بسم الله الرحمن الرحيم
DEAR COLLEAGUES there is NO Need 2 refer 2  da hand out cuz I summaries it plus extra notes da dr said I do my BEST 2 view da information 4 da best understanding  and I put some extra information and picz 4 better understanding JUST I mean mo ma6loba mna I'll notice u enshallah 5lal el sheet wish u'll enjoy it ( 
**ANDROGEN and PROGGESTINS**
REFRESH OUR MEMORY ;)
this all related 2  the physiology of the reproduction system in female and male SO U HAVE 2 KNOW it in GENERAL  

*SERTOLI cell and LEYDING cell are the main cells in male reproduction system .

*ESTROGEN and ANDROGEN are the SEX hormones that available endogenously producing inside the body naturally in different forms :    
ESTROGEN and PROGESTRONE                        ANDROGEN 

*Estradiol  :most potent one                            *Testosterone  

*Estrone 

*Etriol 
*Progesterone 

*** REMEMBER : steroids synthesis mainly in adrenal cortex as mentioned before .

Function of Gonadal Steroids :

· *Govern the development, maturation and nutritional support germ cells (Follicle  in female and sperm in male )
· Promote the capacity for reproduction*
· Control secondary sex characteristics*
· In Women Progestins, help maintain pregnancy*
· PRO-gestation : MAINTAIN  pregnancy KEEP THAT IN MIND XD ***
SUMMERY ***
STEROIDS syntheses what we have 2 know about it !!! 


Pregnenolone 
*Cholesterol 


DESMOLASE 
    THIS IS THE RATE _LIMETING STEP 
RULE of STAR protine is very very important because it control and regulate  the transporte of the Cholesterol from the membrane to mitochondria its very imp. Process occur in the ovary in female and testis in male .

E3ne u have 2 know that the ENZYME response in this step is DESMOLASE (in general group of enzyme 3-15 enzymes and there is several drug initiate the action of this enzyme and as result initiate the process of producing steroids )

PregnenOLONE  Its responsible 4 the syntheses of all other steroids (MOTHER of steroids ) 

FRUIT OF CHOLESTEROL 4 ur information (
U have 2 notice that both male and female PRODUCE  TESOSTERONE in their body and 2 convert it in to Estrogen by the effect of AROMATASE in female  .
Hada ahm she el ba2e da dr JUST read it .
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SUMMERY ***
LH and FSH release by PULSES : 2 maintain NORMAL cons. Of Estrogen and Progesterone inside the body Especially in female 2 maintain the MENESREAL cycle .

• GnRH stimulates anterior pituitary gonadotropes to make LH and FSH

• LH & FSH then stimulate gonads to produce sex steroids (testosterone in males; estradiol in females) and gametes (cell recurred 4 reproduction )
• Sex steroids have negative feedback on both hypothalamus & pituitary (males & females)
• Estradiol has positive feedback in females just prior to ovulation.


Decrease GnRH 
Imp.*** increase Estrogen  

                Increase Androgen                                    Decrease FSH ,LH    

NEGETIVE FEED BACK MECHANISM 
WARNING *** 7ata tfhmha 97 u have 2 know that we deal with different cons. Of estrogen and progesterone during the menstrual cycle 2 summarize it :
*ovulation phase : HIGH cons of ESTROGEN due to HIGH release of LH hormone from the ant.pituatry gland mainly (FSH some time ) POSSITIVE FEED BACK .
*Follicular phase : LOW cons. Of ESTROGEN . 

Krmal hak ka over all SEX hormones  high level of it inhibit the release of GnRH ,LH.FSH BUT BUT during ovulation phase ESTROGEN has POSITIVE FEED BACK by the effect of LH release 2 maintain the pregnancy w hada hwa el rule 4 da SEX HORMONES .

REFRESH **** 2abel el fertilization bbda 3ana el ESTROGEN bl zeada UNTIL THE ovulation occure if there is success FERTLIZATION bzed 3ana el PROGRESTRONE 2 maintain da pregnancy el hormone althe ehe2 el ra7em ll bwe9'a el mo59aba .
LH Function :

· *In females, an acute rise of LH called the LH surge triggers ovulation and development of the corpus luteum. 
*In males, where LH had also been called interstitial cell-stimulating hormone (ICSH), it stimulates Leydig cell production of testosterone.
FSH Function :
· *In both males and females, FSH stimulates the maturation of germ cells.mn MN esmo FOLLICULER STIMULATING H (FOLLECIL :ovum after fertilization )
· *In males, FSH induces Sertoli cells to secrete inhibin and stimulates the formation of sertoli-sertoli tight junctions.
In females, FSH initiates follicular growth, specifically affecting granulosa cells.*
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JUST krmal tfhamo aktr hay el pic (
lets START bl she elle bhmna in pharma 
ESTROGEN :COMPLEX H 
      Paradoxes of Estrogens
reproduction – contraception*
young to mature – older to younger(give estrogen ba3d shwe it'll become more clear )*
carcinogenic – chemotherapeutic (in general )*
Estrogen, “oistros”  (drives mad or causes a frenzy)THAT why female r more emotional NOT more CRAZY :P 

SOURCES OF ESTROGEN :

*   androgens          AROMATASE              estrogens.
*ovarian granulosa cells.
*“extraglandular aromatization” in adipose tissue in fat tissue out side the gland .
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*brain regions.
*placenta. 

     ***  Developmental Actions of Estrogens
-Growth and development of female reproductive tract:


uterus


vagina


fallopian tubes
-Enlargement of breasts
-Female body contour
-Pigmentation of breasts and genital region
THESE r IMPRTANT 4 da 2nd sex charictrstic .

SUMMERY ***

-Estrogen is very imp. 4 maintaining the mneteral cycle in female .

-POSITIVE feed back occure during ovulation phase :high level of Esterdiol 
bind 2 their receptor in the hypothalamus and pituatry gland causing release of LH mainly and as result OVULATION .

Hada ahm she t3rafo w el dr focus on (
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MENOPAUSE 

Women not capable of reproduction any more …….LOW level of Estrogen in the body 
HRT :Hormone Replacing Therapy 

We bring the level of Estrogen and progesterone as it BEFORE menopause .

COMPLICTION                                                                   ALLEVIATION 
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***NOTES : 
-HOT FALSHES :feeling hot (حبات حامية هيك الكبار بسموها )cuz by intermediate or sudden high blood flow in the skin .

****REMEMBER that the alleviation we can consider it as BENEFITTs of Estrogen .

-Estrogen is CV protective usually we notice that women have less CV defect than men and this change after MENOPAUSE they have equal percentage of CV defect .
-AS protection process 2 it decrease LDL and HDL ratio in the blood.

-ANTIOXIDANT : so it remove the radicals that cause ageing .
PREPARATIONS & ADMINISTRATION:

-Oral


Ethinylestradiol 


Conjugated estrogens
are part of HRT 

(DES) Diethylstilbestrol
--Transdermal 

Patches
-Injected

Estradiol esters in oil
-Topical

vaginal cremes 

vaginal rings
***Use of antiestrogen to treat infertility:
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MEMORIEZ IT IN GENERAL just focus that :

CLOMIPHENE is drug that we use when the female is not producing eggs SO we wanna increase production of FSH so INDUCE FERTILITY by SEX H release .

CLOMIPHENE (Clomid): group of drugs
· Selective estrogen receptor modulator (SERM)*** ANTI-Estrogen ***
(mabd2 3amlo eno it bloke the receptor that bind to estrogen in the hypothalamus and pituitary gland SO there is no NEGATIVE feed back SO continuous FSH secretion SO OVULATION SO increase fertility SO  Follicle produce  :)))
· MOA: increases production of gonadotropins by inhibiting negative feedback on the hypothalamus.
·  Induce ovulation in female.
Uses:
·  Infertility in polycystic ovary syndrome 
 ovarian hyperstimulation, in vitro fertilization
REMEMBER *** Possitive feed back occure during OVULATION phase in the menstrual cycle in the female when the Estrogen level is HIGH high  SO we give this DRUG during Follicular phase when the Estrogen level is LOW ***

             *** NOW WE WILL TALK ABOUT PROGESTINS***
-rule:Maintain pregnancy.
_HRT:assiccated with estrogen either estrogen alone or Estrogen +Progestin .
-adminstration:Oral contraceptives.
-imprtant:Menstrual problems
    suppress metalloproteinase activity.
-forms: Progesterone esters:
    MEDROXYPROGESTERONE ACETATE
    NORETHINDRONE
    NORGESTREL
-Antagonist:  MIFEPRISTONE:4 induced the bloke of action of progesterone receptor SO NO PREGNANCY .
***PROGESTERONE USES:
-Supports pregnancy in IVF.
- control persistent anovulatory bleeding to has normal balance of hormones so regulate the menstrual cycle .
-prepare uterine lining in infertility therapy and to support early pregnancy.
-preventing preterm birth in women at risk for preterm birth SO it save time 4 the baby to come out .
- It is being investigated as potentially beneficial in treating multiple sclerosis which is regeneration in the hyaline sheath in the axons of neurons THIS treatment not use yet and study newly appear that it reduce sclerosis effectively . 
***REMEMBER Progesterone MAINTAIN PREGNANCY ***

ORAL CONTRACEPTIVES:
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Base on the CONCEPT OF NEGATIVE FEED BACK

SO no PREGNANCY 

Keep in mind that the most imp.effect that progestins (group of drugs )
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Estrogens


     Progestins 
    Ethinyl estradiol

         Norethindrone 
    Mestranol 


         Norgestrel 




         (5 more) ma bhmona yaaaaay 
Hl2 krmal fhm af9'al n7na hadfna hon NO PREGNANCY e3ne we wanna keep high level of Estrogen and Progrestins ok !!! krmal hak bn36e pills 21 days and 2 make sure 4 30 day I pill each day got it la hl2 …..gd hl2 hadol el 7 dayz that we skip when ??????? logically 7 days after  OVULATION phase that because no fertilization occure and start estrogen and progrestrone level decrese 2 reach the bleeding phase  btmna fhmtoha :))

Formulations
*Combination



*Progestin-only


1) monophasic ( same cons. Of the pill during the all month )

2) biphasic
different cons.during month 

3) triphasic
lower the cons. Of Estrogen during time basic on the phases of menestral cycle in female . 

Potential Benefits of “The Pill”:

-Better menstrual control

dysmenorrhea 

dysfunctional bleeding
-Reduced incidence of sexually transmitted diseases

cervical mucus
-Reduced incidence of uterine or ovarian cancer
-Reduced fibrocystic disease of the breast
-Reduced incidence of rheumatoid arthritis( other benefit rather than CONTRACEPTIVE ).
Drug Interactions:

· The effectiveness of oral contraceptives will be reduced by interaction with drugs that are enzyme inducers EX. Specific type of drug suppresses the metabolism in the first-metabolism site the liver so reduce the effect of the pills .
· Broad spectrum antibiotics may reduce effectiveness or oral contraceptives
That because antibiotics kill the BACTERIA that present naturally in side the GIT that metabolize these ORAL pills .

KRMAL hak some women get pregnant although they take contraceptive pills .

FINALLY I finished (
ASMA2 and OSAMA wish ya enjoy it now ( 

UR COLLEAGE : AYAT AL_KAYED 
When u decide 2 believe in ur self OTHER will 
