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Tail-bleeding  
Warm the mouse and place it in a restraining tube. (Do not attempt to 
increase blood flow by rubbing the tail from the base to the tip, as this will 
result in leukocytosis (increased white blood cell count)). 
Using a scalpel, straight edge razor, or sharp scissors, quickly nick the tail 
vein. If indicated, cut no more than 5mm of tail-end instead (for example when 
repeated bleeding is necessary). Collect blood in a capillary tube as drops 
appear and collect up to 80 ul of blood into a microcentrifuge tube containing 
a drop of Heparin sulfate (10.000 USP). Apply pressure to stop the bleeding. 
(When several samples are needed within a short time period, the original 
wound can be reopened by removing the clot)  
 
Sublingual bleeding (when larger volumes are needed, around 300 µl) 
For blood collection, animals are anaesthetized with 3% isoflurane 
anaesthesia (ForeneTM, Abbott Laboratories SA, Switzerland, oxygen flow rate 
of 4 l/min). The mouse is picked up by a technician, and then, the neck skin is 
grasped in order to assure a partial congestion of the jugular and lingual 
veins. The animal is brought into a supine position. A second person extends 
the tongue by picking it up between the thumb and a cotton bud. The thick 
caudal part of the left V. sublingualis is punctured with a 24-gauge (24G x 1''; 
0.55 x 0.25 mm) hypodermic needle. The animal is turned in a ventral position 
and held horizontally above the micro blood collection tube. A target volume of 
300 µl from every mouse is set to be collected. In order to stop the blood flow, 
the animal's neck skin is released. The mouth is cleaned with a dry cotton bud 
to remove any remaining blood. The blood collection lasts only 20–30 s. 

 
Blood collections from Vena saphena 
The conscious mouse is restrained in a 50 ml Falcon tube with air holes 
drilled in its tip to ensure proper air accessibility and breathing. The hind leg is 
extended and fixed firmly by applying gentle pressure immediately above the 
knee joint with the same hand holding the restraining tube. The hair of 
puncture side is removed by electric shaving. Disinfect the puncture site with 
70% ethanol and a piece of gauze. Make sure that the puncture  
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side dried well afterwards, for example by wiping it with another piece of 
gauze. Blood collection can be improved by slightly warming the leg of the 
mouse 5 to 10 seconds under a heat lamp.  
Puncture the V. saphena with a 18 to 26 gauge needle. Collect the blood 
drops into appropriate blood collection tubes. Stop the bleeding by gentle 
compression with a gauze compress.  
§ This method will be used for repetitive blood collections over at least 6 

weeks, usually taking blood samples once a week (at least six times 
repetitive blood drawing). Blood can also be sampled on three consecutive 
time points like day-1, 18 hours post manipulation and on the day after or 
e.g. on day 1, day 2 and day 3 followed by weekly blood samplings over at 
least six weeks and keeping the maximum blood volume of 20% of the 
smaller total blood volume in 14 days. 

§ If this method is used repetitively, one should try to alternate between the 
left and right leg in between sequent blood samplings. 

§ The maximum of blood volume one is allowed to draw at once respectively 
within 14 days should not exceed 20% of the smaller estimated total blood 
volume (e.g. total blood volume of mice: 70-80ml per kg body weight 
4results in 1.4-1.6ml total blood volume for a 20g mouse 420% of 1.4ml 
tot. blood vol. results in a maximum of 280ul of blood for sampling at once 
respectively within 14 days). 

 
Blood collections from the tail vein by puncture or vein nicking 
Gently warm the mouse under a heat lamp and place it in a restraining tube. 
Disinfect the puncture side (middle 1/3 of the tail) with 70% ethanol. Make 
sure that the puncture side dried well afterwards, for example by wiping it with 
another piece of gauze. Place a 22 to 23 gauge needle into the tail vein. Collect the 
blood drops into appropriate blood collection tubes. Blood can also be taken 
intravenously with U-100 0.5ml insulin syringes by aspirating very slow 
directly from the vein. For collecting blood by tail vein nicking, quickly nick the 
vein with a scalpel blade or razor blade and collect blood into microcentrifuge 
tubes. Apply slight pressure to stop the bleeding. 
§ These methods will be used for repetitive blood collections over at least 6 

weeks, usually taking blood samples once a week (at least six times 
repetitive blood drawing). Blood can also be sampled on three consecutive 
time points like day-1, 18 hours post manipulation and on the day after or 
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e.g. on day 1, day 2 and day 3 followed by weekly blood samplings over at 
least six weeks and keeping the maximum blood volume of 20% of the 
smaller total blood volume in 14 days. 

§ Alternate sides/veins of the tail should be used and successive needle 
punctures/nicks moved towards the tail base 

§ The maximum of blood volume one is allowed to draw at once respectively 
within 14 days should not exceed 20% of the smaller estimated total blood 
volume (e.g. total blood volume of mice: 70-80ml per kg body weight 
4results in 1.4-1.6ml total blood volume for a 20g mouse 420% of 1.4ml 
tot. blood vol. results in a maximum of 280ul of blood for sampling at once 
respectively within 14 days). 

 
 
References, literature and protocols: 
[1] Donovan, J. and Brown, P. 2005. Blood Collection. Current Protocols in 

Neuroscience. A.4G.1–A.4E.1. 
[2] www.gv-solas.de 
[3] www.nc3rs.org.uk 
[4] www.ltk.uzh.ch 
[5] www.cmhd.ca 
 


