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Acute Systemic Toxicity test by intramuscular administration  

with the product “ImplantaOss®” 

 (ISO 10993-11: 2017 Standard) 

 
Report 

Registration No.: TX/25/384. 

 
1. Laboratory identification ……………..... Instituto Valenciano de Microbiología. 

 

2. Client identification ………….………….. COLFEED4Print. 

Address ………………………..………….  Avenida de los Encuartes 19. 

                                                                       Tres Cantos. Madrid. 28760. 

                             
3. Sample identification (information provided by the customer) 

 

• Product name ………………………….. ImplantaOss®. 

• Batch number ………………………….. 20HA-L028. 

• Date of expiration …………………….. Not indicated. 

• Manufacturer / Sample supplier …...….. COLFEED4Print. 

• Storage conditions …………………….. Keep in a dry place, protected from sunlight. 

• Preservative /INCI No ……....………... See TDS. 

• Physicochemical properties …………... See TDS. 

• Active substance/s and its 

concentration/s ……………………….. 

 

See TDS. 

• Type of Medical device ………………. Class III. 

• Product application (form of exposure)   

• The product arrives ready for use …….. Test Bone implant.pure extracts. 

 

 

 

IVAMI is not responsible for customer-supplied information. This information is not 

covered by the ENAC accreditation. 

 

 

 

 

 

 

 

 

 

Instituto Valenciano de Microbiología 

Masía El Romeral 

Ctra. Bétera – San Antonio de Benagéber, Km 0,3 

46117 Bétera (Valencia) 

Tel. 96 169 17 02 

e-mail: ivami@ivami.com 

www.ivami.com 

CIF B-96337217 

Test with the certificate of GLPs  

(Good Laboratory Practices)  

No. 2/25-C.VAL. General Directorate of 

Pharmacy and Medical Devices of the Health 

Department of the Valencian Region. Spain 

mailto:ivami@ivami.com
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4.   Information about sample reception 
 

• Date of reception of the sample ..……... 2025-12-18. 

• Date of reception of the submission 

form with conditions …………………. 

 

2025-12-18. 

• Aspect of the sample received ………... Sample with a grey plastic appearance. 

 
5. Methods of assay and validation 
 

This test is performed according to: 
 

• Internal procedure TOXICOL-5500, according to the ISO 10993-11: 2017 Standard. 

• The extracts of the medical device are obtained according to the ISO 10993-12: 2021 

Standard. Biological evaluation of medical devices —Part 12: Sample preparation and 

reference materials. 

 
6.   Experimental conditions 
 

• Assay period …………………………. From January 9, 2026, to January 16, 2026. 

• Sterile Medical device……………..…. Yes. 

• Sterilization method ……………….…. According to the client's instructions, the 

sample is sterilized in the laboratory before 

extraction with autoclave (121ºC, 1.10 atm, 

20 minutes). 

• The sample requires extraction …….… Yes. 

• Proportion of sample for extraction ...... 3 cm2/mL. 

• Extraction medium ..................…….… Parenteral physiological saline solution 9 g/L 

NaCl and Cottonseed oil. 

• Preparation of the sample for extraction 

(weight, volume) …………………….. 

 

9 cm2 of sample in 3 mL of injectable 

physiological saline solution and 9 cm2 of 

sample in 3 mL of cottonseed oil.    
 

• Extraction method……………………. +37ºC ± 1ºC during 72 hours ± 2 hours under 

stirring.    

• Animals used ………………………… Wistar rats. 

• Animal source ………………………... IVAMI breeding. 

• Number of animal for the assay…….… 10 animals. 

• Number of animals for the control …... 10 animals. 

• Animal maintenance conditions ……... Individual cages, with feed and water supply 

ad-livitum supply, with bed of shavings-

sawdust and natural lighting period. 

• Food administerd …………………….. Standard Laboratory comercial standard diet  

(SAFE). 

• Water suppply ………………….…….. Public drinking water supply. 

• Bed support …………………..………. Poplar wood chips. 
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• Environment temperature (min / max) . Min 17.0ºC / Max 21.6ºC 

• Relative humidity (min / max) .……… Min 47% / Max 60% 

• Light period ………………….………. From 8.00 am to 8 p.m. 

• Animal weight ……………….………. See table 1 to 4. 

• Controls used in the assay ……............ Parenteral physiological saline solution 9 g/L 

NaCl and Cottonseed oil. 

• Inoculation of product extracts ………. Intramuscular. 

• Dosis of assay ………………………... 1 mL/Kg. 

• Volume inoculated …………………… See tables 1 and 2. 

 
7.  Justification for the in vivo assay 

 

Test ordered by the client.  

 
8.  Remarks 

 

The client requests that the assay is carry out on rats, by the intramuscular route. 
 

 

9. Interpretation of results 
 

− According to the ISO 10993-11, if after 72 hours of observation, two or more animals 

die, or behavioral disorders such as seizures or prostration occur in two or more 

animals, or if there is a loss of body weight greater than 10% in three or more animals, 

the product does not meet the test requirements. The same criteria are applied for 

monitoring control animals. 
 

− Clinical signs out of normality during the assay have not been detected during the 

assay, neither with the extracts of the product, nor with the controls. 
 

− Biological reactivity has not been observed in rats treated with the extracts of the 

product or in those used as control. 
 

− Weight loss has not have been produced in animals exposed to the extracts of the test 

sample or in those used as control. 
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10.  Conclusion 

 

The extracts of the medical device “ImplantaOss®”, batch 20HA-L028, does not show 

Acute Systemic Toxicity, after intramuscular administration of extracts of the medical 

device in rats in single dose, when evaluated according to ISO 10993-11: 2017 Standard. 

 

Note: The results obtained correspond to the sample received in the laboratory. 

 

Use of the ENAC mark: The ENAC “mark” can only be used by the holder of the 

accreditation. Its use in packaging, installations, shop windows, advertising or other 

documentation format other than that issued by the accredited entity (IVAMI) is not 

allowed. 

 

Bétera (Valencia), January 16, 2026. 

  

 

 

 

Signed. Asunción Muñoz. 

Responsible Technician             

(Investigator)                        

  

 

 

Quality Assurance Review: 

 

The assay development and the results obtained have been supervised by the Director of the 

study. 

  

The Quality Assurance Director has inspected the development of the assay, proving that has 

been realized following the proper procedure and using the adequate media, materials and 

reagents, following as well the Good Laboratory Practices (GLPs) and the final report 

contains the primary data obtained. 

 

 

 

 

Signed. Estefanía Mollá.  .                           Signed. Silvia Niñerola. 

Responsible for the Laboratory Area                    Technical Direction 

(Study Director)                                                     (Quality Assurance Director) 
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Table 1.- Weight of test and control rats exposed to the polar solvent (NaCl 9 g/L) 

extraction medium before administration and dose applied to each rat, by intramuscular 

route. 

 

Rat No. Weight before inoculation (g) Volume inoculated (mL) 

Test 1 157.4 0.157 

Test 2 149.1 0.149 

Test 3 159.6 0.160 

Test 4 157.5 0.158 

Test 5 173.7 0.174 

Control 1 182.0 0.182 

Control 2 185.2 0.185 

Control 3 178.7 0.179 

Control 4 187.0 0.187 

Control 5 187.7 0.188 

 

 

Table 2.- Weight of test and control rats exposed to the non-polar (cottonseed oil) 

extraction medium before administration and dose applied to each rat, by intramuscular 

route. 

 

Rat No. Weight before inoculation (g) Volume inoculated (mL) 

Test 1 162.3 0.162 

Test 2 177.7  0.178 

Test 3 173.1 0.173 

Test 4 182.1 0.182 

Test 5 162.2 0.162 

Control 1 176.4 0.176 

Control 2 168.7 0.169 

Control 3 174.6 0.175 

Control 4 168.3 0.168 

Control 5 151.8 0.152 
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Table 3.- Relation of rats weight (g) exposed to the extract obtained with the polar 

solvent and of the control rats exposed to the polar solvent (NaCl 9 g/L) at 24, 48 and 72 

hours. 

 

 

Rat No. 

24 hours post-

inoculation 

48 hours post-

inoculation 

72 hours post-

inoculation 

Weight lost in 

grams, >10%? 

YES/NO 

Test 1 164.2 161.5 169.4 0 g No 

Test 2 157.2 155.4 159.2 0 g No 

Test 3 167.3 164.0 172.5 0 g No 

Test 4 161.2 162.7 171.3 0 g No 

Test 5 190.1 190.7 196.8 0 g No 

Control 1 200.2 199.6 208.3 0 g No 

Control 2 195.0 190.3 200.0 0 g No 

Control 3 190.8 192.9 193.8 0 g No 

Control 4 198.0 197.8 199.3 0 g No 

Control 5 200.3 198.5 202.0 0 g No 

 

 

Table 4.- Relation of rats weight (g) exposed to the extract obtained with the non-polar 

solvent extract and the control rats exposed to the non-polar solvent (cottonseed oil) at 

24, 48 and 72 hours. 

 

 

Rat No. 

24 hours post-

inoculation 

48 hours post-

inoculation 

72 hours post-

inoculation 

Weight lost in 

grams, >10%? 

YES/NO 

Test 1 165.5 168.9 174.5 0 g No 

Test 2 190.3 189.5 199.8 0 g No 

Test 3 177.9 175.4 180.5 0 g No 

Test 4 194.5 187.8 193.5 0 g No 

Test 5 170.1 172.1 177.9 0 g No 

Control 1 181.2 178.8 186.0 0 g No 

Control 2 176.7 176.0 182.2 0 g No 

Control 3 176.9 181.2 201.7 0 g No 

Control 4 177.9 174.9 178.6 0 g No 

Control 5 158.6 158.2 160.8 0 g No 
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Tabla 5.- Clinical manifestations in each of the rat inoculated with the polar solvent 

extract (NaCl 9 g/L).  

 

Signs Test 1 Test 2 Test 3 Test 4 Test 5 Observed 

signs 

Respiratory N N N N N - 

Motility activity N N N N N - 

Convulsions N N N N N - 

Reflexes N N N N N - 

Ocular signs N N N N N - 

Cardiovasculars N N N N N - 

Salivation N N N N N - 

Piloerection N N N N N - 

Analgesia N N N N N - 

Muscular tone N N N N N - 

Gastrointestinals N N N N N - 

Cutaneous N N N N N - 

N: negative result (absence of signs); +/++/+++: positive results;  

 

 

Tabla 6.- Clinical manifestations in each of the rat inoculated with the non-polar solvent 

extract (cottonseed oil). 

 

Signs Test 1 Test 2 Test 3 Test 4 Test 5 Observed 

signs 

Respiratory N N N N N - 

Motility activity N N N N N - 

Convulsions N N N N N - 

Reflexes N N N N N - 

Ocular signs N N N N N - 

Cardiovasculars N N N N N - 

Salivation N N N N N - 

Piloerection N N N N N - 

Analgesia N N N N N - 

Muscular tone N N N N N - 

Gastrointestinals N N N N N - 

Cutaneous N N N N N - 

N: negative result (absence of signs); +/++/+++: positive results;  
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Table 7.- Clinical manifestations in each of the inoculated control rat exposed to the 

polar solvent (NaCl 9 g/L). 

 

Signs Control 1 Control 2 Control 3 Control 4 Control 5 Observed 

signs 

Respiratory N N N N N - 

Motility activity N N N N N - 

Convulsions N N N N N - 

Reflexes N N N N N - 

Ocular signs N N N N N - 

Cardiovasculars N N N N N - 

Salivation N N N N N - 

Piloerection N N N N N - 

Analgesia N N N N N - 

Muscular tone N N N N N - 

Gastrointestinals N N N N N - 

Cutaneous N N N N N - 

N: negative result (absence of signs); +/++/+++: positive results;  

 

 

Table 8.- Clinical manifestations in each of the inoculated control rat exposed to the 

non-polar solvent (cottonseed oil). 

 

Signs Control 1 Control 2 Control 3 Control 4 Control 5 Observed 

signs 

Respiratory N N N N N - 

Motility activity N N N N N - 

Convulsions N N N N N - 

Reflexes N N N N N - 

Ocular signs N N N N N - 

Cardiovasculars N N N N N - 

Salivation N N N N N - 

Piloerection N N N N N - 

Analgesia N N N N N - 

Muscular tone N N N N N - 

Gastrointestinals N N N N N - 

Cutaneous N N N N N - 

N: negative result (absence of signs); +/++/+++: positive results;  
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