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Hinnangu kokkuvõte 

 

 

09.10.2018 anti müügiluba Interchemie Werken De Adelaar Eesti veterinaarravimile 

Calmasol-440, 380 mg + 60 mg + 50 mg/1 ml infusioonilahus.   

 

 

Müügiluba taotleti riikliku protseduuri kaudu, mis läbis vastastikuse tunnustamise 

protseduuri (25.09.19), kus viidatavaks riigiks oli Eesti. 

 

 

Tegemist on retseptiravimiga, mida kasutatakse magneesiumi puudusega kaasneva 

ägeda hüpokaltseemilise seisundi raviks. 

 

 

Ravimit Calmasol-440 kasutatakse veistel, sigadel ja lammastel.    

Ravimi Calmasol-440 toimeained on kaltsiumglükonaat süstimiseks, 

magneesiumkloriidheksahüdraat ja boorhape, mis kuuluvad ravimite rühma kaltsiumi 

kombinatsioonid vitamiin D ja/või teiste ainetega. 

 

 

Ravimile anti müügiluba, kuna Calmasol-440 kasutamisest oodatav kasu ületab 

võimalikud riskid. 

 

 

Avalik hinnanguaruanne on leitav järgnevatelt lehekülgedelt. 
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I. INTRODUCTION 
 

Based on the review of the quality, safety and efficacy data, Estonia has granted a 

marketing authorisation for Calmasol-440, solution for infusion, 380 mg + 60 mg + 

50 mg/1 ml from the marketing authorisation holder Interchemie Werken De Adelaar 

Eesti AS.  

 

The product is indicated for the treatment of acute hypocalcemia complicated by 

deficiency of magnesium in cattle, sheep and pigs.  

A comprehensive description of the indications and posology is given in the SPC. 

 

The marketing authorisation has been granted pursuant to Article 13(1), generic 

application of Directive 2001/82/EC. The reference product is Calciveyxol 38, 380 + 

60 + 50 mg/ml, solution for infusion, first authorised in Estonia in 02.06.2000.   

 

Pharmacovigilance 

A version DDPS/2019-07-2 (August 2019) of DDPS was provided by the MAH in the 

original MAA data. The pharmacovigilance system as described by the applicant 

fulfils the requirements and provides adequate evidence that the applicant has the 

services of a qualified person responsible for pharmacovigilance and has the 

necessary means for the notification of any adverse reaction suspected of occurring 

either in the Community or in a third country. 

 
 

II. QUALITY ASPECTS 
 

II.1 Introduction 
 

Calmasol-440 is a solution for infusion, intended for slow intravenous administration 

containing 380 mg + 60 mg + 50 mg/1 ml of calcium gluconate for injection, 

magnesium chloride hexahydrate and boric acid respectively.  

Calmasol-440 contains water for injection as an excipient.  

Calmasol-440 solution is packaged in a white semi-transparent plastic bottle of 500 

ml net volume, sealed with rubber stopper and aluminium “flip-off” cap.  

 

II.2 2.2 Drug Substance 
 

Calcium gluconate for injection 

Calcium gluconate for injection (as monohydrate) is a calcium salt of gluconic acid. It 

is used primarily for the prevention and treatment of calcium deficiency. Calcium is 

essential for the maintenance of the functional integrity of the nervous, muscular and 

skeletal systems, and cell-membrane and capillary permeability. Calcium is also 

important in many enzymatic reactions and is essential to a number of physiologic 

processes including the transmission of nerve impulses, contraction of cardiac, 

smooth and skeletal muscles, renal function, respiration and blood coagulation. 

Calcium also plays a regulatory role in the release and storage of neurotransmitters 

and hormones, in the uptake and binding of amino acids, in cyanocobalamin 

absorption and in gastrin secretion. 
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Calcium gluconate for injection is included in European Pharmacopoeia monograph 

0979 in force. The company refers to valid Certificate of Suitability (CEP). The active 

substance is manufactured in accordance with the principles of good manufacturing 

practice. The active substance specification and analytical procedures are in 

compliance with the current provisions of Ph. Eur. monograph and valid CEP and 

considered adequate to control the quality of the material. Batch analytical data 

demonstrating compliance with the established specification have been provided. 

The packaging materials of the substance are in line with the conditions of the current 

CEP. 

Stability studies under VICH conditions have been conducted and the data provided 

are sufficient to confirm the retest period. 

 

Magnesium chloride hexahydrate 

Magnesium is the fourth most common cation in the body and the second most 

common cation in the intracellular fluids. About 99% of the magnesium in human 

body is intracellular, stored mainly in bone, muscle, and soft tissue, and only 1% is in 

the extracellular space. Magnesium is an essential cofactor in many enzymatic 

reactions involving energy metabolism and nucleic acid synthesis. Magnesium is also 

involved in several processes including hormone receptor binding, gating of calcium 

channels, transmembrane ion flux and regulation of adenylate cyclase, muscle 

contraction, neuronal activity, control of vasomotor tone, cardiac excitability and 

neurotransmitter release. 

Magnesium chloride hexahydrate is included in European Pharmacopoeia monograph 

0402 in force. The company refers to valid Certificate of Suitability (CEP). The active 

substance is manufactured in accordance with the principles of good manufacturing 

practice. The active substance specification and analytical procedures are in 

compliance with the current provisions of Ph. Eur. monograph and valid CEP and 

considered adequate to control the quality of the material. Batch analytical data 

demonstrating compliance with the established specification have been provided. 

The packaging materials and re-test period of the substance are in line with the 

conditions of the current CEP. 

 

Boric acid 

Boron is a necessary element of the cell walls of plants and a trace element in 

mammals. Boron is beneficial for bone growth and maintenance, central nervous 

function, immune and inflammatory response regulation as well as hormone function. 

Boric acid is included in European Pharmacopoeia monograph 0001 in force. The 

company refers to valid Certificate of Suitability (CEP). The active substance is 

manufactured in accordance with the principles of good manufacturing practice. The 

active substance specification and analytical procedures are in compliance with the 

current provisions of Ph. Eur. monograph and valid CEP and considered adequate to 

control the quality of the material. Batch analytical data demonstrating compliance 

with the established specification have been provided. 

The packaging materials and re-test period of the substance are in line with the 

conditions of the current CEP. 
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II.3 Veterinary Medicinal Product 
 

The development of the Calmasol-440 has been described, the choice of excipients is 

justified and their functions explained.  

The information provided with regard to manufacturing process of the veterinary 

medicinal product is considered adequate. Process validation has been carried out and 

the results are satisfactory. The drug product specifications are considered acceptable. 

The analytical methods are described and validated. Batch analysis results have been 

provided and show good quality of the product. 

The product is presented in form of clear, colourless to yellowish brown solution. 

Calmasol-440 solution is packaged in a white semi-transparent plastic bottle of 500 

ml net volume, sealed with rubber stopper and aluminium “flip-off” cap.  

Stability studies of the finished product have been conducted in accordance with the 

VICH guideline. The proposed shelf life of 3 years was accepted. This product does 

not require any special storage conditions.  
 

 

III. SAFETY AND RESIDUE ASPECTS 
 

Since the application is made in accordance with Article 13(1) of Directive 

2001/82/EC as amended, for Calmasol-440 as a generic of the reference product, 

Calciveyxol 38, 380 + 60 + 50 mg/ml, solution for infusion, pharmacological and 

toxicological data are not required. 

The qualitative and quantitative composition of the generic and the reference products 

are the same in terms of active substances and their pharmaceutical form is also the 

same.  

The bioequivalence of the generic product and the reference product was 

demonstrated in accordance with the relating scientific guideline on the conduct of 

bioequivalence studies for veterinary medicinal products (EMA/CVMP/016/00-

Rev.2). 

The generic product and the reference product have identical compositions: they 

contain the same active ingredients and excipient, in the same concentrations. There is 

no excipient in the product formulation that can adversely affect the performance of 

the generic product. Accordingly, the product formulation fully meets criteria for 

bioequivalence. 

The user risk assessment (URA) and environmental risk assessment (ERA) have been 

included in Part III.A.5 and Part III.A.6 of the dossier. 

 

III.1 User Safety 

 

User safety risk assessment is presented in accordance with the most recent user 

safety guideline (EMA/CVMP/543/03-Rev.1). 

As Calmasol-440 has been demonstrated to be bioequivalent with Calciveyxol 38, 

380 + 60 + 50 mg/ml, solution for infusion, potential impact of the active substances 

in respect of user safety will be the same for both the generic and reference product.  

Given the known use of the excipient and its safety profile, it is not expected that the 

excipient will present a hazard to the user.  

Calmasol-440 cannot be administered by the pregnant women, as the exposure of 

boric acid via accidental self-injection may be harmful for unborn child. As boron 
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compounds are classified as toxic to reproduction, Calmasol-440 should not be also 

administered by users of childbearing age, and users trying to conceive. Therefore 

additional sentences were added by the applicant under the section “Special 

precautions to be taken by the person administering the veterinary medicinal product 

to animals” and are adequate to ensure safety to users of the product:  

“This veterinary medicinal product contains boric acid, and should not be 

administered by pregnant women, users of childbearing age, and users trying to 

conceive.”  

„This product can cause slight skin and eye irritation due to the low pH of the product 

formulation.”  

“Avoid contact with skin and eyes.”  

“Wear protective gloves and glasses.”  

“When the product comes into contact with the skin or eyes, rinse immediately with 

water.”  

 

III.2 Ecotoxicity/environmental risk assessment (ERA) 

 

A Phase I environmental risk assessment (ERA) was provided according to the 

CVMP/VICH guidelines.  

 

Phase I: 

The environmental risk assessment can stop in Phase I and no Phase II assessment is 

required because the active substances are natural substances, the use of which will 

not alter the concentration or distribution of the substance in the environment and the 

veterinary medicinal product will be used to treat a small number of animals in a flock 

or herd. 

It can be concluded that the use of Calmasol-440 at the highest dose recommended 

will not pose any hazard for the environment when used according to the 

recommended therapeutic regimen. 

 

III.B Residue documentation 

 

MRLs 

The active substances are all listed in Table I of the Annex to Commission Regulation 

(EU) No 37/2010 and no MRL is required for any of the food producing species. 

 

Withdrawal Periods 

Given the MRL status of each of the substances („no MRL required‟), a zero day 

withdrawal period can be accepted for meat and offal for all the target species and 

zero hours withdrawal period for milk can be accepted for cattle and sheep. 

 

Conclusion 

Since the application was submitted in accordance with Article 13(1) of Directive 

2001/82/EC as amended, for a generic veterinary product, the same withdrawal 

periods as approved for the reference product were established. 
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IV. CLINICAL ASPECTS 
 

As this application is submitted in accordance with Article 13(1) of Directive 

2001/82/EC as amended, for a generic veterinary medicinal product, information on 

the clinical efficacy is not required.  

 

IV.A Pre-Clinical Aspects 

 

Pharmacodynamics 

No data were submitted under this section. Applicant cited the pharmacodynamic data 

for the reference product.  

 

Pharmacokinetics 

No data were submitted under this section. Applicant cited the pharmacokinetic data 

for the reference product.  

 

IV.B Clinical Aspects 

 

Since this application is submitted in accordance with Article 13(1) of Directive 

2001/82/EC as amended, for a generic veterinary medicinal product, information on 

the clinical efficacy is not required.  
  

Conclusion 

As bioequivalence of the generic product Calmasol-440 and the reference veterinary 

medicinal product Calciveyxol 38 is shown, the safety and residue data as well as the 

pre-clinical and clinical trials do not need to be provided for the generic product 

Calmasol-440. 

Based on data provided it is accepted that the use of this product is unlikely to 

represent an unacceptable risk to the animals when used according to the precautions 

stated in the SPC, the efficacy of the product is demonstrated for the reference product 

and consequently applies for generic product Calmasol-440, and therefore the 

benefit/risk ratio is evaluated as positive. 

 

 

V. OVERALL CONCLUSION, BENEFIT/RISK ASSESSMENT 

AND RECOMMENDATION 
 

The data submitted in the dossier demonstrate that when the product is used in 

accordance with the Summary of Product Characteristics, the benefit/risk profile for 

the target species is favourable and the safety of the product for humans and the 

environment is acceptable.  
 

 


