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Since the discovery (1) of the pressor activity of extracts of the posterior 
lobe of the pituitary gland, many laboratories have investigated the frac- 
tionation of the extracts obtained from this gland. The physiological 
potency of various preparations, as well as the methods of fractionation 
employed, have already been reviewed in considerable detail (24). In 
the present paper we report a new method of purification of vasopressin’ 
which has yielded preparations of high potency. A study of the amino 
acid composition of these preparations is also presented. 

Earlier investigations have shown the presence of certain amino acids 
in vasopressin preparations of high potency. In 1933 it was reported 
that a preparation having a potency of 206 units of pressor activity per 
mg. contained a relatively large amount of tyrosine and of sulfur (5). 
Later Irving, Dyer, and du Vigneaud (6), using electrophoretically pu- 
rified material, found that after preliminary purification the tyrosine and 
cystine content increased with the pressor potency. They obtained the 
values 9.9 per cent (tyrosine) and 11.2 per cent (cystine) in their most 
potent preparation (200 units per mg.). Stehle and Frazer (7) described 
preparations having a potency of 200 units per mg. which contained 9.5 
per cent tyrosine, 7.7 per cent cystine, and 8.9 per cent arginine. They 
reported that phenylalanine was lacking in their preparations, and that 
glutamic acid, aspartic acid, and leucine were probably lacking. Later, 
Stehle and Trister (8) reported the presence of proline and isoleucine in 
their preparations and the absence of tryptophan, glycine, histidine, and 
hydroxyproline. More recently Potts and Gallagher (9) reported a prep- 

* The authors wish to express their appreciation to the Lederle Laboratories 
Division, American Cyanamid Company, for a research grant which has aided 
greatly in this investigation. 

t During part of the time that the investigation was in progress, Dr. Turner was 
a Fellow in Cancer Research of the American Cancer Society, sponsored by the 
Committee on Growth of the National Research Council. 

1 The pressor principle of the posterior lobe of the pituitary gland has been vari- 
ously called pitressin, &hypophamine, postlobin-V, and vasopressin. The last of 
these is used in the United States Pharmacopoeia, XIV, 1950, and will be used in 
the present paper. 
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Tubule collecteur 









L-Arg     D-Arg



½  vie plus longue: 90-190 minutes
Augmentation de l’affinité V2
Baisse de l’affinité V1 
Augmente l’activité F VIII et F vW
Desmopressine =MINIRIN®

dDAVP







GLY X3



Terlipressine

Prodrogue de LVP
Peptidase endothéliale
½ vie plasmatique: 240-360 min
Pic 60-120 min
V1 circulation splanchnique
V/C splanchnique
Augmentation de DS Rénal
Diminution de la pression portale
Diminution de la pression dans les VO
GLYPRESSINE ®
HAEMOPRESSIN ®







Alternative aux catécholamines

• Effets délétères des catécholamines





Effet sur les cellules myocardiques

Mann DL, circulation 1992



80-85 vs 65-70 mmHg



80-85 vs 65-70 mmHg



Modulation de la synthèse des IL par les macrophages

Modèles animaux péritonites 

Muthu K, J Neuroimmunol 2005



Capacité de phagocytose des PNN

(Noradrénaline)

Wenisch C, Clin Diag lab immunol 1996



Prolifération bactérienne

Freestone PPE, FEMS microbiol 2007 

Freestone PPE, J Bacteriol 2000 

transferrine

lactoferrine

Bactéries



Pneumocoque

Gènes de virulence

Biofilm



Etude restrospective



Alternative aux catécholamines

•Choc réfractaire



Choc réfractaire: désensibilisation des récepteurs

Désensibilisation homologue

Beta–arrestine
clathrine

Internalisation 



Post cardiotomie (40%)
SIRS (30%)
Choc septique (30%)
NA>0,5 ug/kg/min
Swann-Ganz

Choc vasoplégique résistant
aux catécholamines









27 centres
Canada
Australie
US

Choc septique sous NA

AVP 0,01 à 0,03 UI/ minNA 5 à 15 ug/min





•Petites doses (max 0,03UI/min)

•Début tardif



Etude post hoc VASST



Catégorie « RISK »



Post hoc VASST



Vasopressine
Vasopressine

NA

NA

P=0,002 P=0,002



18 Hôpitaux UK



AVP max 0,06 UI/min
ou
NA max 12ug/min

puis

PAM 65-75mmHg

HSHC 50 mg/6h
Ou 
Placebo

Choc septique

AVP +HSHC AVP +Placebo NA + PlaceboNA +HSHC





Choc septique

•Pas d’intérêt clairement démontré de remplacer la 
NA par l’AVP ou de rajouter de l’AVP à la NA
•sur le pronostic du choc septique



0,01 UI/min (0,6 UI/h)
à 0,03  UI /min (1,8 UI/h)

40 IU /2ml dans 48 ml
0,8 UI/ml

AMM 31 mai 2018

Hypotension réfractaire consécutive à  un choc septique
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Choc vasoplégique post cardiotomie (CABG ou valve)
PAM<65 mmHg malgré remplissage
CI>2,2 l/min/m2 End-point composite:

Mortalité à 30 jours + complications majeurs



0,01 à 0,06 UI/min10 à 60 ug/min



peropératoire
Adrénaline

Dobutamine

Ø 60 % des patients avec I+
Ø Durée médiane >24h







Adjonction systémique d’AVP  à la NA Choc cardiogénique avec vasoplégie réfractaire



Autre intérêt hémodynamique?



Wallace AW, Am J Physiol 1989



Wallace AW, Am J Physiol 1989



Poumon isolé

Walker BR, Am J Physiol 1989



Rat en hypoxie (FiO2=3%)

AVP

Contrôle

Walker BR, Am J Physiol 1989



Rat en hypoxie (FiO2=3%)

AVP

Contrôle

Walker BR, Am J Physiol 1989



Inhibiteur NOS

Inhibiteur NOS + excès de substrat

Am J



Conclusion

• Choc cardiogénique?
• Prévention IRA  et AC/FA/ choc post cardiotomie?
• Choc avec Dysfonction VD  aigüe + HTAP?

• Pas de preuve de l’intérêt sur le pronostic du choc septique



Merci pour votre attention


