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Clivarine. Protocol No. CL055 

SYNOPSIS 

Name of Sponsor/Company: 

Knoll GmbH 

Name of finished product: 

Clivarine® 

Name of active ingredient(s): 

Reviparin sodium 

Title of study: 

Individual study table referring 

to part IV of the dossier 

Volume: 

Tab/page: 

(For national autllOrity use 

only) 

An open-label, multicentre, randomized trial comparing low 

molecular weight heparin (reviparin) to standard care for the 

prophylaxis of deep vein thrombosis/pulmonary embolism in 

children with central venous catheters 

Investigator name and address: Dr Patti Massicotte, The Hospital for Sick Children, Division of 

Hematology/Oncology, Room 9420, 555 University Avenue, 

Publication(s) (reference): 

Studied period (years): 

Objectives: 

Methodology: 

Number of patients: 

(planned and analysed) 

Toronto, Ontario M5G JX8, Canada 

Dr Maureen Andrew, Hamilton Civic Hospitals Research Center, 

711 Concession Street, Hamilton, Ontario L8V JC3, Canada 

Prof. Anton H. Sutor, Universitats-Kinderklink Sektion 

Haematologie und Haemostaseologie Mathildenstr.l, D-79106, 

Freiburg, Germany 

None. 

date of first enrolment: 24-Apr-98 

date' last patient completed: 24-Jan-00 

Phase of 

development: 111 

To compare the efficacy and safety of Clivarine (reviparin) to 

standard care for the prevention of venous thromboembolism 

(VTE) secondary to a central venous line (CVL). 

Multicentre, randomized, controlled, parallel group, open trial with 

blinded outcome assessment to compare the efficacy and safety of 

Clivarine to standard care for the prevention of VTE in children 

with CVLs. Patients received either Clivarine or standard care (no 

Clivarine prophylactic treatment) for up to 44 days after 

randomisation. Assessments were made at baseline, du ring the 

study period and at endpoint (up to 44 days post randomisation). 

600 patients were to be entered into the study (300 in each 

treatment group) but after entry of 188 patients out of 1297 

screened the study was terminated prematurely due to slow 

recruitment 186 patints (91 Clivarine and 95 standard care) were 

analysed for safety, 158 patients (78 Clivarine and 80 standard 

care) were analysed in the full analysis set (intention to treat). 115 

patients were included in the per protocol set. 

Diagnosis and main criteria for Pediatric patients, newbom to :::;16 years of age with a CVL in 

inclusion: place. 
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Test product, dose and mode of Clivarine® (reviparin sodium): Multidose vials containing 

administration, batch number: 42,000 IU anti-Xa of Clivarine (reviparin sodium) in 6.0 ml. 

Duration of treatment: 

Reference therapy, dose and 

mode of administration, batch 

number: 

Criteria for evaluation: 

Efficacy 

Safety 

Statistical methods: 

Patients ~3 months of age received 50 IU anti-Xa Clivarine per kg 

of body weight and patients >3 months of age received 30 IU anti

Xa Clivarine per kg 9f body weight: Clivarine was administered by 

subcutaneous injection every 12 hours for up to 44 days. Batch 

numbers were 68321OAO and 980200AO. 

Up to 44 days. 

Since no approved medication was available for the prevention of 

VTE secondary to a CVL at the time of the study conduct the 

reference therapy was the standard care given to children with CVL 

. according to the local practice. The standard care is in this case "no 

.therapy". All other medications were documented as previous and 

'concomitant medications. 

The occurrence of VTE (radiographically demonstrated 

symptomatic or asymptomatic deep vein thrombosis, pulmonary 

embolism, ischemic stroke or sinovenous thrombosis) and death 

due to thrombosis, confirrned by the blinded Central Adjudication 

Committee. 

Bleeding events, adverse events, laboratory parameters 

(hematology, biochemistry, urinalysis). 

Descriptive statistics for demographic and baseline characteristics. 

Primary efficacy analysis: Mantel-Haenszel test stratified for 

country; two-sided p-value; Breslow-Day test. 

Safety analyses: frequency distribution for bleeding events; 

summary statistics for adverse events and laboratory parameters. 

The interim analyses planned in the protocol were not performed 

since the study was terrninated before the mid point target of 300 

patients was met. 
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There was no statistically.significant difference betweenthe treatment groups in the incidence of VTE, 

when stratifying for country, age or weight. Eleven out of 78 (14%) patients in the Clivarine group and 

10/80 (12.5%) patients in the standard care group reported a VTE. The corresponding odds ratio was 

1.18 (95% CI 0.45 to 3.08). There was also no evidence to suggest a difference in the time-to-event 

between the two treatment groups. 

Safety results: 

During the study 171 (86 Clivarine and 85 standard care) out of 186 patients reported 1174 (556 

Clivarine and 618 standard care) adverse events. The majority of events were mild or moderate in 

severity with unlikely or·unrelated·relationship to study medication/standard care. Most adverse events 

were .equallydistributed across treatment groups with the exception ·of 'Fever', 'Infection', and 

'Diarrhea' which were more common in the standard care group ·and ~Ecchymosis', 'Injection site 

hemorrhage' and 'Rash'which were more common in the Clivarine group. 

More patientsin-the,standard care'group reported serious adverse·events(34 patients reported 36·serious 

adverse events) than in the Clivarine group (24 patients reported 26 serious adverse events). Most ofthe , 
events were considered unrelated or unlikely to be related to study medication/standard care by the 

investigator. In the Clivarine group, one serious adverse event was considered definitely related to study 

drug (overdose of Clivarine) and three were considered possibly related (anemia, bleeding at insuflon 

site and from blister under tongue, and oozing at insuflon site). One serious adverse event was 

considered possibly related to standard care (thrombocytopenia and oozing from catheter sites). 

All patients (seven) who withdrew due to adverse events were in the Clivarine group. One of these 

events was considered definitely related to study drug (anxiety) and one was considered possibly related 

(hypochromic anemia); the others were unrelated or unlikejy to be related. 

Two patients died (respiratory distress and disseminated fungal infection) in the Clivarine group and two 

(pneumonia secondary to adenovirus and respiratory failure) in the standard care group. All deaths were 

assessed by the investigator as unrelated to study medication/standard care. 

No notable changes or differences between the treatment groups were seen in the distribution of 

laboratory parameters with the exception of platelets. There was some evidence that the increase in 

platelet count is greater in the standard care group with a mean change of 96.9 (x 1 09/1), 95% CI (54.3, 

139.4) compared to a mean change of32.7 (xl 09/1), 95% CI (-13.7, 79.2) in the Clivarine group. 

More patients (48 out of 91) in the Clivarine group reported at least one bleeding event compared to the 

standard care group (41 out of 95). The time-to-onset of first symptom of bleeding was similar in both 

groups. Only one major bleeding event was recorded which was reported by a patient in the standard 

care group. 
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In this study, the efficacy resultsfor Clivarineand standard'care were similar. There was no statistically 

significant difference between the treatment groups in :the incidenceof VTE, when stratifying for 

country, age or weight. There was also no evidence to suggest a difference in the time-to-event between 

the two treatment groups. 

The tolerability of Clivarine was comparable to that of standard care. There were slightly more bleeding 

events in the Clivarine group compared to the standard care group. In the Clivarine group, one serious 

adverse event was considered definitely related to study' drug (overdose,of Clivarine) and three were 

considered possibly related (anemia, bleeding at insuflon site and from blister under tongue, and oozing 

atinsuflon site). 

Date of report: 08-Aug-OI 
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