK
® B-CELL APLASIA RESULTING IN HYPOGAMMAGLOBULINEMIA

e FATIGUE AND GASTROINTESTINAL SYMPTOMS SUCH AS NAUSEA AND DIARRHEA

REGULAR MONITORING AND SUPPORTIVE THERAPIES, INCLUDING IMMUNOGLOBULIN REPLACEMENT AND ANTIMICROBIAL
PROPHYLAXIS, ARE INTEGRAL COMPONENTS OF PATIENT CARE.

FUTURE PerSPECTIVES AND ONGOING RESEARCH

BREYANZI PI REPRESENTS A SIGNIFICANT ADVANCEMENT IN THE TREATMENT LANDSCAPE FOR LARGE B-CELL LYMPHOMA, BUT
ONGOING RESEARCH AIMS TO ENHANCE ITS EFFICACY, SAFETY, AND ACCESSIBILITY. INVESTIGATIONS FOCUS ON EXPANDING
INDICATIONS, OPTIMIZING MANUFACTURING PROCESSES, AND DEVELOPING NEXT-GENERATION CAR T-CELL THERAPIES.

EXPANDING INDICATIONS

CLINICAL TRIALS ARE EVALUATING BREYANZI PI’S POTENTIAL IN EARLIER LINES OF THERAPY, COMBINATION REGIMENS, AND OTHER
B-CELL MALIGNANCIES. THESE STUDIES SEEK TO IMPROVE LONG-TERM REMISSION RATES AND BROADEN PATIENT ELIGIBILITY.

IMPROVING SAFETY AND EFFICACY

EFFORTS TO MITIGATE ADVERSE EVENTS INVOLVE REFINING CAR CONSTRUCTS, INCORPORATING SAFETY SWITCHES, AND
INVESTIGATING NOVEL AGENTS TO PREVENT OR TREAT CRS AND NEUROTOXICITY. PERSONALIZED DOSING STRATEGIES AND
BIOMARKER DEVELOPMENT ARE ALSO AREAS OF ACTIVE RESEARCH.

MANUFACTURING AND ACCESSIBILITY

ADVANCEMENTS IN CELL PROCESSING TECHNOLOGIES AIM TO REDUCE PRODUCTION TIME AND COST, FACILITATING WIDER ACCESS
TO BREYANZI PI. DECENTRALIZED MANUFACTURING MODELS AND AUTOMATION ARE BEING EXPLORED TO MEET GROWING DEMAND.



FREQUENTLY AskeD QUESTIONS

WHAT Is BReyaNzi PI?

BREYANZI Pl REFERS TO THE PRESCRIBING INFORMATION FOR BREYANZI/ A CAR-T CELL THERAPY USED TO TREAT CERTAIN TYPES
OF LARGE B-CELL LYMPHOMA.

\YW/HAT CONDITIONS IS BREYANZI INDICATED FOR?

BREYANZI IS INDICATED FOR THE TREATMENT OF ADULT PATIENTS WITH RELAPSED OR REFRACTORY LARGE B-CELL LYMPHOMA
AFTER TWO OR MORE LINES OF SYSTEMIC THERAPY.

How DOES BREYANZI WORK?

Brevanzi 1S A CAR-T CELL THERAPY THAT MODIFIES A PATIENT'S OWN T CELLS TO EXPRESS A CHIMERIC ANTIGEN RECEPTOR
TARGETING CD19 oN B CELLS, ENABLING THE IMMUNE SYSTEM TO ATTACK CANCER CELLS.

\WHAT ARE THE COMMON SIDE EFFECTS LISTED IN THE BREYANZI PI?

COMMON SIDE EFFECTS INCLUDE CYTOKINE RELEASE SYNDROME (CRS), NEUROLOGICAL TOXICITIES, INFECTIONS, LOW BLOOD
COUNTS, AND FATIGUE.

\WHAT PRECAUTIONS SHOULD BE TAKEN BEFORE ADMINISTERING BREYANzI?

PATIENTS SHOULD BE EVALUATED FOR ACTIVE INFECTIONS, ORGAN FUNCTION, AND BE MONITORED CLOSELY FOR CRS AND
NEUROLOGICAL SYMPTOMS AFTER INFUSION AS PER THE BREYANZI PI.

How Is BREYANZI ADMINISTERED ACCORDING TO THE PI?

BREYANZI IS ADMINISTERED AS A SINGLE INTRAVENOUS INFUSION AFTER LYMPHODEPLETING CHEMOTHERAPY, TYPICALLY
FLUDARABINE AND CYCLOPHOSPHAMIDE.

\WHAT MONITORING IS RECOMMENDED POST-BREYANZI INFUSION?

PATIENTS SHOULD BE MONITORED FOR AT LEAST 7 DAYS POST-INFUSION FOR SIGNS OF CRS AND NEUROLOGICAL TOXICITIES,
WITH CONTINUED MONITORING FOR INFECTION AND CYTOPENIAS.

CAN BReYANZzI Pl BE USED IN PEDIATRIC PATIENTS?

CURRENTLY, BREYANZI IS APPROVED FOR ADULT PATIENTS ONLY, ITS SAFETY AND EFFICACY IN PEDIATRIC PATIENTS HAVE NOT
BEEN ESTABLISHED.

WHAT ARE THE STORAGE REQUIREMENTS FOR BREYANZzI DESCRIBED IN THE PI?

BREYANZI MUST BE STORED CRYOGENICALLY AT TEMPERATURES BELOW - 120°C UNTIL READY FOR INFUSION, ACCORDING TO
THE PRESCRIBING INFORMATION.

ADDITIONAL RESOURCES

1. BreyAnzi Pl: MecHANISMS AND CLINICAL APPLICATIONS
THIS BOOK PROVIDES AN IN-DEPTH ANALYSIS OF BREYANZI P|, EXPLORING ITS PHARMACOLOGICAL MECHANISMS AND
THERAPEUTIC APPLICATIONS. |T COVERS THE MOLECULAR BIOLOGY BEHIND THE DRUG’S FUNCTION AND ITS ROLE IN TREATING



CERTAIN HEMATOLOGIC MALIGNANCIES. CLINICAL TRIAL DATA AND PATIENT OUTCOMES ARE REVIEWED TO OFFER A
COMPREHENSIVE UNDERSTANDING FOR HEALTHCARE PROFESSIONALS.

2. ADVANCES IN CAR T-CeLL THERAPY: THE RoLE oF BreyANzi Pl

FOCUSING ON THE ADVANCEMENTS IN CAR T-CELL THERAPY, THIS TITLE HIGHLIGHTS BREYANZI Pl AS A GROUNDBREAKING
TREATMENT OPTION. THE BOOK DETAILS THE DESIGN, MANUFACTURING PROCESS, AND CLINICAL EFFICACY OF BrReYANzI PI. IT
ALSO DISCUSSES POTENTIAL SIDE EFFECTS AND MANAGEMENT STRATEGIES TO OPTIMIZE PATIENT CARE.

3. BreyANzI Pl IN HEMATOLOGY: A PRACTICAL GUIDE

DESIGNED FOR CLINICIANS, THIS GUIDE PROVIDES PRACTICAL INFORMATION ON ADMINISTERING BREYANZI Pl TO PATIENTS WITH
LYMPHOMA. |T INCLUDES DOSAGE GUIDELINES, MONITORING PROTOCOLS, AND STRATEGIES TO MANAGE ADVERSE EFFECTS. CASE
STUDIES ILLUSTRATE REAL-WORLD APPLICATIONS AND OUTCOMES.

4. IMMUNOTHERAPY BREAK THROUGHS: UNDERSTANDING BREYANZI Pl

THIS TITLE DELVES INTO THE IMMUNOLOGICAL PRINCIPLES BEHIND BREYANZI Pl AND OTHER CAR T-CELL THERAPIES. |T EXPLAINS
HOW THE IMMUNE SYSTEM IS HARNESSED TO TARGET CANCER CELLS AND THE INNOVATIONS THAT HAVE LED TO BReYANZI PI’s
DEVELOPMENT. THE BOOK ALSO DISCUSSES FUTURE DIRECTIONS IN IMMUNOTHERAPY RESEARCH.

5. PATIENT PERSPECTIVES ON BREYANZI Pl TREATMENT

OFFERING A UNIQUE VIEWPOINT, THIS BOOK COMPILES PATIENT STORIES AND EXPERIENCES WITH BREYANZI Pl THERAPY. |T
ADDRESSES THE EMOTIONAL AND PHYSICAL CHALLENGES FACED DURING TREATMENT AND RECOVERY. HEALTHCARE PROVIDERS
WILL FIND VALUABLE INSIGHTS TO IMPROVE PATIENT COMMUNICATION AND SUPPORT.

6. REGULATORY AND ETHICAL CONSIDERATIONS OF BREYANZI Pl

THIS COMPREHENSIVE RESOURCE EXAMINES THE REGULATORY PATHWAYS AND ETHICAL ISSUES SURROUNDING THE APPROV AL
AND USE OF BREYANZI PI. T DISCUSSES CLINICAL TRIAL DESIGN, INFORMED CONSENT, AND ACCESS TO CUTTING-EDGE THERAPIES.
THE BOOK IS ESSENTIAL FOR POLICYMAKERS AND BIOETHICISTS.

7. CoMBINING BREYANZI Pl wiTH OTHER THERAPIES: SYNERGIES AND CHALLENGES

EXPLORING COMBINATION TREATMENT STRATEGIES, THIS BOOK ASSESSES HOW BREYANZI Pl CAN BE INTEGRATED WITH
CHEMOTHERAPY, RADIATION, OR NOVEL AGENTS. |IT EVALUATES THE BENEFITS AND RISKS OF MULTI-MODAL APPROACHES IN
MANAGING REFRACTORY CANCERS. CLINICAL EVIDENCE AND EXPERIMENTAL STUDIES ARE CRITICALLY REVIEWED.

8. MANUFACTURING AND QUALITY CONTROL OF BREYANZI P/

THIS TECHNICAL VOLUME COVERS THE COMPLEX MANUFACTURING PROCESS OF BREYANZI P, INCLUDING CELL COLLECTION,
ENGINEERING, AND EXPANSION. | T DISCUSSES QUALITY CONTROL MEASURES ESSENTIAL TO ENSURING PRODUCT SAFETY AND
EFFICACY. INDUSTRY PROFESSIONALS WILL GAIN DETAILED KNOWLEDGE OF PRODUCTION STANDARDS.

9. FuTure PerspecTives IN CAR T-CeLL THERAPY: BEYonD BreyANzi Pl
LOOKING AHEAD, THIS BOOK EXPLORES EMERGING CAR T-CELL THERAPIES INSPIRED BY THE SUCCESS OF BREYANZI PI. IT

HIGHLIGHTS NOVEL TARGETS, IMPROVED CELL ENGINEERING TECHNIQUES, AND STRATEGIES TO OVERCOME RESISTANCE.
RESEARCHERS AND CLINICIANS WILL FIND IT A VALUABLE RESOURCE FOR UPCOMING TRENDS IN CANCER IMMUNOTHERAPY.
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