MANAGEMENT OF HEMATURIA ON XARELTO

MANAGEMENT OF HEMATURIA ON XARELTO PRESENTS A CRITICAL CHALLENGE IN CLINICAL SETTINGS DUE TO THE DELICATE
BALANCE BETWEEN PREVENTING THROMBOEMBOLIC EVENTS AND MANAGING BLEEDING COMPLICATIONS. X ARELTO (RIVAROXABAN)
IS A WIDELY PRESCRIBED ORAL ANTICOAGULANT USED TO REDUCE THE RISK OF STROKE AND SYSTEMIC EMBOLISM IN PATIENTS
WITH ATRIAL FIBRILLATION, DEEP VEIN THROMBOSIS, AND PULMONARY EMBOLISM. HO\X/EVER, ITS ANTICOAGULANT EFFECT CAN
INCREASE THE RISK OF BLEEDING, INCLUDING HEMATURIA, OR THE PRESENCE OF BLOOD IN THE URINE. EFFECTIVE MANAGEMENT
REQUIRES A THOROUGH UNDERSTANDING OF THE UNDERLYING CAUSES, DIAGNOSTIC EVALUATION, AND APPROPRIATE
THERAPEUTIC INTERVENTIONS TO MINIMIZE RISKS WHILE MAINTAINING ANTICOAGULATION BENEFITS. THIS ARTICLE EXPLORES THE
PATHOPHYSIOLOGY, RISK ASSESSMENT, DIAGNOSTIC STRATEGIES, AND TREATMENT APPROACHES FOR HEMATURIA IN PATIENTS
ON XARELTO. ADDITIONALLYI IT DISCUSSES PREVENTIVE MEASURES AND MONITORING PROTOCOLS TO OPTIMIZE PATIENT
OUTCOMES.

o [UNDERSTANDING HEMATURIA AND XARELTO

Risk FAcTors AND CAUSES OF HEMATURIA ON XARELTO

DIAGNOSTIC EVALUATION OF HEMATURIA IN ANTICOAGULATED PATIENTS

TREATMENT STRATEGIES FOR HEMATURIA ON XARELTO

® PREVENTION AND MONITORING IN PATIENTS T AKING XARELTO

UNDERSTANDING HEMATURIA AND XARELTO

HEMATURIA REFERS TO THE PRESENCE OF RED BLOOD CELLS IN THE URINE, WHICH CAN BE GROSS (VISIBLE) OR MICROSCOPIC. IN
PATIENTS TAKING ANTICOAGULANTS SUCH AS XARELTO, HEMATURIA MAY SIGNAL UNDERLYING PATHOLOGY OR RESULT FROM
THE ANTICOAGULANT’S BLEEDING RISK. X ARELTO IS A DIRECT ORAL ANTICOAGULANT (DOAC) THAT INHIBITS FACTOR ><A,
REDUCING FIBRIN CLOT FORMATION. \WHILE EFFECTIVE IN PREVENTING THROMBOSIS, ITS ANTICOAGULANT PROPERTIES INCREASE
SUSCEPTIBILITY TO BLEEDING COMPLICATIONS, INCLUDING GENITOURINARY BLEEDING.

UNDERSTANDING THE PHARMACODYNAMICS AND PHARMACOKINETICS OF X ARELTO IS ESSENTIAL FOR MANAGING BLEEDING EVENTS.
XARELTO HAS A PREDICTABLE ANTICOAGULANT EFFECT WITH RAPID ONSET AND OFFSET, WHICH INFLUENCES MANAGEMENT
DECISIONS WHEN HEMATURIA OCCURS. THE DRUG IS PRIMARILY METABOLIZED BY THE LIVER AND EXCRETED VIA RENAL AND FECAL
ROUTES, MAKING RENAL FUNCTION A KEY CONSIDERATION IN BLEEDING RISK ASSESSMENT.

MECHANISM OF ACTION OF XARELTO

XARELTO SELECTIVELY INHIBITS FACTOR XA, A CRITICAL ENZYME IN THE COAGULATION CASCADE RESPONSIBLE FOR CONVERTING
PROTHROMBIN TO THROMBIN. BY BLOCKING FACTOR XA, X ARELTO REDUCES THROMBIN GENERATION AND SUBSEQUENT FIBRIN
CLOT FORMATION. THIS MECHANISM PREVENTS THROMBOEMBOLIC EVENTS BUT ALSO IMPAIRS NORMAL HEMOSTASIS, WHICH CAN
LEAD TO BLEEDING COMPLICATIONS SUCH AS HEMATURIA.

TyYPES OF HEMATURIA

HEMATURIA CAN BE CLASSIFIED BASED ON VISIBILITY AND ORIGIN:

o GROSS HEMATURIA: VISIBLE RED OR BROWN DISCOLORATION OF URINE.

® MICROSCOPIC HEMATURIA: RED BLOOD CELLS DETECTED ONLY UNDER MICROSCOPY.



¢ GLOMERULAR HEMATURIA: ORIGINATES FROM THE KIDNEYS, OFTEN ASSOCIATED WITH RED BLOOD CELL CASTS.

¢ NON-GLOMERULAR HEMATURIA: ORIGINATES FROM THE RENAL PELVIS, URETERS, BLADDER, OR URETHRA.

Risk FAcTors AND CAUSES oF HEMATURIA ON XARELTO

THE MANAGEMENT OF HEMATURIA ON X ARELTO REQUIRES IDENTIFICATION OF CONTRIBUTING FACTORS, INCLUDING PATIENT-
SPECIFIC AND DRUG-RELATED RISKS. HEMATURIA MAY RESULT FROM BENIGN CAUSES OR INDICATE SERIOUS UNDERLYING
PATHOLOGY REQUIRING PROMPT INTERVENTION.

PATIENT-RELATED RISk FACTORS

SEVERAL PATIENT-RELATED FACTORS INCREASE THE RISK OF BLEEDING, INCLUDING HEMATURIA, WHILE ON XARELTO:

® ADVANCED AGE, WHICH CORRELATES WITH INCREASED BLEEDING RISK.

® RENAL IMPAIRMENT, LEADING TO ACCUMULATION OF THE DRUG AND ENHANCED ANTICOAGULANT EFFECT.

o CONCOMITANT USE OF OTHER MEDICATIONS THAT INCREASE BLEEDING RISK, SUCH AS ANTIPLATELETS OR NSAIDs.
e HISTORY OF BLEEDING DISORDERS OR PREVIOUS EPISODES OF HEMATURIA.

L4 HYPERTENSION, WHICH CAN CONTRIBUTE TO VASCULAR FRAGILITY.

ComMMoN CAUSES oF HEMATURIA IN PATIENTS ON XARELTO

HEMATURIA IN ANTICOAGULATED PATIENTS MAY HAVE MULTIPLE ETIOLOGIES, INCLUDING:

® ANTICOAGULANT-RELATED BLEEDING. SPONT ANEOUS BLEEDING DUE TO IMPAIRED COAGULATION.
o URINARY TRACT INFECTIONS (UTIS): INFLAMMATION AND IRRITATION OF THE URINARY TRACT.
o UROLITHIASIS: KIDNEY OR BLADDER STONES CAUSING MUCOSAL INJURY.

* MALIGNANCIES: BLADDER, KIDNEY, OR PROSTATE CANCER PRESENTING WITH HEMATURIA.

TRAUMA: INJURY TO THE URINARY TRACT.

© BENIGN PROSTATIC HYPERPLASIA (BPH) COMMON IN OLDER MALES CAUSING URINARY SYMPTOMS AND BLEEDING.

DIAGNOSTIC EVALUATION OF HEMATURIA IN ANTICOAGULATED PATIENTS

ACCURATE DIAGNOSIS IS VITAL FOR APPROPRIATE MANAGEMENT OF HEMATURIA IN PATIENTS ON XARELTO. A SYSTEMATIC
APPROACH INCLUDES CLINICAL ASSESSMENT, LABORATORY TESTING, AND IMAGING STUDIES TO IDENTIFY THE CAUSE AND
SEVERITY OF BLEEDING.



CLiNiIcAL ASSESSMENT AND HISTORY

A DETAILED MEDICAL HISTORY SHOULD FOCUS ON THE ONSET, DURATION, AND SEVERITY OF HEMATURIA, ASSOCIATED
SYMPTOMS, AND ANY RECENT TRAUMA OR INFECTIONS. MEDICATION HISTORY, INCLUDING DOSAGE AND ADHERENCE TO XARELTO
AND OTHER DRUGS, IS ESSENTIAL. PHYSICAL EXAMINATION SHOULD EVALUATE FOR SIGNS OF BLEEDING, ANEMIA, OR SYSTEMIC
ILLNESS.

LABORATORY INVESTIGATIONS

L ABORATORY TESTS AID IN ASSESSING BLEEDING SEVERITY AND UNDERLYING CAUSES:

o CoMpLETE BLOOD COUNT (CBC) TO EVALUATE FOR ANEMIA.

o COAGULATION PROFILE INCLUDING PROTHROMBIN TIME (PT), ACTIVATED PARTIAL THROMBOPLASTIN TIME (APTT), AND
ANTI-FACTOR XA ACTIVITY IF AVAILABLE.

e URINALYSIS AND URINE MICROSCOPY TO CONFIRM HEMATURIA AND DETECT INFECTION OR CASTS.
e URINE CULTURE IF INFECTION IS SUSPECTED.

® RENAL FUNCTION TESTS TO ASSESS DRUG CLEARANCE CAPABILITY.

IMAGING AND SPECIALIST EVALUATION

IMAGING STUDIES MAY BE NECESSARY TO IDENTIFY STRUCTURAL ABNORMALITIES:

e ULTRASOUND OF THE KIDNEYS AND BLADDER TO DETECT STONES, MASSES, OR HYDRONEPHROSIS.
o COMPUTED TOMOGRAPHY (CT) UROGRAPHY FOR DETAILED VISUALIZATION OF THE URINARY TRACT.

e CYSTOSCOPY TO DIRECTLY INSPECT THE BLADDER AND URETHRA IN CASES OF PERSISTENT OR UNEXPLAINED HEMATURIA.

TREATMENT STRATEGIES FOR HEMATURIA ON XARELTO

TREATMENT OF HEMATURIA IN PATIENTS TAKING X ARELTO FOCUSES ON CONTROLLING BLEEDING, ADDRESSING THE UNDERLYING
CAUSE, AND BALANCING THE RISKS OF THROMBOSIS AND HEMORRHAGE. MANAGEMENT MUST BE INDIVIDUALIZED BASED ON
SEVERITY AND PATIENT RISK FACTORS.

INITIAL MANAGEMENT AND STABILIZATION

FOR PATIENTS PRESENTING WITH SIGNIFICANT HEMATURIA OR HEMODYNAMIC INSTABILITY, IMMEDIATE STABILIZATION IS A
PRIORITY:

e ASSESS VITAL SIGNS AND VOLUME STATUS.
® |NITIATE INTRAVENOUS FLUIDS TO MAINTAIN HEMODYNAMIC STABILITY.

® TRANSFUSE BLOOD PRODUCTS IF ANEMIA IS SEVERE.



® DISCONTINUE OR WITHHOLD XARELTO TEMPORARILY TO REDUCE BLEEDING RISK.

REVERSAL OF ANTICOAGULATION

IF BLEEDING IS SEVERE, REVERSAL OF XARELTO’S ANTICOAGULANT EFFECT MAY BE NECESSARY. CURRENTLY, ANDEXANET ALFA IS
AN FDA-APPROVED REVERSAL AGENT FOR FACTOR XA INHIBITORS. IN THE ABSENCE OF ANDEXANET ALFA, PROTHROMBIN
COMPLEX CONCENTRATES (PCCS) MAY BE USED OFF-LABEL. DECISIONS REGARDING REVERSAL SHOULD WEIGH THROMBOTIC
RISKS, AND SPECIALIST CONSULTATION IS RECOMMENDED.

TREATING UNDERLYING CAUSES

ADDRESSING THE ETIOLOGY OF HEMATURIA IS CRITICAL:
o ANTIBIOTIC THERAPY FOR URINARY TRACT INFECTIONS.
L] UROLOGICAL INTERVENTIONS FOR STONES OR TUMORS.

® MANAGEMENT OF BENIGN PROSTATIC HYPERPLASIA OR OTHER NON-MALIGNANT CONDITIONS.

RESUMING ANTICOAGULATION

AFTER BLEEDING CONTROL, REASSESSMENT OF ANTICOAGULATION THERAPY IS ESSENTIAL. RESUMPTION OF X ARELTO SHOULD
CONSIDER BLEEDING RISK, THROMBOTIC RISK, AND PATIENT PREFERENCES. DOSE ADJUSTMENTS OR ALTERNATIVE ANTICOAGULANTS
MAY BE CONSIDERED IN CONSULTATION WITH HEMATOLOGY OR CARDIOLOGY SPECIALISTS.

PREVENTION AND MONITORING IN PATIENTS T AKING XARELTO

PREVENTING HEMATURIA AND OTHER BLEEDING COMPLICATIONS IN PATIENTS ON XARELTO INVOLVES CAREFUL PATIENT
SELECTION, DOSE OPTIMIZATION, AND ROUTINE MONITORING.

Risk ASSESSMENT PRIOR TO THERAPY

BEFORE INITIATING XARELTO, EVALUATE PATIENT-SPECIFIC BLEEDING RISKS USING VALIDATED TOOLS SUCH AS THE HAS-BLED
SCORE. RENAL FUNCTION SHOULD BE ASSESSED TO ADJUST DOSING APPROPRIATELY, AS IMPAIRED CLEARANCE INCREASES
BLEEDING RISK.

PATIENT EDUCATION AND MEDICATION REVIEW

EDUCATING PATIENTS ON THE SIGNS OF BLEEDING, INCLUDING HEMATURIA, AND ADVISING PROMPT REPORTING CAN FACILITATE
EARLY INTERVENTION. REGULAR REVIEW OF CONCOMITANT MEDICATIONS IS IMPORTANT TO MINIMIZE DRUG-DRUG INTERACTIONS
THAT ELEVATE BLEEDING RISK.

RouTINE MONITORING AND FoLLow-UP

W/HILE ROUTINE COAGULATION MONITORING IS NOT REQUIRED WITH XARELTO, PERIODIC ASSESSMENT OF RENAL FUNCTION AND



HEMOGLORIN LEVELS IS RECOMMENDED. FOLLOW-UP EVALUATIONS SHOULD FOCUS ON DETECTING ANY BLEEDING COMPLICATIONS
AND REASSESSING ANTICOAGULATION INDICATIONS.

FREQUENTLY AskeD QUESTIONS

\WHAT IS THE INITIAL STEP IN MANAGING HEMATURIA IN A PATIENT TAKING XARELTO?

THE INITIAL STEP IS TO ASSESS THE SEVERITY OF HEMATURIA AND HEMODYNAMIC STABILITY. DISCONTINUE XARELTO
TEMPORARILY AND PERFORM LABORATORY EVALUATION INCLUDING HEMOGLOBIN, COAGULATION PROFILE, AND RENAL FUNCTION
TESTS.

How SHOULD ANTICOAGULATION BE MANAGED IN PATIENTS WITH HEMATURIA ON
XARELTO?

ANTICOAGULATION WITH XARELTO SHOULD BE PAUSED IN THE PRESENCE OF SIGNIFICANT HEMATURIA UNTIL BLEEDING IS
CONTROLLED. THE DECISION TO RESUME THERAPY SHOULD BALANCE THROMBOEMBOLIC RISK AND BLEEDING RISK IN CONSULTATION
WITH A SPECIALIST.

ARE THERE SPECIFIC REVERSAL AGENTS AVAILABLE FOR XARELTO IN CASES OF SEVERE
BLEEDING SUCH AS HEMATURIA?

YES/ ANDEXANET ALFA IS AN FDA-APPROVED REVERSAL AGENT FOR FACTOR XA INHIBITORS LIKE XARELTO IN LIFE-THREATENING
OR UNCONTROLLED BLEEDING. IN THE ABSENCE OF ANDEXANET ALFA, PROTHROMBIN COMPLEX CONCENTRATES (PCC) MAY BE
CONSIDERED.

\W/HAT DIAGNOSTIC EVALUATIONS ARE RECOMMENDED TO IDENTIFY THE CAUSE OF
HEMATURIA IN PATIENTS ON XARELTO?

DIAGNOSTIC EVALUATIONS INCLUDE URINE ANALYSIS, URINE CYTOLOGY, IMAGING STUDIES SUCH AS ULTRASOUND OR cT
UROGRAPHY, AND CYSTOSCOPY TO IDENTIFY POTENTIAL SOURCES OF BLEEDING LIKE INFECTIONS, STONES, TUMORS, OR TRAUMA.

\WHEN IS IT SAFE TO RESUME XARELTO AFTER AN EPISODE OF HEMATURIA?

XARELTO MAY BE RESUMED ONCE BLEEDING HAS RESOLVED AND THE UNDERLYING CAUSE HAS BEEN ADDRESSED, TYPICALLY AFTER
HEMATOLOGIC PARAMETERS STABILIZE. THIS DECISION SHOULD BE INDIVIDUALIZED BASED ON BLEEDING RISK, THROMBOTIC RISK,
AND CLINICAL JUDGMENT.

ADDITIONAL RESOURCES

1. MANAGEMENT OF HEMATURIA IN PATIENTS ON XARELTO: CLINICAL GUIDELINES AND CASE STUDIES

THIS BOOK PROVIDES A COMPREHENSIVE OVERVIEW OF DIAGNOSING AND MANAGING HEMATURIA IN PATIENTS TAKING XARELTO
(RIVAROXABAN). | T INCLUDES CLINICAL GUIDELINES, RISK ASSESSMENT TOOLS, AND CASE STUDIES THAT ILLUSTRATE BEST
PRACTICES. HEAL THCARE PROFESSIONALS WILL FIND PRACTICAL ADVICE ON BALANCING ANTICOAGULATION THERAPY WITH
BLEEDING RISK.

2. ANTICOAGULATION AND (UROLOGICAL BLEEDING: FOCUS ON XAREL TO-INDUCED HEMA TURIA

FOCUSING ON THE INTERSECTION OF ANTICOAGULANT THERAPY AND UROLOGICAL COMPLICATIONS, THIS TEXT DELVES INTO THE
CAUSES, EVALUATION, AND TREATMENT OF HEMATURIA IN PATIENTS ON XARELTO. IT COVERS DIAGNOSTIC STRATEGIES, IMAGING
TECHNIQUES, AND THERAPEUTIC INTERVENTIONS TAILORED TO MINIMIZE BLEEDING WITHOUT COMPROMISING ANTICOAGULATION.

3. HEMATURIA MANAGEMENT IN ANTICOAGULATED PATIENTS: CHALLENGES WITH NOVEL ORAL ANTICOAGULANTS



THIS BOOK DISCUSSES THE UNIQUE CHALLENGES POSED BY NEW ORAL ANTICOAGULANTS LIKE XARELTO IN MANAGING
HEMATURIA. |T OFFERS INSIGHTS INTO PATIENT ASSESSMENT, LABORATORY MONITORING, AND INDIVIDUALIZED TREATMENT PLANS.
THE BOOK ALSO REVIEWS REVERSAL AGENTS AND EMERGENCY PROTOCOLS FOR SEVERE BLEEDING.

4. CLINICAL APPROACH TO HEMATURIA IN PATIENTS RECEIVING RIVAROXABAN

DESIGNED FOR CLINICIANS, THIS GUIDE OUTLINES A STEP-BY-STEP APPROACH TO EVALUATING HEMATURIA IN PATIENTS ON
RIVAROXABAN. |T EMPHASIZES DIFFERENTIAL DIAGNOSIS, RISK STRATIFICATION, AND DECISION-MAKING ALGORITHMS. THE TEXT
ALSO HIGHLIGHTS CURRENT RESEARCH AND EMERGING THERAPIES RELATED TO ANTICOAGULANT-ASSOCIATED BLEEDING.

5. XARELTO AND HEMATURIA: RISk FACTORS, DIAGNOSIS, AND MANAGEMENT STRATEGIES

THIS BOOK EXPLORES THE RISK FACTORS THAT PREDISPOSE PATIENTS ON XARELTO TO HEMATURIA, INCLUDING COMORBIDITIES
AND DRUG INTERACTIONS. |T REVIEWS DIAGNOSTIC WORKFLOWS AND MANAGEMENT STRATEGIES TO OPTIMIZE PATIENT
OUTCOMES. THE CONTENT IS SUPPORTED BY RECENT STUDIES AND EXPERT COMMENTARY.

6. PRACTICAL HEMATURIA MANAGEMENT IN THE ERA OF DIRECT ORAL ANTICOAGULANTS

OFFERING PRACTICAL ADVICE, THIS BOOK ADDRESSES HEMATURIA MANAGEMENT IN PATIENTS USING DIRECT ORAL
ANTICOAGULANTS SUCH AS XARELTO. TOPICS INCLUDE PATIENT COUNSELING, MONITORING PROTOCOLS, AND TREATMENT
MODIFICATIONS. THE BOOK IS A VALUABLE RESOURCE FOR UROLOGISTS, HEMATOLOGISTS, AND PRIMARY CARE PROVIDERS.

7. REVERSAL TECHNIQUES AND HEMATURIA CONTROL IN XARELTO-TREATED PATIENTS

THIS TEXT FOCUSES ON REVERSAL AGENTS AND TECHNIQUES TO CONTROL BLEEDING EPISODES, SPECIFICALLY HEMATURIA, IN
PATIENTS TREATED WITH XARELTO. |T COVERS PHARMACOLOGY, TIMING, AND CLINICAL SCENARIOS REQUIRING URGENT
INTERVENTION. ADDITIONALLY, IT REVIEWS CASE STUDIES DEMONSTRATING SUCCESSFUL MANAGEMENT APPROACHES.

8. INTEGRATIVE CARE FOR HEMATURIA IN ANTICOAGULATED POPULATIONS: XARELTO PERSPECTIVES

EMPHASIZING A MULTIDISCIPLINARY APPROACH, THIS BOOK DISCUSSES INTEGRATIVE CARE INVOLVING UROLOGISTS,
HEMATOLOGISTS, AND PHARMACISTS FOR PATIENTS ON XARELTO WITH HEMATURIA. [T ADDRESSES COORDINATION OF CARE,
PATIENT EDUCATION, AND LONG-TERM MONITORING. THE BOOK ALSO HIGHLIGHTS QUALITY-OF-LIFE CONSIDERATIONS AND
PATIENT SAFETY.

9. EVIDENCE-BASED PROTOCOLS FOR HEMATURIA IN PATIENTS ON RIVAROXABAN

THIS RESOURCE COMPILES EVIDENCE-BASED PROTOCOLS FOR THE ASSESSMENT AND MANAGEMENT OF HEMATURIA IN
RIVAROXABAN-TREATED PATIENTS. |T SYNTHESIZES CURRENT RESEARCH, CLINICAL TRIALS, AND EXPERT RECOMMENDATIONS TO
GUIDE TREATMENT DECISIONS. THE BOOK IS ESSENTIAL FOR ENSURING STANDARDIZED, EFFECTIVE CARE IN THIS PATIENT
POPULATION.
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