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1 Protocol Summary

1.1 Synopsis

Protocol Title: 

Short Title: 

Rationale:

Objectives and Endpoints:

Objectives Endpoints (Outcome Measures)
Primary

!

Secondary
!

!

!

!
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Overall Design: 

Number of Participants: 

Study Intervention Groups and Duration: 

Involvement of Special Committee(s): 

1.2 Schema

Period 1 Period 2 Period 3 Period 4

Sequence 1
(18 participants) Test 1 Washout 

at least 7 
days

Reference
1 Washout 

at least 7 
days

Test 2 Washout 
at least 7 
days

Reference
2

Sequence 2
(18 participants)

Reference
1 Test 1 Reference

2 Test 2

Test = coated Cesol tablet, 2 tablets of praziquantel 600 mg; 
Reference = Biltricide, 2 tablets of praziquantel 600 mg.
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1.3 Schedule of Activities

Activity/Assessment Screening 
(Baseline) Treatment Period 1, 2, 3 and 4

End of 
Treatment 
/ Safety 
Follow-up

Comments

Study Day Day -28 
to -1

Day 
-1/7/14/21 Day 1/8/15/22a Day 

2/9/16/23
Day 27 

(+ 3 days)
a Assuming 7 days for washout between 
the 4 treatment periods.

Period Day -1 1 2
Study Day timepoints -1 h -0.5 h 0 h 24 h
ICF signature available X
Demographics (incl.
BW and BMI), medical 
history and history of 
medication

X

Smoking history, 
alcohol intake, use of 
caffeine or xanthine-
containing beverages

X

Serology test X
Physical examinationb X X X b According to the CRO procedure.

Vital signsc (BP, HR, 
body temperature) X X X X X

c At visits where assessment time points 
coincide with each other, the following 
procedure should be followed: perform 
vital signs and ECG assessments within 
15 min before the specific time point and 
PK blood sampling on time.

12-Lead-ECGc

X X X X

c At visits where assessment time points 
coincide with each other, the following 
procedure should be followed: perform 
vital signs and ECG assessments within 
15 min before the specific time point and 
PK blood sampling on time.

Safety lab tests X X X X
Drug screening urine X X
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Activity/Assessment Screening 
(Baseline) Treatment Period 1, 2, 3 and 4

End of 
Treatment 
/ Safety 
Follow-up

Comments

Study Day Day -28 
to -1

Day 
-1/7/14/21 Day 1/8/15/22a Day 

2/9/16/23
Day 27 

(+ 3 days)
a Assuming 7 days for washout between 
the 4 treatment periods.

Period Day -1 1 2
Study Day timepoints -1 h -0.5 h 0 h 24 h
Alcohol breath test X X

Confinementd [----------------------------------X---------------------------------------]

d Confinement from the morning of 
Day -1/7/14/21 (about 20-24 hours prior 
to each IMP administration) until the 
morning of Day 2/9/16/23.

Standardized breakfast X
In/exclusion criteria 
check/recheck X X X

Randomization Xf
f Randomization will be performed in 
eligible participants on Day 1 only.

Administration of IMP X

PK samplingc,e           [-------X----]

c At visits where assessment time points 
coincide with each other, the following 
procedure should be followed: perform 
vital signs and ECG assessments within 
15 min before the specific time point and 
PK blood sampling on time.
e PK sampling at predose, 0.25, 0.5, 
0.75, 1.0, 1.5, 2.0, 2.5, 3.0, 3.5, 4.0, 4.5, 
5.0, 5.5, 6.0, 6.5, 7.0, 8.0, 9.0, 10.0 and 
12 hours.

AE and concomitant 
medication X [------------------------------------------------X-----------------------------------------------]

AE=adverse events; BP=blood pressure; CRO=Contract Research Organization; ECG=electrocardiogram; HR=heartrate; ICF=informed consent form; 
IMP=investigational medicinal product; PK=pharmacokinetics.
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2 Introduction
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Table 1 Praziquantel enantiomers

Generic Name Abbreviations Alternate names MSC# (Refers 
only to drug 
substance 

synthesized by 
the Sponsor)

Praziquantel rac-PZQ Generic: racemic Praziquantel
Trade: Biltricide, Cisticid, Cysticide, Cesol, Cestox

MSC1028703A

Enantiomers
Levo-
Praziquantel

L-PZQ, R-(−)-
praziquantel

R-(-)-Praziquantel, R-Praziquantel, L-Praziquantel, 
R Enantiomer, L Enantiomer

MSC2499550A

Dextro-
Praziquantel

D-PZQ, S-PZQ D Praziquantel, S-(+)-Praziquantel, D Enantiomer, 
S Enantiomer

MSC2499551A

D-PZQ = Dextro-praziquantel, S-PZQ, MSC2499551A; PZQ = praziquantel; rac-PZQ = racemic praziquantel 
(mixture of L-PZQ and D-PZQ in a 1 to 1 ratio); L-PZQ = levo-praziquantel, R-(−)-praziquantel, MSC2499550A; S-
PZQ = S-(+)-praziquantel, dextro-praziquantel, D-PZQ, MSC2499551A.
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2.2 Background

2.3 Benefit/Risk Assessment
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Table 2 Side effects reported after use of Biltricide

Frequencies
System Organ Class Very Common

≥1/10
Frequently

≥ 1/100 to < 1/10
Very Rare
<1/10,000

Immune system disorders Allergic reactions 
Eosinophilia

Nervous system disorders Headache 
Lightheadedness

Dizziness 
Somnolence

Convulsions

Cardiac disorders Unspecific arrhythmias
Gastrointestinal disorders Gastrointestinal and 

abdominal pain 
Nausea
Vomiting

Anorexia
Diarrhea (bloody diarrhea 
is very rare)

Skin and subcutaneous 
tissue disorders

Urticaria Skin rash Pruritus

Musculoskeletal and 
connective tissue and 
bone disorders

Myalgia

General disorders and 
administration site 
conditions

Fatigue General discomfort 
Fever
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3 Objectives and Endpoints

Objectives Endpoints (Outcome Measures)
Primary

Secondary

4 Study Design

4.1 Overall Design
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4.2 Scientific Rationale for Study Design

4.2.1 General

Food effect
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4.2.2 Justification for using the reference scaled approach

4.2.3 Washout Period
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4.3 Justification for Dose

4.4 End of Study Definition

5 Study Population
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5.1 Inclusion Criteria

Age

Type of Participant and Disease Characteristics

Weight

Sex

!

!

Informed Consent
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5.2 Exclusion Criteria

Medical Conditions

Prior/Concomitant Therapy

Prior/Concurrent Clinical Study Experience
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Diagnostic Assessments

Other Exclusions

5.3 Lifestyle Considerations

5.3.1 Meals and Dietary Restrictions

5.3.2 Caffeine, Alcohol, Tobacco, and Cannabinoids
!

!
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!

!

5.3.3 Activity

5.4 Screen Failures

6 Study Intervention(s)
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6.1 Study Intervention(s) Administration

Study Intervention 
Name
Drug Name on IMP 
Label 
Dose Formulation
Unit Dose 
Strength(s) /Dosage 
Level(s)
Route of 
Administration
Dosing Instructions

Supplier/
Manufacturer

Packaging and 
Labeling

! Reference product: Praziquantel

! Test product: Praziquantel 

6.1.1 Medical Device(s) Use
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6.2 Study Intervention(s) Preparation, Handling, Storage, and 
Accountability

!

!

!

!

!

!

!

!

!

!

!

!

!

!

CCI
CCI



PZQ Bioequivalence study of coated Cesol tablet formulation vs Biltricide
MS200585_0004

6.3 Measures to Minimize Bias: Study Intervention Assignment 
and Blinding

6.3.1 Study Intervention Assignment

6.3.2 Blinding

Blinding Method

Assignment Method Retention

Unblinding Clinical Studies for Sample Analysis of Special Data

6.3.3 Emergency Unblinding

6.4 Study Intervention Compliance

6.5 Concomitant Therapy
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6.5.1 Rescue Medicine

6.5.2 Permitted Medicines

6.5.3 Prohibited Medicines

6.5.4 Other Interventions
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!

!

!

6.6 Dose Selection and Modification

6.7 Study Intervention after the End of the Study

6.8 Special Precautions

6.9 Management of Adverse Events of Interest
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7 Discontinuation of Study Intervention and Participant 
Discontinuation/Withdrawal

7.1 Discontinuation of Study Intervention

!

!

!

!

!

7.1.1 Temporary Discontinuation

7.1.2 Rechallenge

7.2 Participant Discontinuation/Withdrawal from the Study
!

!

!

!

!
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!

!

7.3 Lost to Follow-Up

!

!

!

8 Study Assessments and Procedures
!

!

!
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!

!

!

!

!

8.1 Efficacy Assessments and Procedures

8.2 Safety Assessments and Procedures

8.2.1 Physical Examinations
!

!

!

!

8.2.2 Vital Signs
!
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!

!

8.2.3 Electrocardiograms
!

8.2.4 Clinical Safety Laboratory Assessments
!

!

!

!

!

!

8.2.5 Suicidal Risk Monitoring

8.3 Adverse Events and Serious Adverse Events

8.3.1 Time Period and Frequency for Collecting Adverse Event and 
Serious Adverse Event Information
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8.3.2 Method of Detecting Adverse Events and Serious Adverse 
Events

8.3.3 Follow-up of Adverse Events and Serious Adverse Events

8.3.4 Regulatory Reporting Requirements for Serious Adverse 
Events
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8.3.5 Pregnancy

8.4 Treatment of Overdose
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8.5 Pharmacokinetics
!

!

!

!

!

Table 3 Pharmacokinetic Parameters Derived from rac-PZQ Concentrations

Cmax Maximum observed drug concentration. 
tmax Time of the maximum drug concentration. 
tlag Time prior to the first measurable (non-zero) concentration; calculated as last time point at which 

the concentration is <LLOQ before the occurrence of the first quantifiable concentration

∀z Terminal rate constant.

t1/2 Terminal elimination half-life. 
AUC0-t Area under the drug concentration-time curve from time zero to the time of last measurable 

concentration using the linear-log trapezoidal method (linear up log down).
AUC0-∞ Area under the drug concentration-time curve from time zero extrapolated to infinity. 
%AUCextra Percentage of AUC0-∞ obtained by extrapolation
CL/f Apparent clearance
VZ/f Apparent volume of distribution during terminal phase

!

!

!
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!

8.6 Pharmacodynamics

8.7 Pharmacogenetics

8.8 Biomarkers

8.9 Immunogenicity Assessments
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9.3 Populations for Analyses

Analysis Set Description
Screening (SCR) All participants, who provided informed consent, regardless of the participant’s randomization 

and study intervention status in the study.
Safety (SAF) All participants, who were administered any dose of any study intervention. Analyses will 

consider participants as treated.
PK All participants, who receive at least one dose of study intervention, have no clinically 

important protocol deviations or important events affecting PK, and provide at least one 
measurable postdose concentration. Participants will be analyzed per the actual study 
intervention they received.
The PK population will include all participants:
! Who have completed at least one study period without any relevant protocol deviations 

and factors likely to affect the comparability of PK results
! With adequate study intervention compliance
! With evaluable PK data, i.e., nonmissing values for primary endpoints in each study 

period.
If participants received prohibited concomitant therapy or medicines, as specified in Section 
6.5, they will be excluded from the PK population. Relevant decisions will be made before 
database lock. All PK analyses will be based on this analysis set.

9.4 Statistical Analyses

CCI
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9.4.1 Efficacy Analyses

9.4.2 Safety Analyses
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9.4.3 Other Analyses

[�,�] = ���(∓� ���) U
L k��� �exp(���� )− 1 ���
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9.4.4 Sequence of Analyses
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10 References 
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11 Appendices
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Appendix 1 Abbreviations 
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Appendix 2 Study Governance

Financial Disclosure

Informed Consent Process

!

!

!

!

!

!

!

!

Data Protection

!

!

!
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Study Administrative

Regulatory and Ethical Considerations

!

!

!

!

!

!

!

!
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Emergency Medical Support

!

!

!

Clinical Study Insurance and Compensation to Participants

Clinical Study Report

Publication

!

!

!
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Dissemination of Clinical Study Data

Data Quality Assurance

!

!

!

!

!

!

!

Source Documents

!

!
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!

!

!

!

!

!

!

!

!

!

!

!

!

Study and Site Closure

!

!

!

!

CCI
CCI



PZQ Bioequivalence study of coated Cesol tablet formulation vs Biltricide
MS200585_0004

!

!
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Appendix 3 Contraception

Definitions:

Woman of Childbearing Potential (WOCBP)

not:

!

!

!

!

o

!
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Contraception Guidance:

CONTRACEPTIVES ALLOWED DURING THE STUDY INCLUDE:
Highly Effective Methods That Have Low User Dependency
! Implantable progestogen-only hormone contraception associated with inhibition of ovulation
! Intrauterine device
! Intrauterine hormone-releasing system (IUS)
! Bilateral tubal occlusion
! Vasectomized partner: a highly effective contraceptive method provided that the partner is the sole sexual 

partner of a WOCBP and the absence of sperm has been confirmed. Otherwise, use an additional highly 
effective method of contraception. The spermatogenesis cycle is approximately 90 days.

Highly Effective Methods That Are User Dependent
! Combined (estrogen- and progestogen-containing) hormonal contraception associated with inhibition of 

ovulation
o Oral
o Intravaginal
o Transdermal
o Injectable

! Progestogen-only hormone contraception associated with inhibition of ovulation
o Oral
o Injectable

! Sexual abstinence: a highly effective method only if defined as refraining from intercourse during the entire 
period of risk associated with the study intervention. The reliability of sexual abstinence needs to be 
evaluated in relation to the duration of the study.

Notes:
Contraceptive use by men or women is consistent with local regulations on the use of contraceptive methods for 
clinical study participants.
Highly effective methods are those with a failure rate of <1% per year when used consistently and correctly. 
Typical use failure rates differ from those when used consistently and correctly.
If locally required, in accordance with Clinical Trial Facilitation Group (CTFG) guidelines, acceptable contraceptive 
methods are limited to those which inhibit ovulation as the primary mode of action.
Periodic abstinence (calendar, symptothermal, post-ovulation methods), withdrawal (coitus interruptus), 
spermicides only, and lactational amenorrhoea method (LAM) are not acceptable methods of contraception for 
this study. Male condom and female condom cannot be used together (due to risk of failure with friction).
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Appendix 4 Adverse Events: Definitions and Procedures for Recording, 
Evaluating, Follow-up, and Reporting

Definitions

Adverse Event

Mild:

Moderate:

Severe:

Unrelated:

Related:

Abnormal Laboratory Findings and Other Abnormal Investigational Findings
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Serious Adverse Events

!

!

!

!

!

!

Events that Do Not Meet the Definition of an SAE

Events Not to Be Considered as AEs/SAEs

Recording and Follow-Up of AE and/or SAE

CCI
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Reporting Serious Adverse Events

Serious Adverse Events

24 HOURS
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Appendix 5 Clinical Laboratory Tests

Table 4: Protocol-Required Clinical Laboratory Assessments

Laboratory 
Assessments

Parameters

Hematology Platelet count Mean Corpuscular Volume WBC Count with Differentials 
and Absolute Counts a:
! Neutrophils
! Lymphocytes
! Monocytes
! Eosinophils
! Basophils

Reticulocytes
Hemoglobin MCH
Hematocrit
Red Blood Cell Counts

Biochemistry Blood Urea 
Nitrogen
Creatinine
Glucose;
CK b

Potassium
Sodium
Calcium
Uric acid

Aspartate Aminotransferase
Alanine Aminotransferase
Alkaline phosphatase
γ-Glutamyltransferase

Bilirubin c

Total Protein
Triglycerides
Cholesterol

Routine 
Urinalysis

! pH, glucose, protein, blood, ketones, [bilirubin, urobilinogen, nitrite, leukocyte esterase] by 
dipstick

! Microscopic examination d.
Other Tests Urine drug screen:

amphetamines, methamphetamines, barbiturates, cocaine, opiates, cannabinoids, 
benzodiazepines, methadone, tricyclic antidepressants, 3,4-methylenedioxymethamphetamine, 
and cotinine 

Serology: 
Hepatitis B surface antigen
Hepatitis C antibody
HIV1/HIV2 antibodies

Alcohol breath test
Thyroid-stimulating hormone (TSH)

CK = creatine phosphokinase; CK-MB = CK- myocardium/brain type; HIV = human immunodeficiency virus,
MCH = Mean Cell Hemoglobin; WBC = white blood cell.
a In case of abnormal findings, manual differential blood count can be requested by the Investigator.
b In case of an increased CK, CK-MB will be determined; if the ratio of CK-MB/CK is above 6%, troponin will be 

determined as well.
c In case of an increased bilirubin (total) the direct bilirubin will be determined
d Only if blood, protein, nitrite, or leukocytes are positive on the dipstick.
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Appendix 6 Protocol Amendment History
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Appendix 7 Periodic Benefit-Risk Evaluation Report for Praziquantel 
(01 May 2015 to 30 April 2018; Sections 15-18)
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14 Late-breaking Information

15 Overview of Signals: New, Ongoing, or Closed

15.1 Ongoing signals

!

!

15.1.1 Diarrhoea
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15.1.2 Increase in Liver Enzymes

PPD
P
P
D
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Schistosoma

Schistosoma
Schistosoma

S. mansoni

S.mansoni

PPD



16 Signal and Risk Evaluation

16.1 Summary of Safety Concerns

!
!

!

16.1.1 Important Identified Risks

16.1.1.1 Cardiac Arrhythmias

16.1.1.2 Convulsions in Patients with Co-existing Neurocysticercosis

Taenia solium
Cysticercus cellulosae



16.1.2 Important Potential Risks

16.1.2.1 Increases of the Liver Transaminases in Patients with 
Decompensated Hepatic Insufficiency or in Patients with 
Hepatosplenic Schistosomiasis

16.2 Signal Evaluation

16.3 Evaluation of Risks and New Information

16.3.1 Important Identified Risks

16.3.1.1 Cardiac Arrhythmias

bold
PPD



16.3.1.2 Convulsions in Patients with Co-existing Neurocysticercosis

16.3.2 Important Potential Risks

16.3.2.1 Increases of the Liver Transaminases in Patients with 
Decompensated Hepatic Insufficiency or in Patients with 
Hepatosplenic Schistosomiasis

PPD



16.4 Characterization of Risks

16.4.1 Important Identified Risks

16.4.1.1 Cardiac Arrhythmias

Frequency: 

Seriousness:

Severity and nature of risk:

Background incidence/prevalence:



Risk groups or risk factors:

Potential mechanisms:

Schistosoma

Preventability:



Impact on individual patient:

Potential public health impact of safety concern:

Evidence source:

16.4.1.2 Convulsions in Patients with Co-existing Neurocysticercosis

Frequency:

Seriousness:

Severity and nature of risk:



Background incidence/prevalence:

Taenia solium

Risk groups or risk factors:

Taenia solium
Taenia

Taenia solium

Potential mechanisms:



Preventability:

Impact on individual patient:

Potential public health impact of safety concern:

Evidence source:

16.4.2 Important Potential Risks

16.4.2.1 Increases of the Liver Transaminases in Patients with 
Decompensated Hepatic Insufficiency or in Patients with 
Hepatosplenic Schistosomiasis

Frequency: 

Seriousness:



Severity and nature of risk:

Background incidence/prevalence:

S. japonicum

Risk groups or risk factors:

Potential mechanisms:

Preventability:

Impact on individual patient:



Potential public health impact of safety concern:

Evidence source:

16.5 Effectiveness of Risk Minimization

16.5.1 Important Identified Risks

16.5.1.1 Cardiac Arrhythmias

Safety concern Cardiac arrhythmias

Objective(s) of the risk 
minimization measures

To inform of risk of cardiac arrhythmias

Routine risk minimization 
measures

Section 4.4 of the Merck Master SmPC Special warnings and precautions for use:
Patients with cardiac arrhythmias should be monitored during therapy. The same 
applies to patients with heart failure requiring digitalis therapy, since a digitalis-
antagonistic effect has been demonstrated in animal studies. 

Prescription-only medicine
Treatment with PZQ must be initiated and supervised by an experienced physician

Additional risk minimization 
measure(s)

No need for additional risk minimization measures

Effectiveness of risk minimization measures

How effectiveness of risk 
minimization measures for 
the safety concern will be 
measured

AE reporting rates from spontaneous reports and from safety studies

Criteria for judging the 
success of the proposed 
risk minimization measures

No increase in reporting rate / incidence of event

Planned dates for 
assessment

Periodic review of aggregated AE reports in future PBRERs, Study report:
MS200661-0005

Results of effectiveness 
measurement

EMR200585-001, EMR200661-001, and EMR200661-002: no case reporting of 
cardiac arrhythmias was detected during the reporting period
MS200661-0005: no case reporting of cardiac arrhythmias was detected during the 
reporting period

Impact of risk minimization no increase in the reporting rate of cardiac arrhythmias was observed
Comment none



16.5.1.2 Convulsions in Patients with Co-existing Neurocysticercosis

Safety concern Convulsions in patients with co-existing neurocysticercosis
Objective(s) of the risk 
minimization measures

To inform of risk of convulsions in patients with co-existing neurocysticercosis

Routine risk minimization 
measures

Section 4.2 of the Merck Master SmPC Posology and method of administration:
The usefulness of additional corticosteroid administration is to be decided from case 
to case; 4 to 16 mg dexamethasone daily, for example, can be considered. The 
same applies to the necessity of using drugs to prevent or alleviate convulsions.
Section 4.4 of the Merck Master SmPC Special warnings and precautions for use:
After the administration of praziquantel for treating tapeworm infection, convulsions 
have occurred in rare individual cases, which have proved to be a reaction to co-
existing neurocysticercosis. Such cases, which may occur especially in endemic 
regions of Taenia solium (Cysticercus cellulosae), should be clarified as quickly as 
possible. 
Section 4.8 of the Merck Master SmPC Undesirable effects:
applies only to tablets containing 150 mg praziquantel: Not known: Convulsions
(see section 4.4)
additional corticosteroid administration
Treatment with PZQ must be initiated and supervised by an experienced physician

Additional risk minimization 
measure(s)

No need for additional risk minimization measures

Effectiveness of risk minimization measures
How effectiveness of risk 
minimization measures for 
the safety concern will be 
measured

AE reporting rates from spontaneous reports and from safety studies

Criteria for judging the 
success of the proposed 
risk minimization measures

No increase in reporting rate / incidence of event

Planned dates for 
assessment

Periodic review of aggregated AE reports in future PBRERs, Study report:
MS200661-0005

Results of effectiveness 
measurement

EMR200585-001, EMR200661-001, and EMR200661-002: no case reporting of 
convulsions in patients with co-existing neurocysticercosis was detected during the 
reporting period
MS200661-0005: no case reporting of convulsions in patients with co-existing 
neurocysticercosis was detected during the reporting period

Impact of risk minimization no increase in the reporting rate of convulsions in patients with co-existing 
neurocysticercosis was observed

Comment none



16.5.2 Important Potential Risks

16.5.2.1 Increases of the Liver Transaminases in Patients with 
Decompensated Hepatic Insufficiency or in Patients with 
Hepatosplenic Schistosomiasis

Safety concern Increases of the liver transaminases in patients with decompensated hepatic 
insufficiency or in patients with hepatosplenic schistosomiasis

Objective(s) of the risk 
minimization measures

To inform of risk of increases of liver transaminases in patients with 
decompensated hepatic insufficiency or in patients with hepatosplenic 
schistosomiasis

Routine risk minimization 
measures

Section 4.4 of the Merck Master SmPC Special warnings and precautions for use:
Caution is warranted in decompensated hepatic insufficiency or in patients with 
hepatosplenic schistosomiasis since, due to reduced drug metabolisation in the 
liver and/or collateral circulations, appreciably higher serum concentrations are 
reached and the half-life may be prolonged. In such cases, treatment should be 
carried out on an inpatient basis.

Prescription-only medicine
Treatment with PZQ must be initiated and supervised by an experienced physician

Additional risk minimization 
measure(s)

No need for additional risk minimization measures

Effectiveness of risk minimization measures

How effectiveness of risk 
minimization measures for 
the safety concern will be 
measured

AE reporting rates from spontaneous reports and from safety studies

Criteria for judging the 
success of the proposed 
risk minimization measures

No increase in reporting rate / incidence of event

Planned dates for 
assessment

Periodic review of aggregated AE reports in future PBRERs, Study report:
MS200661-0005

Results of effectiveness 
measurement

EMR200585-001, EMR200661-001, and EMR200661-002: no case reporting of 
increases of liver transaminases in patients with decompensated hepatic 
insufficiency or in patients with hepatosplenic schistosomiasis was detected during 
the reporting period
MS200661-0005: one case reporting increases of liver transaminases in a patient 
with decompensated hepatic insufficiency or in a patient with hepatosplenic 
schistosomiasis was detected during the reporting period - 8120255(5)

Impact of risk minimization no increase in the reporting rate of increases of liver transaminases in patients with 
decompensated hepatic insufficiency or in patients with hepatosplenic 
schistosomiasis was observed

Comment none



17 Benefit Evaluation

17.1 Important Baseline Efficacy /Effectiveness Information

Taenia saginata Taenia
solium Hymenolepis nana Diphyllobothrium pacificum

Cysticercus
cellulosae

! Schistosoma S. haematobium S. mansoni, S.intercalatum
S.japonicum, S. mekongi

! Clonorchis sinensis, Opisthorchis viverrini
Paragonimus westermani

!

17.1.1 Infections caused by Taenia saginata, Taenia solium, 
Hymenolepis nana, Diphyllobothrium pacificum and caused 
by the larvae of pork tapeworm in the Central Nervous System 
(praziquantel 150 and 500 mg)

Echinococcus granulosus Echinococcus multilocularis
Spirometra erinacei



T. solium T. saginata

Diphyllobothrium pacificum
H. nana

Hymenolepis Taenia saginata Diphyllobothrium

Cysticercus cellulosae

17.1.2 Treatment of Schistosoma Infections and Infections with 
Liver Flukes and Lung Flukes (praziquantel 600 mg)

S. mansoni, S. haematobium, S. 
japonicum, S. intercalatum and S. mattheei

S. mansoni S. haematobium
S. 

japonicum S. mekongi

S. haematobium S. mansoni S. japonicum S. 
intercalatum, S. mansoni S. haematobium

S. haematobium,



S. japonicum S. mansoni
S. mansoni S. haematobium

Schistosoma S. mansoni, S. haematobium S. japonicum
Clonorchis sinensis Opisthorchis viverrini

17.2 Newly Identified Information on Efficacy and Effectiveness

S. japonicum



17.3 Characterization of Benefits

Cysticercus cellulosae Schistosoma

18 Integrated Benefit-Risk Analysis for Authorized Indications

18.1 Benefit-risk Context - Medical Need and Important 
Alternatives 

Taenia solium

Schistosoma
S. haematobium, S. mansoni S. japonicum



S. haematobium
S. mansoni, S. japonicum

18.2 Benefit-Risk Analysis Evaluation

Taenia solium



Schistosoma

S. mansoni

S. japonicum
S. haematobium S. mansoni

S. haematobium S. mansoni

S. mansoni S. haematobium,

S. mansoni.
S. japonicum S. haematobium

S. mansoni

Schistosoma
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Appendix 8 Reference ranges of laboratory parameters
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