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Antibiotic Safety of Concern to Nursing Mothers

BY SHERRY BOSCHERT

San Francisco Bureau

SAN FrRANCISCO — Many new moth-
ers are leery of taking antibiotics while
breast-feeding, but their fears are un-
founded, Dr. Natali Aziz said at a meeting
on antepartum and intrapartum manage-
ment sponsored by the University of Cal-
ifornia, San Francisco.

Most of the commonly used antimi-
crobials are safe in breast-feeding and very

few are controversial or contraindicated.

Take the time to review the risks and
benefits of antibiotics for a new mother
who needs the medicine. “Many times
we can dispel the fears and rumors that pa-
tients might have heard,” said Dr. Aziz of
the university.

Penicillins, cephalosporins, macrolides,
and aminoglycosides all are safe in breast-
feeding. The only potential side effects ob-
served in infants who breast-feed from
mothers taking these antibiotics are

changes in intestinal flora that may cause
loose stools or diarrhea.

Some controversy around whether to
take quinolones or metronidazole while
breast-feeding has been resolved in favor
of the drugs’ safety.

The quinolone ofloxacin raised con-
cerns after it was associated with arthropa-
thy in juvenile animals, but the risk of
arthropathy in infants breast-feeding from
mothers on short courses of the medica-
tion is extremely low, she said. In a review
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(estradiol'norethindrone acetate) tablets and diagnosed at a more advanced stage in the estrogen-plus-progestin group compared with the mothers receiving this drug. C: e exercised toanursing
1.0 mg/0.5 mg placebo group. Metastatic disease was rare, with no apparent difference between the two groups. mother.

0.5mg/0.1 mg Other prognostic factors, such as histologic subtype, grade and hormone receptor status did not differ H. Pediatric Use Activella is not indicated in children.

Rx Only
(For full Prescribing Information and Patient Information, visit www.activella.com.)

CARDIOVASCULAR AND OTHER RISKS
ith or without progestins should not be used for the prevention of cardiovascular disease
or demerma (See CLINICAL STUDIES in prescribing information and WARNINGS, Cardiovascular
disorders and Dementia.) The estrogen plus progestin substudy of the Women's Health Initiative (WHI)
reported increased risks of myocardial infarction, stroke, invasive breast cancer, pulmonary emboli, and
deep vein thrombosis in postmenopausal women (50 to 79 years of age) during 5.6 years of treatment
with oral conjugated estrogens (CE 0.625 mg) combined with medroxyprogesterone acetate (MPA 2.5
mg) per day, re\alwe to placebo. (See CLINICAL STUDIES in prescribing information and WARNINGS,
neoplasm ) The estrogen-alone substudy

estrogen plus progestin compared with placebo. In the WHI rial, invasive breast cancers were larger

between the groups.

In the estrogen-alone substudy of WHI, after an average of 7.1 years of follow-up, CE (0.625 mg daily)
‘was not associated with an increased risk of invasive breast cancer (RR 0.80, 95% nCl 0.62-1.04).

In a one-year trial among 1,176 women who received either unopposed 1 mg estradiol or a combination
of 1 mg estradiol plus one of three different doses of NETA (0.1, 0.25, and 0.5 mg), seven new cases of
breast cancer were diagnosed, two of which occurred among the group of 295 women treated with
Activella 1.0 mg/0.5 mg and two of which occurred among the group of 294 women treated with 1 mg
estradiol/0.1 mg NETA.

The use of estrogen alone and estrogen plus progestin has been reported to result in an increase

in abnormal mammograms requiring further evaluation. All women should receive yearly breast
examinations by a health care provider and perform monthly breast self-examinations. In addition,
mammography examinations should be scheduled based on patient age, risk factors, and prior

results.

of the WHI reported increased risks of stroke and deep vein i in women

(50 to 79 years of age) during 6.8 years and 7.1 years, respectively, of treatment with oral conjugated

estrogens (CE 0.625 mg) per day, relative to placebo. (See CLINICAL STUDIES in prescribing information

and disorders.) The Health Initiative Memory Study (WHIMS), a

substudy of the WHI study, reported i isk of developing probable di in

women 65 years of age or older during 4 years of treatment with CE 0.625 mg combined with MPA

2.5 mg and during 5.2 years of treatment with CE 0.625 mg alone, relative to placebo. ftis unknown

| whether this finding applies to younger postmenopausal women. (See CLINICAL STUDIES in prescribing

information, WARNINGS, Dementia and PRECAUTIONS, Geriatric Use.) Other doses of oral conjugated

estrogens with acetate, and other i and dosage forms of estrogens
were not studied in the WHI clinical trials and, in the absence of comparable data, these

Id be assumed to be similar. Because of these trials, estrogens with or without progestins

should be prescribed at the lowest effective doses and for the shortest duration consistent with

treatment goals and risks for the individual woman.

INDICATIONS AND USAGE Activella 1.0 mg/0.5 mg and 0.5 mg/0.1 mg are indicated in women who
have a uterus for the:

1. Treatment of moderate to severe vasomotor symptoms associated with menopause.

2. Prevention of postmenopausal osteoporosis. When prescribing solely for the prevention of
postmenopausal osteoporosis, therapy should only be considered for women at significant risk of
osteoporosis and non-estrogen medications should be carefully considered.

b. Endometrial cancer The use of unopposed estrogens in women with intact uteri has been associated
with an increased risk of endometrial cancer. The reported endometrial cancer risk among unopposed
estrogen users is about 2 to 12 fold greater than in nonusers, and appears dependent on duration of
treatment and on dose. Most studi ficant increased risk associated with use of
estrogens for less than one year. The greatest risk appears associated with prolonged use, with an
increased risk of 15- to 24-fold for five to ten years or more. This risk has been shown to persist for at
least 8 to 15 years after estrogen therapy is dlscommued

Clinical ilk all women taki is important. Adequate

‘quantity and quality of breast milk. Detectable amounts of estmgens have been identified in the milk of

1 Geriatric Use Clinical studies of Activella did not include sufficient number of subjects aged 65 and
over to determine if they responded differently from younger subjects.

0f the total number of subjects in the estrogen-plus-progestin substudy of the Women's Health Initiative
(WHI) study, 44% (n=7,320) were 6574 years of age, while 6.6% (n=1,095) were 75 years and over.
‘There was a higher relative risk (CE/MPA vs. placebo) of non-fatal stroke and invasive breast cancer

in women
increased

75 and over compared to women less than 75 years of age. In women greater than 75, the
risk of non-fatal stroke and invasive breast cancer observed in the estrogen-plus-progestin

52 vs. 12 per 10,000 women-years, respectively.

In the estrogen-plus-progestin Women's Health Initiative Memory Study (WHIMS), a substudy of WHI,

a population of 4,532 hysterectomized women, aged 65 to 79 years, was randomized to CEMPA
(0.625 mg/2.5 mg daily) or placebo. In the estrogen-plus-progestin group, after an average follow-up
of four years, the relative risk (CE/MPA vs. placebo) of probable dementia was 2.05 (35% Cl 1.21-3.48).
The absolute risk of developing probable dementia with CE/MPA was 45 vs. 22 cases per 10,000
women-years with placebo.

0f the total number of subjects in the estrogen-alone substudy of WHI, 46% (n=4,943) were 65 years
and over, while 7.1% (n=767) were 75 years and over. There was a higher relative risk (CE vs. placebo)
of stroke in women less than 75 years of age compared to women 75 years and over. In the
estrogen-alone WHIMS substudy, a population of 2,947 hysterectomized women, aged 65 to 79 years,
‘was randomized to CE (0.625 mg daily) or placebo. After an average follow-up of 5.2 years, the relative
risk (CE Vs, placebo) of probable dementia was 1.49 (95% Cl 0.83-2.66). The absolute risk of developing

compared to the placebo group 75 vs. 24 per 10,000 women-years and

g
diagnostic measures, including endometrial sampling when indicated, should b to rule out
malignancy in all cases of undiagnosed persistent or recurring abnormal vaginal bleeding. There is no
evidence that the use of natural estrogens results in a different endometrial risk profile than synthetic
estrogens of equivalent estrogen dose. Adding a progestin to estrogen therapy has been shown to
reduce the risk of endometrial hyperplasia, which may be a precursor to endometrial cancer.
Endometrial hyperplasia (a possible precursor of endometrial cancer) has been reported to occur in
approximately 1% or less with Activella in one large clinical frial.

3. Dementia In the estrogen-plus-progestin Women's Health Initiative Memory Study (WHIMS), a
substudy of WHI, a population of 4,53; ‘women aged 65 to 79 year to

CEMPA (0.625 mg#2.5 mg daily) or placebo. In the estrogen-alone WHIMS substudy, a population of AADVERSE REA(
women, aged 65 to 79 years, 1o CE (0.625 mg daily) or placebo. See BOXED WARNINGS, WARNINGS and PREGAI.ITIDMS
\n me estrogen-plus-progestin substudy, after an average follow-up of four years, 40 women in the Because clinical trials are conducted under widely dii ] ites observed

‘The mainstays for decreasing the risk of weight
adequate calcium and vitamin D intake, and when indicated, pharmacologic therapy. Postmem)pausa\
\women require an average of 1500 mg/day of elemental calcium. Therefore, when not contraindicated,
calcium supp\emenmﬂun may be helpful for women with suboptimal dietary intake. Vitamin D

of 400-800 U/day may also by ired to ensure adequate daily intake in
postmenopausal women.
Activella 1.0 mg/0.5 mg s also indicated in women who have a uterus for the:
3. Treatment of moderate to severe symptoms of vulvar and vaginal atrophy associated with menopause.
When used solely for the treatment of symptoms of vulvar and vaginal atrophy, topical vaginal products

should be considered. relative isk of probable dermentia was 1.76 (95% CI1.19-2.60). ince both substucies were conducted Endometria Vasomoor Osteoporosis
CONTRAINDICATIONS Activella should not be used in women with any of the following conditions: inwomen ages 65 to 79, it is unknown whether these findings apply to younger postmenopausal Hyperplasia Study Symptoms Study Study
1. Undiagnosed abnormal genital bleeding. ‘women. (See BOXED WARNINGS and PRECAUTIONS, Geriatric Use) (12-Months) (3-Months) (2 Years)
2. Known, suspected, or history of cancer of the breast. 4, Gallbladder disease A two-to four fold increase in the risk of allbladder disease requiring surgery in Activela  1mgE2  Actvella  Placebo  Activella  Placebo
3. Known or suspected estrogen-dependent neoplasia. puslmennpausa\ ‘women receiving estrogens has been reported. 1.0mg/0.5 mg 1.0mg/0.5 mg 1.0mg/0.5mg
4. Active deep vein thrombosis, pulmonary embolism, or history of these conditions. may lead in patients with breast (n=295) (n=296)  (n=29)  (n=34)  (n=47)  (n=48)
5. Active or recent (e.q., within the past year) arterial thromboembolic disease (e.g., stroke, myocardial cancer and bone metastases. If hypercalcemia occurs, use of the drug should be stopped and Body as a Whole
infarction). appropriate measures taken to reduce the serum calcium level. Back Pain 6% 5% 3% 3% 6% 4%
6. Liver dysfunction or disease. 6. Visual abnormalities Retinal vascular thrombosis has been reported in patients receiving estrogens. Headache 16% 16% 17% 18% 1% 6%
7. Known hypersensitivity to the ingredients of Activella 1.0 mg/0.5 mg or Activella 0.5 mg/0.1 mg. Discontinue medication pending examination if there is a sudden partial or complete loss of vision, or a Digestive System
8. Known or suspected pregnancy. There is no indication for Activella in pregnancy. There appears to sudden onset of proptosis, diplopia, or migraine. If examination reveals papilledema or retinal vascular Nausea 3% 5% 10% 0% 1% 0%
be littie or no increased risk of birth defems in children born to women who have used estrogens and lesions, estrogens should be permanently discontinued. Gastroenteritis 2% 2% 0% 0% 6% 4%
progestins from oral ly during early pregnancy. (See PRECAUTIONS.) PRECAUTIONS Nervous System
WARNINGS A. General Insomnia 6% % 3% 3% 0% 8%
See BOXEI) WARNINGS. 1. Addition of a progestin when a woman has not had a hysterectomy Studies of the addition of a Emotional Lability 1% 1% 0% 0% 6% 0%

disorders Estrogen-plus-progesfin therapy ha with an increased progestin for 10 or more days of a cycle of estrogen administration, or daily with estrogen ina Respiratory System
nsk of myocardial infarction as well as stroke, venous thrombosis and pulmonary embolism. continuous regimen, have reported a lowered incidence of endometrial hyperplasia than would be Upper Respiratory Tract
Estrogen-alone therapy has been associated with an increased risk of stroke and deep vein thrombosis induced by estrogen treatment alone. Endometrial hyperplasia may be a precursor to endometrial cancer. Infection 18% 15% 10% 6% 15% 19%
(DVT). Should any of or be suspected, be discontinued immediately. ‘There are, however, possible risks that may be associated with the use of progestins with estrogens Sinusitis. % 1% % 0% 15% 10%
Risk factors for arterial vascular disease (e.g., nypenensm dlahetes meltus, tobacco use, compared to estrogen-alone treatment. These include a possible increased risk of breast cancer. Metaboiic and Nutritionat

ia, and obesity) and/or venou (e.9. personal history or family 2. Elevated blood pressure In a small number of case reports, substantial increases in blood pressure Weight Increase 0% 0% 0% 0% %% 6%
history of VTE, obesity, and systemic lupu hould be managed have been attributed to idiosyncratic reactions to estrogens. In a large, randomized, placebo-controlled it
a. Stroke In the estrogen plus of the Women's Health Initiative (WHI), a statistically clinical trial, a generalized effect of estrogens on blood pressure was not seen. Blood pressure should be Breast Pain 24% 10% 2% 0% 17% 8%
significant increased risk of stroke was reported in women receiving CE/MPA 0.625mg/2.5mg daily monitored at regular intervals with estrogen use. Post-Menopausal Bleeding ~ 5% 15% 10% 3% 1% 0%
compared to women receiving placebo (31 vs. 24 per 10,000 women-years). The increase in risk was 3. Hypertriglyceridemia In patients with preexisting hypertriglyceridemia, estrogen therapy may be Uterine Fibroid 5% 4% 0% 0% 4% 8%
demonstrated after the first year and persisted. (See CLINICAL STUDIES in prescribing information.) associated with elevations of plasma triglycerides leading to pancreatitis and other complications. Ovarian Cyst 3% 2% % 0% 0% 8%
In the estrogen-alone substudy of the WHI, a statistically significant increased risk of stroke was reported 4. Impaired liver function and past history of cholestatic jaundice Estrogens may be poorly Resistance mechanism
in women receiving CE 0.625 mg daily compared to women receiving placebo (44 vs. 32 per 10,000 ‘metabolized in patients with impaired liver function. For patients with a history of cholestatic jaundice Infection Viral 4% 6% 0% 3% 6% 6%
women-years). The increase in risk was demonstrated in year one and persisted. ‘associated with past estrogen use or with pregnancy, caution should be exercised, and in the case of Moniliasis Genital 4% Th 0% 0% 6% 0%
b. Coronary heart disease In the estrogen-plus study of WHI, no recurrence, medication should be discontinued. lary Terms
increase in CHD events (defined as non-fatal, MI, silent MI, or death, duem CHD) was repomad inwomen 5. Hypothyroidism Estrogen administration leads to increased thyroid-binding globulin (TBG) levels. Injury Accidental 4% 3% 3% 0% 17%" 4%
receiving CE/MPA compared to women receiving placebo (39 vs. 33 per 10,000 women-years). An Patients with normal thyroid function can compensate for the increased TBG by making more thyroid Other Events 2% 3% 3% 0% 6% 4%
increase in relative risk was demonstrated in year one, and a trend toward decreasing relative risk was hnrmone thus maintaining free T, and T, serum concentrations in the normal range. Patients dependent  sincluding one upper mmy mmm in each group

reported in years 2 through 5. (See CLINICAL STUDIES in prescribing information.)

In the estrogen-alone substudy of WHI, no overall effect on coronary disease (CHD) events was reported
in women receiving estrogen alone compared to placebo. (See CLINICAL STUDIES in prescribing
information.)

In postmenopausal women with documented heart disease (n=2,763, average age 66.7 years), a
controlled clinical trial of secondary prevention of cardiovascular disease (Heart and Esttogen/ngesﬁn

P gestin group and 21 women in the placebo group were diagnosed with probable
demem\a The re\anve risk of probable dementia for estrogen plus progestin vs. placebo was 2.05 (95%
C11.21-3.48). The absolute risk of probable dementia for CE/MPA vs. placebo was 45 vs. 22 cases per
10,000 women-years.

.

tia with estrogen alone was 37 vs. 25 cases per 10,000 women-years with placebo.

the CE-alone group, and 82 percent ufme cases of probable dementia occurred in women who were

older than

in both the treatment groups anu placebo groups was Alzheimer's disease.
When data from the wer
relative risk for probable dementia was 1.76 (95% Cl 1.19-2.60). Since both subslud\es were conducted

inwomen

women. 1See BOXED WARNINGS and WARNINGS, Dementia.)

in the clinical trials of a drug cannot be directly compared to rates in me clinical trials of another drug

and may not reflect the rates observed in practice. The adverse reaction information from clinical trials
does, however, provide a basis for identifying the adverse events that appear to be related to drug use
and for approximating rates.

of the cases of p d in women that were older than 70 for
70 in the CEMPA group. The most common classification of probable dementia

pooled as planned in thy the reported overall

aged 65 to 79 years, it is unknown whether these findings apply to younger postmenopausal

In the estrogen-alone substudy, after an average follow-up of 5.2 years, 28 women in the estrogen-al
group and 19 women in the placebo group were diagnosed with probable dementia. The relative risk of
probable dementia for CE alone vs. placebo was 1.49 (95% Cl 0.83-2.66). The absolute risk of probable
dementia for CE alone vs. placebo was 37 vs. 25 cases per 10,000 women-years.

of causality assessment are shown in Table 6.

TABLE 6: ALL TREATMENT-EMERGENT ADVERSE EVENTS REGARDLESS OF RELATIONSHIP
REPORTED AT A FREQUENCY OF > 5% WITH ACTIVELLA 1.0 MG/0.5 MG

Activella 1.0 mg/0.5 mg by investigators in the Phase 3 studies regardiess

When data from the two populations were pooled as planned in the WHIMS protocol, the reported il

therapy who are al \g estrogen may require increased doses
atmelv thyroid rep\aoemenl therapy. These patients should have their thyroid function monitored to
ma\mam me\rlree thyroid hormone levels in an acceptable range.

Replacement Study (HERS)) treatment with CE/MPA (0.625mg/2.5mg per dz
cardiovascular benefit. During an average follow-up of 4.1 years, treatment wwm CE/MPA did nul reduce
the overall rate of CHD events in postmenopausal women with established coronary heart disease.
‘There were more CHD events in the CE/MPA-treated group than in the placebo group in year 1, but not
during the subsequent years. Participation in an open-label extension of the original HERS trial (HERS

) was agreed to by 2,321 women. Average follow-up in HERS Il was an additional 2.7 years, for  total
of 6.8 years overall. Rates of CHD events were comparable among women in the CE/MPA group and
the placebo group in HERS, HERS I, and overall. Large doses of estrogen (5 mg conjugated estrogens
per day), comparable to those used to treat cancer of the prostate and breast, have been shown in a
large prospective dlinical trial in men to increase the risk of nonfatal myocardial infarction, pulmonary
embolism, and thrombophiebitis.

. Venous i estrogen-plus-progestin substudy of the Women’s Health

Initiative (WHI), a statistically significant 2-fold greater rate of VTE (DVT and pulmonary embolism

[PE]), was reported in women receiving CE/MPA compared to women receiving placebo (35 vs. 17 per
10,000 women-years). Statistically significant increases in risk for both DVT (26 vs. 13 per 10, 000
\women-years) and PE (18 vs. 8 per 10,000 womer

VTE risk was demonstrated during the first year and perswsteu (See CLINICAL STUDIES in prescribing
information.) In the estrogen-alone substudy of WHI, the risk of VTE was reported to be increased for
women taking wmugated eslmgens (30 vs. 22 per 10,000 women-years), although only the increased

risk of DVT (23 vs. 15 per 10,000 years). The increase in VTE D. Drug/Laboratory Test Interactions pion;

risk was demonstrated during me first two. years. If feasible, estrogens should be discontinued at least 4 1. Accelerated prothrombin time, partial thromboplastin time, and platelet aggregation time; endometrial cancer.
106 weeks of the with an increased risk of or during increased platelet count; increased factors Il, Vil antigen, VIl coagulant activity, IX, X, XII, Vil-X complex,

periods of prolonged immobilization. and beta-thromboglobulin; decreased levels of anti-factor Xa and antithrombin Il decreased breast Gancer.

7. Mallgnam neoplasms antithrombin Il activity, increased levels of fibrinogen and fibrinogen activity; increased plasminogen 3.

the use of progestins
wumen has been reported to increase the risk of breast cancer. The most important randomized clinical
trial providing information about this issue is the CE/MPA substudy of the WHI study (see CLINICAL
STUDIES in prescribing information). The results from observational studies are generally consistent with
those of the WHI dlnical trial.
Observational studies have also reported an increased risk of breast cancer for estrogen-plus-progestin
combination therapy, and a smaﬂev increased risk for estrogen-alone therapy, after several years of use.
For both findings, the k ‘with duration of use, to return to baseline over
about five years after stopping treatment (only the observational studies have substantial data on risk
after stopping). In these studies, the risk of breast cancer was greater, and became apparent earlier, with
estrogen-plus-progestin combination therapy as compared to estrogen-alone therapy. However, these
studies have not found significant variation in the risk of breast cancer among different estrogens or
among different estrogen-pl tions, doses, o routes of admini
In the estrogen-plus-progestin substudy, after a mean follow-up of 5.6 years, the WHI substudy reported
an increased risk of breast cancer. In this substudy, prior use of estrogen alone or estrogen-plus-
progestin combination hormone therapy was reported by 26% of the women. The relative risk of invasive
breast cancer was 1.24 (95% nCl 1.01-1.54), and the absolute risk was 41 vs, 33 cases per 10,000
\women-years, for estrogen plus progestin compared with placebo, respectively. Among women who
reported prior use of hormone therapy, the relative risk of invasive breast cancer was 1.86, and the
absolute risk was 46 vs. 25 cases per 10,000 women-years, for estrogen plus progestin compared
‘with placebo. Among women who reported no prior use of hormone therapy, the relative risk of invasive
breast cancer was 1.09, and the absolute risk was 40 vs. 36 cases per 10,000 women-years of

regardless of causality assessment are smwn inTable 7.

th Activella 0.5 mg/0.1 mg by the Phase 3 study

Estrogens degree of fluid retention, Because of tis, patients who TABLE 7: ALL TREATMENT-EMERGENT ADVERSE EVENTS REGARDLESS OF RELATIONSHIP
nave conditions that might be influenced by this factor, such as a cardiac or renal dysfunction, warrant REPORTED AT A FREQUENCY OF = 5% WITH ACTIVELLA 0.5 MG/0.1 MG
careful observation when estrogens are prescribed. Activella Placebo
7 ia Estrogens should be used with caution in individuals with severe hypocalcemia. 0.5mg/0.1 mg
8. Ovarian cancer The estrogen-plus-progestin substudy of WHI reported that after an average (n=194) (n=200)
follow-up of 5.6 years, the relative risk for ovarian cancer for estrogen plus progestin vs. placebo was Body as a Whole
1.58 (95% Cl 0.77 - 3.24), but was not statistically significant. The absolute risk for estrogen plus Back Pain 10% 4%
progestin vs. placebo was 4.2 vs. 2.7 cases per 10,000 women-years. In some epidemiologic studies, Headache 2% 1%
the use of estragen-only products, in particular for 10 or more years, has been associated with an Pain in extremity 5% 4%
|nnveasen risk ufmmnan cancer. Dmer emdemmh)glc studies have not found these associations. Digestive System
may by rbated with admini of estrogens. Nausea 5% 4%
Mahgnam transmrmauun of residual endometrial \mp\ams has been reported |n women treated post- Diarrhea 6% 6%
with estrogen-alone therapy. For post- espiratory Sy

tion of progestin i Nasopharyngitis 21% 18%
10. Exacerbation of other conditions Estrogens may cause an exacerbation of asthma, diabetes it
mellitus, epilepsy, migraine or porphyria, systemic and hepatic i and Endometrial thickening 10% 4%
should be used with caution in women with these conditions. Vaginal hemorrhage 26% 12%
B. Patient Information Physicians are advised to discuss the contents of the Patient Information leaflet —
with patients for whom they prescribe Activella 1.0 mg/0.5 mg or Activella 0.5 mg/0.1 mg. The andor progestn therapy:

C. Laboratory Tests Estrogen administration should be initiated at the lowest dose approved for the
indication and then guided by clinical response, rather than by serum hormone levels (e.g., estradiol,

antigen and activity.

2. Increased thyroid-binding globulin (TBG) levels leading to increased circulating total thyroid hormone
levels as measured by protein-bound iodine (PBI), T levels (by column or by radioimmunoassay), or Ty
levels by radioimmunoassay. T resin uptake is decreased, reflecting the elevated TBG. Free T, and free
T, concentrations are unaltered. Patients on thyroid replacement therapy may require higher doses of
thyroid hormone.

3. Other binding proteins may be elevated in serum (i.e., corticosteroid binding globulin (CBG), SHBG)
leading to increased total circulating corticosteroids and sex steroids, respectively. Free hormone

l Gemtuunnary system Changes in vagma\ bleeding pattern and abnormal withdrawal b\eed\ng
spotting;

increase in size of uterine

vagmms including vag\na\ candlmasm change m amount of cemca\ secretion; changes in cervical

2. Breasts Tenderness, enlargement, pain, nipple discharge, galactorrhea; fibrocystic breast changes;

endometrial hyperplasia;

myocardial infarction, stroke; increase in blood pressure.

4. Gastrointestinal Nausea, vomiting; changes in appetite; cholestatic jaundice; abdominal pain/cramps,
flatulence,
hemangiomas.

5. Skin Chioasma or melasma that may persist when drug is discontinued; erythema muttiforme;
erythema nodosum; hemorrhagic eruption; loss of scalp hair; seborrhea; hirsutism; itching; skin rash;

pruritus.

& Eyes Renna\ vascular thrombosis, intolerance to contact lenses.

Deep and superficial ; pulmonary embolism;

bloating; increased incidence of gallbladder disease; pancreatitis; enlargement of hepatic

concentrations may be decreased. Other plasma proteins may be increased
substrate, alpha-1 antitrypsin, ceruloplasmin).
4. Increased plasma HDL and HDL, cholesterol subfraction concentration, reduced LDL cholesterol

concentration, increased triglyceride levels. changes in libido; fatigue; reduced tolerance; reactions;
5. Impaired glucose tolerance. hypocalcemia; exacerbation of asthma; increased triglycerides; back pain; arthralgia; myalgia.
(OVERDOSAGE

6. Reduced response to metyrapone test.
E Carci H " .

of Fertility Long-t of
estrogen, with or without progestin, in women with or without a uterus, has shown an increased risk
of endometrial cancer, breast cancer, and ovarian cancer. (See BOXED WARNINGS, WARNINGS, and
PRECAUTIONS.)

Long-term continuou

of natural and sy in certain animal species
increases the frequency of carcinomas of the breast, uterus, cervix, vagina, testis, and liver. Q Manufactured by Novo Nordisk A/S, 2880 Bagsvaerd, Denmark
F. Pregnancy Activella should not be used during pregnancy. (See CONTRAINDICATIONS.) Revised December 2006; Version 7
G. Nursing Mothers Estrogen administration to nursing mothers has been shown to decrease the novo nordisk” ©2007, Novo Nordisk Inc, Princeton, NJ 08540 132223

nervnusness ‘mood disturbances; initability; exacerbation of epilepsy; probable dementia.
8. Miscellaneous Increase or decrease in weight; aggravation of pcrphyna edema; leg cramps;

Serious ill effects have not been reported following acute ingestion of large doses of
‘estrogen-containing drug products by young children. Overdosage of estrogen may cause
nausea and vomiting, and withdrawal bleeding may occur in females.

migraine; dizziness; mental depression; chorea; insomnia;

ACTIVELLA is a registered trademark of Novo Nordisk FemCare AG.

of more than 7,000 children on chronic
quinolone therapy, only 10 developed an
arthropathy-like syndrome.

The American Academy of Pediatrics
has declared ofloxacin safe for breast-feed-
ing, she added.

Metronidazole has been associated with
carcinogenesis in rodents, but the drug
does not increase the rate of adverse
events in breast-fed infants and no studies
have found cancer to be associated with
breast-feeding in humans. The worst the
data show is a statistical trend toward rel-
atively benign side effects—loose stools or
candidal colonization may develop in in-
fants breast-feeding from women on
metronidazole.

The American Academy of Pediatrics
rates metronidazole safe while breast-feed-

Women taking a
2-gram dose of
metronidazole
should express
and discard milk
for up to 24 hours.

DR. AZIZ

ing, with one caveat. Because a large per-
centage of the metronidazole ends up in
a woman’s breast milk, she should con-
sider discarding some milk after a dose.

“So women who are taking a 2-gram
dose, for example for trichomonas treat-
ment, should express and discard milk for
up to 24 hours” before resuming breast-
feeding, Dr. Aziz said.

Chloramphenicol is one of the rare
antibiotics contraindicated during breast-
feeding because it may cause bone mar-
row suppression. In addition, the drug
can induce “gray-baby syndrome”—a de-
crease in hepatic enzyme function lead-
ing to hypotension, cyanosis, and even
death.

Chronic use of tetracyclines is not rec-
ommended because this can stain the im-
mature teeth of infants. Short-term use,
however, is approved by numerous orga-
nizations, Dr. Aziz said. [ |

Safe Drugs During
Breast-Feeding

Acyclovir Gentamicin
Amoxicillin Isoniazid
Aztreonam Kanamycin
Cefazolin Nitrofurantoin
Cefotaxime Ofloxacin
Cefoxitin Quinidine
Cefprozil Quinine
Ceftazidime Rifampin
Ceftriaxone Streptomycin
Chloroquine Sulbactam
Ciprofloxacin Sulfadiazine
Clindamycin Sulfisoxazole
Dapsone Tetracycline
Erythromycin Trimethoprim-
Ethambutol sulfamethoxazole
Fluconazole

Source: American Academy of Pediatrics
Committee on Drugs, 2001



