
Obesity Drugs


Agents proven to be effective in obesity


Appetite suppresents


( Sibutramine (Meridia()): MOA - satiety enhancer via blockade of serotonin and  norepinephrine reuptake in CNS


( Phentermine (Fastin®, Ionamin®):. MOA - affecting catecholamine release and/or mimicking catecholamines at peripheral and central sites.  Effects to both energy expenditure and feeding signals.


Nutrient Absorption Inhibitor 


( Orlistat (Xenical(): pancreatic and gastric lipases required for hydrolysis of TG to FFAs and and monoacylglycerols for absorp by intestines. potently inhibits both lipases (func. irrev.) (limiting hydrolysis & therefore absorption of dietary fats, causing their excretion.  


Agents known to cause Iatrogenic weight gain


( Glucocorticoids: Impair glucose tolerance and cause weight gain; High use( Major contributor to iatrogenic weight gain.


( Gliburide: Insulinotropic drug; 2nd generation Sulfonylurea


( Antihypertensives – Propranolol: Beta adrenergic antagonist that enter CNS


( CNS medications – Amitriptyline:  Tricyclic antidepressant; appetite stim. & wt. gain prop. to intensity of sedation. Major contributor to iatrogenic weight gain.


�
MOA�
Adverse effects�
Contraindications�
Drug-Drug interactions�
�
Sibutramine (Meridia()) �
See MOA above for all drugs�
CNS


Cardiovascular�
renal impairment, hepatic dysfunction, uncontrolled hypertension, patients with Hx of CAD, CHF, arrhythmias, stroke�
SSRI (like fluoxetine); MAOI; Cyt P450 inhib (ketonazole, Cipro); sympathomimetics.�
�
Phentermine (Fastin®, Ionamin®)�
Sympathomimetic (Nonamphetamine)�
dry mouth, sleep interference, agitation, hypertension, tachycardia�
�
�
�
Orlistat (Xenical()�
Pancreatic/gastric lipase inhibitor�
Malabsorp of hydrophobic Vit; rectal incontinece, oily stools�
Pregnant/nursing wmn; kids, older adults; ppl w/ food absorp prbl�
Hydrophob. Vit. malabsorp (esp., A, D, E and (-carotene)�
�






Pharmacology of the Uterus


Oxytocic drugs: Cause uterine contractions�
Tocolytic drugs : Stop or delay premature labor�
�
Oxytoxin: ( Uterine sens. (rec. #) during preg; insen. in nonpreg. or early preg.


Prostaglandins: Effective early & late preg 


     - Dinoprostone (Prostaglandin E2)


(     - Carboprost (15-methyl Prostaglandin 


        F2 Hemabate() 


     - Misoprosol (Prostaglandin E1, Cytotec() 


Ergot alkaloids	


     - Ergonovine (Ergotrate() �
2 adrenergic agonists 


     - Ritodrine (Yutopar() 


     - Terbutaline (Brethine(, Bricanyl() 


Magnesium sulfate  


Prostaglandin inhibitors 


     - Indomethacin (Indocin() Note: aspirin less potent in uterus


Calcium antagonists 


     - Nifedipine (Procardia() �
�
  �
MOA�
Axn Site�
Use�
Dist.


Elim�
Adverse�
Contraind�
�
Oxytoxin: 1) Pregnant uterus ( (contrac [Nonpregnant ( little effect]; 2) Vasc. smooth m. - complex response: @ high doses( transient relaxation with reflex tach., later ( BP; but also( vasoconst. in uterine vessels          �
1) Management of spontaneous abortions; 2) Induction and augmentation of labor; 3) Control postpartum bleeding; 4)Aid to lactation  (milk-let-down)�
�
Due to excessive contractions�
Disprop./obstr. of uterus by tumors; grand multiparity (risk uterine rupture); C-section; abnormalities of uterus; Maternal exhaustion; Fetal distress; Abn. fetal position; Placenta previa�
�
Dinoprostone�
�
1) Termination of first trimester pregnancy


2)  Postpartum hemorrhage


3)  Cervical ripening�
�
�
Acute pelvic inflamm. dz; Active heart, lungs, kidneys or liver dz; Hx of asthma, BP prb, diabetes or uterine scarring.�
�
Carboprost�
�
�
�
�
�
�
Misoprosol�
�
�
�
�
�
�
Ergot alkaloids:


Ergonovine:





( force and length of contraction - high dose leads to sustained contraction�
uterus CNS


 vasculature -a & v�
1. Postpartum or postabortion bleeding   


2.  not used to induce labor - due to stillbirths�
�
Hypertension (with IV dministration)�
Hypertension;  Induction of labor; Presence or threat of spontaneous abortion�
�
2 agonists: Ritodrine 


Terbutaline�
�
�
premature labor and dysmenorrhea�
�
M pulmonary edema; M & F (HR; M hypotension; Hyperglycemia�
(pre) eclampsia; Hemorr; Chorioamnionitis; hrt dz; Gest. < 20 wk; M w/ hypthyr or Type I�
�
Magnesium sulfate  �
Comp. w/ Ca ion, Suppresses nerve impulses to uterine smooth m. & ( [Ca2+]i in myometrium  �
�
control seizures assoc. w/ eclampsia or preeclampsia  �
�
Renal function�
�
�
Indomethacin�
�
�
premature labor and dysmenorrhea�
�
(Maternal: GI, (bleeding time) (Fetal: premature closure of ductus arteriosus, pulm. hypertension & hemorr. diathesis (= predis. to ab. hemostatsis)�
�
Nifedipine�
blocks Ca+ entry/ uterine smooth m. �
�
        “      “�
�
hypotension, tachycardia, flushing, potentiation cardio-depressive effects�
�
�









