هذه المذكرة عبارة عن سلايدات الدكتورة كاملة + ملاحظات مهمة ذكرتها الدكتورة 
Gooooood luck و يااارب كلنا Full marks
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دعواتكم بإذن الله ستكون سبب في استمرار عطائنا فلا تحرمونا
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هذي آخر ملزمة فارما نتمنى من أعماق قلوبنا أنكم استفدتوا من المحاضرات اللي كتبناها و وجدتو فيها المتعة و الفائدة ( أهممممممم شيء أنكم تدعون لنا من قلب سامحونا لو فيه أي غلط لأننا بذلنا قصارى جهدنا و ياارب كلنا فل ماركز ....... 
* Drugs producing utrine contraction & relaxation:
* Drugs producing utrine contraction:
1-oxytocin.

2-ergot alkaloids:

   a-ergometrine.

   b-ergonovine

3-prostaglandins

    a-PGE2

    b-PGF2

    cPGF2α.
*drugs producing utrine relaxion:

1- β-adrenoceptor agonists:
    a-ritodine
    b-salbutamol.

    c-terbutaline
    d-isoxuprenalline.
    e- orciprenalline.

 2- magnesium sulphate.

 3- calcium channel blocking agent:

    a-Nifidipine.
    b-Nicardipine.

    c-verapamil.

4-prostaglandin inhibitors (NSAIDs):
    a- asprin.

    b-indomethacin

    c- naproxen

    d- ibuprofen

OXYTOCIN:
Synthesis:

-it is nona peptide , synthesized in hypothalamus and released from posterior pituitary gland
N.B: nona peptide is chemical circular structure has s-s bonds ( reaction of s-s bonds may inactive oxytocin. 
-it may be synthesized in very minute quantities at leutal cells of ovary , uterus and fetal membrane

-oxytocin secretion occurs by sensory stimulation from cervix , vagina ,and from suckling at breast
Mechanism of action:

The interaction of endogenous or administered oxytocin , with myometrial cell membrane receptor promotes the influx of Ca++ from extracellular fluid and from cytoplasmic reticulum to the cell , this increase in cytoplasmic calcium , stimulates uterine contraction by activation of myosin light chain kinase

Physiological role of oxytocin::

Uterus: 

-it stimulates both the frequency and amplitude of uterine contractility , these are highly dependent on estrogen.
-these contractions resemble the normal physiological contractions of uterus (contractions followed by relaxation)

-progesterone antagonizes it.
-immature uterus (non pregnant or in early pregnancy) is resistant to oxytocin.
-uterus at term is more sensitive to oxytocin than early pregnancy  ( in early pregnancy less effective( need more dose (more side effects)
-sensitivity increases to 8 fold in last 9 weeks and 30 times in early labor. (so, to be useful give her oxytocin at  late pregnancy).
-clinically oxytocin is given only when uterine cervix is soft and appropriately dilated
(N.B: oxytocin depend on concentration of estrogen, so  (month of pregnancy ((estrogen (( sensitivity of oxytocin ( induce labor) 
( the normal physiological uterine contraction is not continuous            
 but  between the contraction is relaxation)      
                  (وكل ما قصرت فترة الانقباضات كل ما قربت الولادة ) 


                                                1- Softness of cervix 
علامات الولادة  
                                         2-dilated cervix 1 finger (
                                                        تختلف هذي العلامة على حسب إذا كانت الولادة الأولى و لا كان عندها عيال 
                                                    اللي فهمته إن الولادة الأولى الطلق طويل فيها – فالله يعينكم(


فيه ملاحظة قالتها العنود انه بما ان هذا الدواء تأثيره قليل على الحامل في الشهور الأول معناها انه ما يستخدم بشكل أساسي في الإجهاض( ...


Effects on breast: (less used) 
-stimulation of breast by suckling or mechanical manipulation induces oxytocin secretion , causing contraction of myoepithelium surrounding aeroler channels and hence ejection of milk
Pharmacokinetics of oxytocin:

Absorption , metabolism and excretion
-not effective orally

-administrated IV, infusion

-not bound to plasma proteins

-catabolized by liver , excreted through kidney

-half life =5 minutes

Therapeutic uses:
1.induction of labor (mainly)
2.post partum uterine hemorrhage  (mainly)
3.impaired milk ejection (not common)

(طبعا مو كل الحريم لما يولدون يحتاجونه بس لما تتعسر الولادة لا سمح الله1.induction of labor: (
a) premature rupture of membranes

(في هذي الحالة ينزل  amniotic fluidفالأحسن إنها تنام وترفع رجليها عشان يقلل تنزيل السائل).
b)intrauterine growth retardation

(N.B: may be because O2 deficiency ).

c) placental insufficiency as in (diabetes , pre-eclampcia)

(N.B: pre-eclampcia means convulsions may be b/c hypertension) 

d)uterine inertia

(يعني ما تحس بأي شيء نحتاج نعطيها طلق صناعي)

e)incomplete abortion (e.g. for placenta)

(N.B: important it does not induce abortion  ONLY it is used in incomplete abortion  )

f)post maturity

dosage:
1-  slow IV infusion 1-2 u/min then increase to 5-30 u/min in labor & post mature  
نبدأ بجرعة قليلة ثم نزيدها
note: if a dose of 30-40 u fail to initiate uterine contraction , higher rate will also fail b/c pt may has resistant to the drug so try another one
2.postpartum uterine hemorrhage ::
Dosage: slow IV injection 5 units followed by IV infusion of 5-200 in severe cases

3.impaired milk ejection (not common)

Dosage: one puff in each nostril 2-3 before nursing

طبعا بس تعرفين route of administration  لكن الجرعة غير مطلوبة
Side effects:
a- Maternal death

b- uterine rupture

c- fetal death

d- water intoxication as it has weak anti-diuretic effect

e- neonatal jaundice

f- hypertension (due to water retention)

g- hypotension (due to vasodilatory effect)

Contraindications: in:

a)hypersensivity

b)prematurity
يعني ما تستعجليش و تعطينوه قبل ال full term

c)placental abnormalities e.g. placenta praevia (descending of the placenta before the fetus)
(نزول placenta أول ممكن يعمل bleeding  أو fetal distressبسبب نقص O2 )

d) abnormal positioning of the fetus  
العملية القيصرية أحسن بدل ما نعرض الطفل للخطر
e) cephalopelvic disproportion (mafy tanasoq ben 7ajm el ras 
ممكن نعمل قيصرية أحسنwel cervix) 
f)incompletely dilated cervix

g)trauma to mother and fetus
h)compromised fetal oxygenation

precautions: 
>(relative )strict to doctor opinion
a)previous uterine surgery

b)multiple pregnancy

c)hypertension ( may have eclampcia or pre eclampcia.
ERGOT ALKALOIDS
-ergometine (used in UK)

-ergonovine (used in US)

-dihydroergotamin

-dihydroergometrine

-alkaloid derivatives induce TETANIC CONTRACTION of uterus without relaxing in between. these doesn’t resemble the normal physiological contractions
-it causes contractions of uterus as a whole i.e fundus and cervix

(N.B: oxytocin only effects on the body)

Pharmacokinetics:
Absorption , fate , and excretion

-oral administration results undetectable systemic drug concentration.
-caffeine improves its absorption.
-bioavailability of rectal suppositories is greater.
-metabolized extensively in liver .
-90% metabolites are excreted in bile.
-duration of action 24 hrs (long).
-ergonovine and methylergonovine are rapidly absorbed after oral administration.
-ergonovine 10 fold more plasma concentration than ergometrine.
-metablolism and elimination more rapid than ergometrine
Effects on uterus:

Increases the motor activity:
1-with small dose: force and frequency of contraction increases followed by normal relaxation.(there is special indication for small dose BUT we usually use the large dose)
2-with larger doses increased and sustained contraction occurs
3-vasoconstriction (direct action or α-agonist effect)

Therapeutic uses:
Post partum hemorrhage , administrated immediately postpartum to obtain marked uterine response b/c its good V.C
Unwanted effects:
a) Hypertension.

b) vasoconstriction of peripheral blood vessels (toes & fingers) (gangrene
c) headache.

d) angina.

e) nausea.

f) vomiting.
Contraindications:
a) 1st and 2nd stage of labor.

b) peripheral vascular disease.

c) impaired hepatic((الأهم and renal functions
Precautions: ( general for all ergots)
a) Cardiac disease
b) Hypertension.
c) multiple pregnancy(b/c rupture may happen).
PROSTAGLANDIS
Mechanism of action:

-They are significantly synthesized in endometrium and myometrium
-they cause contraction of both the non-pregnant and pregnant uterus , but sensitivity increases with gestation ( induce abortion.
-they play significant role in dysmenorrhea and menorrhagia
-they promote a series of coordination contraction of body of organ along with relaxation of cervix
-increase uterine tone
-can expel uterine content in early pregnancy(induce abortion) ( if we want it to induce labor we have to give it at late labor when the cervix is opened
(N.B: mesoprostol+ profen is used to treat gastritis BUT b/c its misuse as inducer of abortion it is withdrawn from market  )
Therapeutic uses:

1.induction of abortion
2.induction and augmentation of labor

3.post partum hemorrhage

1. for induction of abortion 
*it is used at least in the 2nd trimester of 
(لأن بعد كذا يصير laborمو abortion  pregnancy(
*for this purpose it can be administered IV , extra-amniotic and vaginal

*initiation to abortion time is 12 to 23 hours (mean 16 hours)

2.for induction and augmentation of labor

 administration as vaginal tablets and vaginal jell
3.in post partum hemorrhage

it is administrated by IV infusion

DINOPROSTONE:
A synthetic preparation (PGE2) is administrated vaginally for oxytocic use for inducing abortion , missed abortion(incomplete abortion) , repining (soft & relax) of cervix and for induction of labor.
-it can stimulates the uterine contraction throughout pregnancy.
-directly affects the collagenase of the cervix , increases proteoglycan resulting in softening of cervix.
-it is metabolized in local tissues and on 1st pass through lungs (about 95%)MCQ

-metabolites excreted in urine.
-plasma t1/2 is 2.5-5 min.
 preparation of dinoprostone:
induction of labor ( available as jell or as controlled release formulation- 
-for  aborticacient purposes recommended dose is 20 mg vaginal suppository repeated after 3-5 hours.
-for softening of the cervix at term single vaginal insert or jell is administered every 6 hours.
Side effects: (for general prostaglandin).
a) Nausea, Vomiting
b) abdominal pain.
c) Diarrhea
d) bronchospasm (constriction)
e) flushing (V.D)
f) hypo/hypertension
g) syncope (hypotention).
Contraindications:

         (زي أي مشكلة في (pelvis  -Mechanical obstruction to delivery.   
) نلجأ للقيصرية)-fetal distress.    

 - predisposition to uterine rupture

  (N.B: here do not use any drug cause contraction of uterus)
Precautions:
a) Asthma(b/c bronchospasm).

b)  multiple pregnancy لأن جدار الرحم رقيق
c) glaucoma(b/c it is I.O.P).

d) uterine rupture. 
( ملاحظه قد يكون rupture  مجرد  tearفقط  وقد يكون خطير وأهم شيء أنه أول ما توصل الشهر التاسع نسوي لها 
induction of labor  )
Clinical uses of uterine contracting drugs:

1.induction of labor

Oxytocin.>>> IV infusion

Dinoprostone>>vaginal jell
2.postpartum hemorrhage:
oxytocin , ergometine , or both together
3.Therapeutic abortion:

Dinoprostone : 2nd trimester in the form of vaginal jell

Gemiprostone: before 63 days.
UTERINE RELAXANTS:

b-adrenoceptor agonists:
mechanism of action:
bind to (-adrenoceptors ( activate enzyme adenylate cyclase ( increase in the level of cAMP occurs which reduce intracellular calcium level and decrease the level of sensitivity of actin myosin contractile unit.
side effects:

-nervousness 
- headache 

- nausea 

-vomiting 

- flushing
- sweating 

- tremors 

-tachycardia

-arrhythmia 

- hypotension 

- hyperglycemia 

- hypokalemia
uses:

to prevent premature labor

CALCIUM CHANNEL ANTAGONISTS

-Causes relaxation of myometrium "decrease Ca+ influx ( decrease the activation of myosin"
-markedly inhibits the amplitude of spontaneous and oxytocin-induced contractions

Clinical uses:
To delay or prevent preterm labor
Side effects:

-constipation 

- hypotension 

-bradycardia with diltiazim 

- headache

-ankle edema 
- flushing VD
-wheezing 

- tachycardia with dihydrophiridine

MAGNESIUM SULPHATE
Mechanism of actions:

-it competes with calcium for entry in sarcoplasmic reticulum

 "Causes depletion of Ca+ from its stores"

-higher doses are required to inhibit contractions

Unwanted effects:

-inhibition of cardiac contraction
-inhibition of neuromuscular transmission

-respiratory depression

-cardiac arrest

-hypotension

-paralytic ileus (most common complain)
-pulmonary edema

-neonatal hypotonia

-drowsiness

*it is administrated by IV only (IMP)
PROSTAGLANDIN SYNTHETIC INHIBITORS:

-The depletion of prostaglandins prevent stimulation of uterus

- inhibit cycloxygenase enzyme"non-selective cox1 , cox2"
-Aspirin

-Indomethacin ,others 

Panadol inhibits PG centrally , not affective in dymenorrhea (pain) unlike others which has beneficial effect.
Adverse effects:

Anorexia -

- nausea 

 -vomiting 

- hemorrhage 

- ulceration  " not taken on empty stomach " 

- premature closure of ductus arteriosus " esp PGE1"
خلصنا من آخر محاضرة فارما الحمممممممد لله و عقبال ما تخلص السنة على خير
(((((((((((((((((((((((((((((( 

لا تنسونا من خالص دعائكم ,,,

