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THE MENOPAUSE: __ 
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ee When distressing menopausal 
. symptoms respond to effective 

treatment. 

my FLUSHES AND SWEATS: PE 
elt | =e CAN THE PATIENT COPE? For some women of oad 7 : 7 

oi im g Ea menopausal age, the predominant symptom of wo iy teed 
wo Ss Ab }. ££ estrogen deficiency is the vasomotor flush, often ~ a 
al Ce € accompanied by drenching sweats. f neta 

f Y » * \ f =6- When these symptoms are moderate to severe and Let y pf, 
ee Fe exceed the patient's ability to cope, estrogen replace- — 5 

es | i F ment with PREMARIN (Conjugated Estrogens ao 4 
: ! i a lablets, U.S.P.) usually produces a marked reduction _ S 

5 . | bea in the frequency and severity of vasomotor symp- J ~— 
4} J i 5 toms during the period of physiologic adjustment. : a 

P. WKAY My ATROPHIC VAGINITIS: ae 
@> \ Xe ea THE SYMPTOM TO LOOK FOR. Atrophic vaginitis, eS 

eee ee) ee sUsually indicative of a later stage of estrogen deficien-  i—_— 
aime cy, may reach extremely distressing proportions in ry : 
i ae As : Py some women, resulting in vaginal dryness and irrita- 
L i a tion which may predispose to infection, dyspareunia, : & 
Dy Sy and itching. : og 

*4 VO< __ The response to PREMARIN is often dramatic, with ‘ 
ae = ~—s es csioration ofa healthy vaginal mucosa in a matter al 
——, — mg Of cays, and rapid relief of symptoms. eT 

ie SE POSTMENOPAUSAL OSTEOPOROSIS*: psec 
Wee 1 RETARD PROGRESSION Cr 

Ma OF POSTMENOPAUSAL BONE LOSS. kee 
* Postmenopausal osteoporosis may already be -. 

be well-advanced by the time a patient seeks treatment. 
At least 50% of skeletal density must be lost before _ 

Po changes are evident through conventional 9 "i 
P a Xray evaluation. oo 2 

| Ps The benefits of PREMARIN are frequently impres- — 
| , sive, and may include relief of back pain, arrest of - 
| further bone degeneration, height loss and kyphosis. [7 =" @ 

*Conjugated Estrogens Tablets have been evaluated as probably effective for post- «4 
- menopausal osteoporosis. See Prescribing Information sais . 

management for 
well-defined symptoms 

PREMARIN’ 
(CONJUGATED ESTROGENS 
TABLETS, U.S.) Bay Ssh 

we EXCLUSIVELY FROM 
NATURAL SOURCES 

(Please see last page of advertisement for prescribing information.)



. C Because Premarin 
ea a - (Conjugated Estrogens Tablets, 
pe PA U.S.P) can tide her over... 

ee i ei YOU'LL KNOW IN A MATTER OF ONE OR 
eS eee | TWO WEEKS IF PREMARIN HELPS. 

| L~ fe se a | Rapid subsidence of moderate to severe vasomotor 
eet hes je rN A 6g i i- \ symptoms combined with careful pretreatment eval- 

| “Wee  . \ - eee E fe } uation of the patient are the best guides in determin- 
ess a) co Ye ee | ing the woman who can benefit from PREMARIN. 

rr) Fe YOU KNOW THE PRINCIPLES OF 
. aN i), | GOOD MANAGEMENT. 
_ ™ ea ry } This includes administering PREMARIN cyclically 

— Es = 3 | atthe lowest effective dose with immediate, thor- 

oe ge a | ough evaluation of any unexpected or excessive 
’ i al | | _ uterine bleeding or other untoward finding. Regular 

j Wr 4 eS follow-up examinations, with special attention to 
: he’ / 5 the breasts and reproductive organs, and at least a 
a semiannual reassessment of the need for continued 

Pd : therapy are essential. 

» = = = YOULL KNOWWHEN ITS TIME TO STOP 
= ~____ bydiscontinuing or tapering PREMARIN at least 

ee ee semiannually. Reappearance of symptoms, in the 
SS ~~ absence of any contraindication, will point to the 

ee —---- _ 20 for continued estrogen replacement therapy. 
== SECO SUMMary Of recent data on the postmeno- 

ee == SE rausal administration of exogenous estrogens and 
ee | == SE associated risks, see Boxed Warning in Prescribing 
Ses = (formation. 
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BRIEF SUMMARY 
vascular or coronary artery disease. Large doses (5 mg conjugated estrogens per day), ee GN eyo Comparable fo those used to treat cancer of the prostate and breast, have been shown'® to AND TIENT IN OVATION, Set PAC) AGE CIRCULAR) increase the risk of nonfatal myocardial infarction, pulmonary embolism and. throm- EMARIN® Brand of Conjugated Estrogens Tablets, U.S.P. 5 y' ee y PR bophlebitis. When doses of this size are used, any of the thromboembolic and thrombotic 
adverse effects should be considered a clear risk. 1. ESTROGENS HAVE BEEN REPORTED TO INCREASE THE RISK OF Benign hepatic adenomas should be considered in estrogen users having abdominal ENDOMETRIAL CARCINOMA. pain and tendemess, abdominal mass, or hypovolemic shock. Hepatocellular carcinoma Three independent case control studies have reported an increased risk of en- has been reported in women taking estrogen-containing oral contraceptives.* Increased dometrial cancer in postmenopausal women exposed to exogenous estrogens for blood pressure may occur with use of estrogens in the menopause*” and blood pressure prolonged periods.'-? This risk was independent of the other known risk factors for en- should be monitored with estrogen use. A worsening of glucose tolerance has been dometrial cancer. These studies are further supported by the finding that incidence observed in patients on estrogen-containing oral contraceptives. For this reason, diabetic rates of endometrial cancer have increased sharply since 1969 in eight different areas Patients should be carefully observed. Estrogens may lead to severe hypercalcemia in of the United States with population-based cancer reporting systems, an increase patients with breast cancer and bone metastases. which may be related to the rapidly expanding use of estrogens during the last PRECAUTIONS: Physical examination and a complete medical and family history should decade.‘ The three case control studies reported that the risk of endometrial cancer in be taken prior to the initiation of any estrogen therapy with special reference to blood estrogen users was about 4.5 to 13.9 times greater than in nonusers. The risk appears Pressure, breasts, abdomen, and pelvic organs, and should include a Papanicolau smear. to depend on both duration of treatment? and on estrogen dose. In view of these find- As a general rule, estrogen should not be prescribed for longer than one year without ings, when estrogens are used for the treatment of menopausal symptoms, the lowest another physical examination being performed. Conditions influenced by fluid retention dose that will control symptoms should be utilized and medication should be discon- such as epilepsy, migraine, and cardiac or renal dysfunction, require careful observation tinued as soon as possible. When prolonged treatment is medically indicated, the pa- Certain patients may develop manifestations of excessive estrogenic stimulation, such as tient should be reassessed on at least a semiannual basis to determine the need for abnormal or excessive uterine bleeding, mastodynia, etc. Oral contraceptives appear to be continued therapy. Although the evidence must be considered preliminary, one study associated with an increased incidence of mental depression Patients with a history of suggests that cyclic administration of low doses of estrogen may carry less risk than depression should be carefully observed. Preexisting uterine leiomyomata may increase in Continuous administration;? it therefore appears prudent to utilize such a regimen. size during estrogen use. The pathologist should be advised of estrogen therapy when rele- Close clinical surveillance of all women taking estrogens is important. In all cases of vant specimens are submitted. If jaundice develops in any patient receiving estrogen, the undiagnosed persistent or recurring abnormal vaginal bleeding, adequate diagnostic medication should be discontinued while the cause is investigated. Estrogens should be measures should be undertaken to rule out malignancy. There is no evidence at pres- used with care in patients with impaired liver function, renal insufficiency, metabolic bone ent that “natural” estrogens are more or less hazardous than “synthetic” estrogens at diseases associated with hypercalcemia, or in young patients in whom bone growth is not equiestrogenic doses. complete. 

2. ESTROGENS SHOULD NOT BE USED DURING PREGNANCY. The following changes may be expected with larger doses of estrogen: The use of female sex hormones, both estrogens and progestogens, during early a, Increased sulfobromophthalein retention Pregnancy may seriously damage the offspring. It has been shown that females ex- b. Increased prothrombin and factors VI, Vill, IX, and X; decreased antithrombin 3; in- posed in utero to diethylstilbestrol, a non-steroidal estrogen, have an increased risk of creased norepinephrine-induced platelet aggregability. developing in later life a form of vaginal or cervical cancer that is ordinarily extremely c, Increased thyroid binding globulin (TBG) leading to increased circulating total thyroid tare26 This risk has been estimated as not greater than 4 per 1000 exposures.’ hormone, as measured by PBI, 14 by column, or T4 by radioimmunoassay. Free T3 resin up- Furthermore, a high percentage of such exposed women (from 30 to 90 percent) have take is decreased, reflecting the elevated TBG; free T4 concentration is unaltered been found to have vaginal adenosis*-'? epithelial changes of the vagina and cervix d. Impaired glucose tolerance. Although these changes are histologically benign, it is not known whether they are e. Decreased pregnanediol excretion. Precursors of malignancy. Although similar data are not available with the use of other f, Reduced response to metyrapone test. estrogens, it cannot be presumed they would not induce similar changes. Several re- g. Reduced serum folate concentration 
Ports suggest an association between intrauterine exposure to female sex hormones h. Increased serum triglyceride and phospholipid concentration. and congenital anomalies, including congenital heart defects and limb reduction As a general principle, the administration of any drug to nursing mothers should be done defects.'S-"® One case control study'® estimated a 4.7-fold increased risk of limb only when clearly necessary since many drugs are excreted in human milk reduction defects in infants exposed in utero to sex hormones (oral contraceptives, ADVERSE REACTIONS: The following have been reported with estrogenic therapy, in- hormone withdrawal tests for pregnancy, or attempted treatment for threatened abor. cluding oral contraceptives: breakthrough bleeding, spotting, change in menstrual flow; tion). Some of these exposures were very short and involved only a few days of treat- dysmenorrhea; premenstrual-like syndrome, amenorrhea during and after treatment; in- ment. The data suggest that the risk of limb reduction defects in exposed fetuses is crease in size of uterine fibromyomata; vaginal candidiasis, change in cervical erosion and somewhat less than 1 per 1000. In the past, female sex hormones have been used dur- in degree of cervical secretion; cystitis-like syndrome; tendemess, enlargement, secretion ing pregnancy in an attempt to treat threatened or habitual abortion. There is consider- (of breasts); nausea, vomiting, abdominal cramps, bloating; cholestatic jaundice; able evidence that estrogens are ineffective for these indications, and there is no evi- chloasma or melasma which may persist when drug is discontinued; erythema multiforme: dence from well controlled studies that progestogens are effective for these uses. If erythema nodosum; hemorrhagic eruption; loss of scalp hair,hirsutism; steepening of cor- PREMARIN is used during pregnancy, or if the patient becomes pregnant while taking neal curvature; intolerance to contact lenses; headache, migraine, dizziness, mental this drug, she should be apprised of the potential risks to the fetus, and the advisability depression, chorea; increase or decrease in weight; reduced carbohydrate tolerance: ag- of pregnancy continuation. gravation of porphyria; edema; changes in libido. 

ACUTE OVERDOSAGE: May cause nausea, and withdrawal bleeding may occur in 
: i females. EATTCIRe AITTIMUFe GCE aero Teer eehro cre Uy et Oral auinisetIO0 | = SO SAGE AND ADMINISTRATION: {. Given cycles or enow terse ony-rol teal : a : ment of moderate to severe vasomotor symptoms, atrophic vaginitis, or kraurosis vulvae fepresent the average composition of material derived from pregnant mares’ urine. It con Penis Gana A tains estrone, equilin, and 17a-dihydroequilin, together with smaller amounts of 17a- Bees eee ere abear a EVITplotis should BbeneEer and miediéation should be estradiol, equilenin, and 17a-dihydroequilenin as salts of their sulfate esters digeenlinued asiprarnpl ylaeeecing 

Administration should be cyclic (eg, three weeks on and one week off). 
INDICATIONS: Based on a review of PREMARIN Tablets by the National Academy of Attempts to discontinue or taper medication should be made at three to six month Sciences —National Research Council and/or other information, FDA has classified the intervals. indications for use as follows: 2. Given cyclically: Female hypogonadism. Female castration. Primary ovarian failure. Effective: Osteoporosis 

1. Moderate to severe vasomotor symptoms associated with the menopause. (There Female hypogonadism—2.5 to 7.5 mg daily, in divided doses for 20 days, followed by a is no evidence that estrogens are effective for nervous symptoms or depression, which test period of 10 days’ duration. If bleeding does not occur by the end of this period, the might occur during menopause, and they should not be used to treat these conditions.) same dosage schedule is repeated. The number of courses of estrogen therapy necessary 2. Atrophic vaginitis. to produce bleeding may vary depending on the responsiveness of the endometrium 3. Kraurosis vulvae. If bleeding occurs before the end of the 10 day period, begin a aocey estrogen-progestin 4, Female hypogonadism. cyclic regimen with PREMARIN (Conjugated Estrogens Tablets, U.S.P), 2.5 to 7.5 mg daily 5. Female castration in divided doses, for 20 days. During the last five days of estrogen therapy, give an oral pro- 6. Primary ovarian failure. gestin. If bleeding occurs before this regimen is concluded, therapy is discontinued and 7. Breast cancer (for palliation only) in appropriately selected women and men with May be resumed on the fifth day of bleeding 
metastatic disease. Female castration and primary ovarian failure—1.25 mg daily, cyclically. Adjust upward or 8. Prostatic carcinoma —palliative therapy of advanced disease. downward according to response of the patient. For maintenance, adjust dosage to lowest 

9. Postpartum breast engorgement—Although estrogens have been widely used for level that will provide effective control. the prevention of postpartum breast engorgement, controlled studies have demon- Osteoporosis (to retard progression) —1.25 mg daily, cyclically. strated that the incidence of significant painful engorgement in patients not receiving 3. Given for a few days: Prevention of postpartum breast engorgement—3:75 mg every such hormonal therapy is low and usually responsive to appropriate analgesic or other four hours for five doses, or 1.25 mg every four hours for five days. Supportive therapy. Consequently, the benefit to be derived from estrogen therapy for 4. Given chronically: Inoperable progressing prostatic cancer—1.25 to 2.5 mg three times this indication must be carefully weighed against the potential increased risk of puer- daily. 
peral thromboembolism associated with the use of large doses of estrogens.'9.2" Inoperable progressing breast cancer in appropriately selected men and PREMARIN HAS NOT BEEN SHOWN TO BE EFFECTIVE FOR ANY PURPOSE DUR- postmenopausal women—10 mg three times daily for a period of at least three months. ING PREGNANCY AND ITS USE MAY CAUSE SEVERE HARM TO THE FETUS (SEE Patients with an intact uterus should be monitored for signs of endometrial cancer and BOXED WARNING). appropriate measures taken to rule out malignancy in the event of persistent or recurring 
“Probably” effective: For estrogen deficiency-induced osteoporosis, and only when abnormal vaginal bleeding. 
used in conjunction with other important therapeutic measures such as diet, calcium, HOW SUPPLIED: PREMARIN (Conjugated Estrogens Tablets, U.S.P) No. 865—Each purple 
Physiotherapy, and good general health-promoting measures. Final classification of tablet contains 2.5 mg in bottles of 100 and 1,000. No. 866—Each yellow tablet contains this indication requires further investigation 1.25 mg in bottles of 100 and 1,000. Also in unit dose package of 100. No. 867—Each red tablet contains 0.625 mg in bottles of 100 and 1,000. Also in unit dose package of 100. No 

—| re tain: m« le: 1 CONTRAINDICATIONS: Estrogens should not be used in women (or men) with any ofthe PHYSICIAN REFERENCES. 1 Pk Fk er ole Ne Co Mn 2981167-1170, 1975 following conditions: 1. Known or suspected cancer of the breast except in appropriately 2. Smith, D.C, et al: N. Engl. J. Med, 293:1164-1167, 1975. 3, Mack, TM, ef al: N. Engl J. Med selected patients being treated for metastatic disease. 2. Known or suspected estrogen- 294:1262-1267, 1976. 4. Weiss, NS, et al: N. Engl, J. Med. 294:1259-1962, 1976. 3. Herbst, dependent neoplasia. 3. Known or suspected pregnancy (See Boxed Warning) AL, et al: N. Engl. J. Med. 284878-881, 1971. 6 Greenwald, P, et al: N. Engl J. Med. 4, Undiagnosed abnormal genital bleeding. 5. Active thrombophlebitis or thromboembolic 285:390-392, 1971.7. Lanier, A,, et al: Mayo Clin. Proc. 48:793-799, 1973. 8, Herbst, A. et al disorders. 6. A past history of thrombophlebitis, thrombosis, or thromboembolic disorders Obstet. Gynecol. 40:287-298, 1972. 9. Herbst, A. et al: Am. J. Obstet. Gynecol. 178.607.6165, associated with previous estrogen use (except when used in treatment of breast or 1974. 10. Herbst, A, et al: N. Engl, J. Med. 292-334-339, 1975, 11.Stafl, A, et al: Obstet, Drostalic malignancy) ' Gynecol, 43:118-128, 1974. 12. Sherman, All, et. al: Obstet. Gynecol. 44:531-545, 1974 WARNINGS: At the present time there is no satisfactory evidence that estrogens given to 13.Gal, |, et al: Nature 21683, 1967. 14. Levy, EP, ef al: Lancet 1611, 1973. 15. Nora, J, postmenopausal women increase the risk of cancer of the breast,’” although a recent etal: Lancet 1:941-942, 1973. 16. Janerich, D.1, et al: N. Engl. J. Med. 297:697-700, 1974. study has raised this possibility’® There is a need for caution in prescribing estrogens for 17. Boston Collaborative Drug Surveillance Program: N. Engl. J. Med. 290:15-19, 1974, women with a strong family history of breast cancer or who have breast nodules, fibrocystic 18. Hoover, R,, et al: N. Engl. J. Med, 295:401-405, 1976. 19. Daniel, D. G, ef al: Lancet disease, or abnormal mammograms. A recent study has reported a 2- to 3-fold increase in 2:287-289, 1967. 20. The Veterans Administration Cooperative Urological Research Group: the tisk of surgically confirmed gallbladder disease in women receiving postmenopausal J. Urol, 98:516-522, 1967. 21. Bailar, J.C.: Lancet 2:560, 1967. 22. Blackard, C., et al: Cancer estrogens." 26:249-256, 1970. 23.Royal College of General Practitioners: J.R. Coll. Gen. Pract. Adverse effects of oral contraceptives may be expected at the larger doses of estrogen 13:267-279, 1967. 24. Inman, WH.W, et al: Br Med. J. 2:193-199, 1968. 25. Vessey, MP, used to treat prostatic or breast cancer or postpartum breast engorgement; it has been etal: Br Med. J. 2651-657, 1969. 26 Sartwell, PE, et al: Am. J. Epidemiol, 90:36¢-380, shown that there is an increased risk of thrombosis in men receiving estrogens for prostatic 1969, 27.Coliaborative Group for the Study of Stroke in Young Women: N. engl: 
cancer and women for postpartum breast engorgement. '8-2? Users of oral contraceptives J. Med. 288:871-878, 1973. 28. Collaborative Group for the Study of Stroke in Young have an increased risk of diseases, such as thrombophlebitis, pulmonary embolism, stroke, Women: JAMA. 237:718-722, 1975. 29.Mann, Ji. et al: Br Med J. 2245-248, 1975, and myocardial infarction22-2 Cases of retinal thrombosis, mesenteric thrombosis, and 30.Mann, Jil, et al: Br Med, J. 2241-245, 1975. 31.Inman. WHW, etal. Br Med. J. optic neuritis have been reported in oral contraceptive users.*'.32 An increased risk of 2203-209, 1970. 32. Stolley, PD. etal: Am. J. Epidemiol. 102 197-208, 1976. 23. Vessey, postsurgery thromboembolic complications has also been reported in users of oral con- MP, etal: Br Med, J. 3123-126, 1970. 34 Greene, GR, ef al: Am, J Public Healt, traceptives.*5.** If feasible, estrogen should be discontinued at least 4 weeks before surg- 62:680-685, 1972. 35. Coronary Drug Project Research Group: JAMA. 214:1303-1313, ery of the type associated with an Increased risk of thromboembolism, or during periods of 1970, 36. Mays, ET, etal: JAMA. Prolonged immobilization. Estrogens should not be used in persons with active throm- 732, 1976. . bophlebitis, tnromboembolic disorders, or in persons with a history of such disorders in Spy] moe, Sho Morano AYERST LABORATORIES association with estrogen use. They should be used with caution in patients with cerebral 103:445-456, 1976. 7744 *}.New York, N.Y. 10017
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