+ Ca* Inhibiteurs
calciques

Lacinova Gen Physiol Biophys. 2005



Les medicaments agissant sur la
guanylate cyclase
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Stimulateurs de la

Inhibiteurs de phospho-
diesterases de type V

GIMEC \Métabolites/

1 Inactifs .



Deériveés

nitres \ NO

Stimulateurs de la
GCs

Activateurs de laGCs

\_// GTP GMPc S~ Métabolites /

1 inactifs &



sGC : Une cible, deux classes de
moléecules

GCs
Cinaciguat ( YC-1
BAY 41-8543
BAY 60-2770 \ *2 &
| Activateurs'de .\;EI(.d AQ BAY 41-2212
Ataciguat la GCs | / Riociguat
S-3448 Ve A-350619
CFM 1571

Evgenov; Nature Reviews. Drug Discovery.; 2006






Acetazolamide
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Acetazo-
lamide

Ritchie et al, Journal of
Travel Medicine 2012

Aep/BwQgz

Aep/Bwog

Aep/Bwipg

Test for influence of
moderator (dose)

First Author and Year

No. of Cases/Total
Placebo Acetazol.

Relative Risk [95% CI]

z=-0.93,P=0.35

Relative Risk (log scale)

Gertsch, 2010 18/65  18/97 0.67[0.38, 1.19]
Tissot van Patot, 2008 10/22 3/22 : 0.30[0.10,094)
Basnyat, 2006 27/53  14/58 — 0.47 [0.28 , 0.80 ]
Hillenbrand, 2006 6/54  7/55 1.15[0.41,3.19)
Basnyat, 2003 2081 974 . 0.49[0.24,1.01]
Ellsworth, 1991 48 3/8 : 0.75[0.24 , 2.33 ]
RE Model — 0.57 [0.42,0.77 ]
Basnyat, 2011 13/64 10/95 »—-—x« 052[0.24 ,111]
Basnyat, 2008 38/177 191187 — - 0.47[0.28 ,0.79 ]
Moraga, 2007 712 612 ——— 0.86[0.41,1.80]
Chow, 2005 12120 6120 — 0.50(0.23,1.07]
Gertsch, 2004 401119 141118 —.— 0.35[020,061]
Zell, 1988 3/8 177 : 0.38[0.05,2.88)
Hackett, 1976 19149 17/71 ——— 0.62[0.36, 1.06 ]
RE Model - 0.51[0.40, 0.66 ]
Subudhi, 2011 6/20 1/20 : 0.17[0.02,1.26 ]
Basnyat, 2006 27/53  14/68 —.— 0.40[0.24,069]
Ellsworth, 1987 11/15 8/15 -—.— 0.73[0.41,1.28]
Larson, 1982 20/30  5/29 —.-— 0.26[0.11,0.60]
RE Model —_— 0.42[0.25,0.72]
Test for heterogeneity: ~ Q = 14.52, P = 0.49 T i
2= 0%
0.05 0.25 1.00 4.00



Acetazolamide

« Paresthésies : 30-90 %
* Polyurie 8-55 %
* Nauseées 20 %

-> intérét d'un test prealable

Low et al., BMJ 2012
Ellsworth et al, Am J Med 1987






In the Zzz zone: effect of z-drugs

Tmax | “2vie | Tolérance, Effets sur les
dépendance fonctions
cognitives

Zolpidem  Stilnox®, 5-10 mg -2 rare +/-,
géneriques dose dépendants
Hallucinations,
amnesie,
parasomnie
Zopiclone Imovane®, 3,75-75 15-2h 5-6h rare i
géneriques mg dose dépendants

Gunja N. J Med Toxicol 2013;9(2):163-71
Goodman & Gilman’s Pharmacol Basis of therapeutics 2011



FDA Drug Safety Communication: Risk of next-morning impairment after use of
insomnia drugs; FDA requires lower recommended doses for certain drugs
containing zolpidem [1-10-2013]

U.S. Food and Drug Administration
VAN

Protecting and Promoting Your Health
Zolpidem Dosing Recommendations for Adults (Non-Elderly)

Dosing recommendations in current FDA’s proposed new dosing
drug label for zolpidem recommendations for zolpidem
Ambien, Edluar, Zolpimist Men and Women: Women:
10 mg once daily, immediately before 5 mg once daily, immediately before
bedtime bedtime
Men:

5 or 10 mg once daily, immediately
before bedtime






