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PPAC: Pricing System Needs Correction Plan
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WASHINGTON — Physicians should be
reimbursed retroactively for any payment
miscalculations that occurred under
Medicare’s new system for in-office infu-
sions, the Practicing Physicians Advisory
Council recommended.

The average sales price (ASP) is some-
thing federal regulators “are concocting,
and they don’t know how accurate it’s go-

ing to be,” said PPAC member Barbara L.
McAneny, M.D., an oncologist from Al-
buquerque, N.M., who drew up the rec-
ommendation.

For that reason, the Centers for
Medicare and Medicaid Services should
establish a correction factor for each
quarter it updates pricing on the ASP, to
prevent physicians from treating patients
at a loss or being put in the position of
denying them medical treatment, she
said. PPAC is an independent panel that

advises CMS on issues related to physi-
cian payment.

The ASP was authorized by the
Medicare Modernization Act of 2003, re-
placing the former system of overpay-
ments for drugs and underpayments for
their administration. The intent was to
make fair payments for both services.

This year and next, Medicare will pay
physicians the ASP plus 6%, although in
2006, physicians will have the option of
obtaining the drugs directly from a sup-
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ESTROGENS INCREASE THE RISK OF END(]METRIAL CANCER
Close clinical suvellance of is important Adequate d when indicated, shouid be
undertaken to ule out malignancy i all cases of undmgnused persistent or vecuvrmuabnarmal vagma\ bleeding. There is no evidence that the use of “natural”
estiogens fesulisin risk profile han syni estiogen doge.
CARDIOVASCULAR AND OTHER RISKS

Estogenswihor wilhoutprogestis should no b sed fortheprevenion fcadiovesulr diseae of dementa
The Women's Health Initiative (WHI) study it fin thrombosis in (501079
6.8 years ofreatment i hcnmugmd estrogens (0625 mg) relaiv fo placebo.

5 . E ion may lead to severe I useof

the dug and appropriate mezsures taken to reduce t Icum lvel.

6. Visual abnormalities. Refinal vascular thrombosis hes been veuoned in patients receiving estrogens. Discontinue medication pending examination if there is

sudden partial or complete loss of vision, or a sudden onset of proptosis, diplopia, or migraine. ff examination reveals papilledema o retinal vascular lesions,

estrogens should be discontinued.

PRECAUTIONS

A. General

1. Addition of a progestin when a woman has not had a hysterectomy. Studies of the addiion of a progestin for 10 or more days of a cycle

of estrogen administration or daly with estrogen in a continuous regimen have reported a lowered incidence of endometrial hyperplasia then would

e induced by estrogen treaiment alone. Endometrial hyperplasia may be a precursor to endometrial cancer.

Theve e huwevev possible risks that may be assvmaed with the use nf pmgeslms with estrogens compared o estrogen-along regimens. These include
i 4 risk of breast cancer, (e.9. lowering HOL, raising LDL) and impairment of glucose tolerance.

2 Elevated blood pressure. \nasma\l number of case repuns sulmnm\ mcleases in blood pressure have been attributed to idiosyncratic reactions to

estrogens. n a farge,randomized, p tof estrogen therapy on blood pressure was not seen. Blood pressure should

be monitored at regular intervals wit hes rogen use.

‘The WHI study reported increased risks of myocardial infarction, stroke,
women (50 to 79 years of age) during 5 years of treatment with oral conjugated estragens (0.625 mg) cnmmned wwlh medmxypmgestemne acetate (25 mg)
Telative to placebo. (See CLINICAL PHARMACOLOGY, Clinical Studies in full Prescribing Information.)

The asubstudy of WH, repored increased risk of women
65 years of age or older during 4 t n5Zyearsu treatment with oral with or without , feltive fo placebo. Itis
unknown whether this finding apples to younger postmenopausal women.

Other doses of conjugeted estrogens and and other combinafion estogens and progesting were not studied in the
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INDICATIONS AND USAGE

Premarin (conjugated esirogens) Vaginal Cream is indicated in the treatment of atrophic vaginitis and kraurosis vulvae.

CONTRAINDICATIONS

Premarin Vaginal Cream should not be used in women with any ofthe following conditions:

Undiagnosed abnormal genita bleeding.

Known, suspected, or history of cancer of the breast.

Known or suspected estrogen-dependent neoplasia

Active deep vein thrombosis, pulmonary embolism or a istory of these conditions.

Active orrecent e, within past year) arteial thromboembolic disease (2., stoke, myocrdia nfrcio).

Liver dysfunction or disease.

Premarin Viaginal Cream should not be used in patients with known hypersensifivity to its ingredients.

Kmn o suspected pregnancy. There \s no mmua \on for Premaﬂn \lagma\ Creamin pregnency. There appears o be hme(uv nwgemd Tisk m)mnn defects in

children born

WARNINGS

See BOXED WARNINGS.

‘Systemic absorption may occur with the use of Premarin Vaginal Cream. The wamings, precautions, and adverse rections associated with oral Premarin treatment.

should be taken into account.

1. Cardiovascular disorders.

Estrogen Y increased risk
VT

well s venous

or be suspeced, immediafely.

Risk factors for arerial vastular disease (¢.0., hypertension, diabetes mellitus, tobacco use, hypercholesterolemia, and obesity) andfor venous

thromboembolism (¢.q., personal history urtarm\y fistoryof VIE, abesty, and systemic lupus erytemtosus) should e managed appropriaely.

a. Coronary heart disease and stroke. In the of the Women's Health Ini  an increase n e number of myocardial

intalons g soke fas been obseved n e teoiving Premarin compated 1 plecbo. (Sé CLINICAL PHARMACOLOGY, Clnical Studies n ful

Prestribing Information.)

In theestragen plus progestin substuug 0f WHI,an increased rsk of cororary heart disease (CHD) events (defined as nonfatal myocardial infarcton and CHD death)

was observed in women receiving PREMPRO (0.625 mg conjugated estrogens plus 2.5 mg medroxyprogesterons acetate) per day compared to women reciving

placebo (37 vs 30 per 10,000 women-years). The increase in risk was observed In year one and persised.

In the same substudy of the WH, an increased risk of stroke was observed in women receiving PREMPRO compared to women receiving placebo

(29vs 21 per 10,000 women-years). The increase in risk wes observed after the first year and persisted.

In postmenopausal women vith documented heart disease (n = 2,763, average age 6.7 years) a controled clinicaltrial of secondary prevention of cardiovascular

disgase (Heart and Estrogen/progestin Replacement Study; HERS) treatmen with PREMPRO (0.625 mg conjugated estrogen plus 2.5 mg medroxyprogesterone

acealeperday) demonsirated no cadiovasCular benefit During an average follow-up of 4.1 years, reament :”[E;E&MPRU did ot reduce the overal rale of CHD

nis in the

inyear 1, but not during the subsequent years. 2,321 women from the original HERS trial agreed to participate in an open label extension of HERS, HERS Il. Average

follow-up in HERS I was an additional 2.7 years, for a total of 6.8 years overall. Rates of CHO events were comparable among women in the PREMPRO group and

e placebo group in HERS, HERS I, and overal,

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 clinical trial in men to increase the risks of nonfatal myocardial infarction, pulmonary embolism, and thrombophiebitis.

b. Venous thromboembolism (VTE). In the Premerin tablefs substudy of the Women's Health Iniiative (WHI), an increase in VITE has been observed in

women receiving Premarin compared to placebo. (See CLINICAL PHARMACOLOGY, Clinical Studies in full Prescribing Information.)

Inthe estrogen plus progestin substudy of WHI a 4ol grete ate of VIE, ncluding dep venous trombosis and pulmonary embalism, wes obsenved n women

receiving PREMPRO compared to women receiving placebo. The rate of VTE was 34 per 10,000 women-years in the Prempro group wmpared 10 16 per 10,000

vomen-years inthe placebo group. The increase in VTE risk s observed durin te frs year and persised.

If feasible, estrogens should be discontinued at least 4 to 6 vieeks before surgery of the type associated with an increased risk of thiomboembolism,

(or during periods of prolonged immobiization.

2. Malignant neoplasms.

a. Endometrial cancer. The use of unopposed estrogens in women with intact uteri has been associated with an increased risk of endometial cancer.

The reported endometrial cancer risk among unopposed estragen users is about 2- fo 12-fold greater than in non-users, and appears dependent on uration of

reatment and on estrogen dose. Most studies show no significant increased risk associated with use of estrogens for ess than one year. The greatest risk appears

associated with prolonged use, with increased risks of 15- to 24-fold or five to ten years or more and this risk has been shown to persist for at Ieast 81o 16 years

after estrogen therapy is discontined.

Clinical surveillance of all women taking estrogen/progestin combinations is important. Adequate diagnostic measures, including endometral sampling when

indicated, should be undertaken to rule out malignancy in ll cases of undiagnosed persistent or recurring abnormal vaginal bleeding. There is no evidence that the

use of natural estrogens result in a diferent endometral risk profile than synthetic estrogens of equivalent eslrogen dose. Adding a progestin to postmenapausal

estrogen therapy has been shown to reduce th risk of endomekrial hyperplasia, which may be a precursor to endometrial cancer.

b. Breast cancer. Th use of estragens and progesting by postmenopausal women has been reported to increase the risk of breast cancer. The most important

randomized clinical trial providing information about this issue is the Women's Health Initiative (WHI) trial of estrogen plus progestin (see CLINICAL

PHARMACOLOGY, Clinical Studies in full Prescribing Informtion). The results rom observational studies are generally consistent with those of the WHIfial,

Ater a mean follow-up of 5 years, the WHI tral reported an increased risk of breast cancer in women who fook estrogen plus progestin. Observational

studies have also reported an increased risk for estrogen/progestin mmmnmmn therapy, and a smaller increased risk for estrogen alone therapy, after

several years ofuse. For both findings, the excess risk

(only the obsenvtiona Studies have substantal data o sk fle sopping). In \hese studie, e risk o breastcancer was gveater ad ecane apparent eatler with
conbiraon herapy zs compared 1 estogen aone ey, Hovever ese Sl hve o ound sigiant vriao i he sk o st

cancer among different estrogens or among different , doses, or routes of adminisiration.

Inthe WHI trial of estrogen plus progestin, 26% of the women reported prior use of estrogen alone andor eslrogen/progestin combination hormone therapy. Afer

a mean follow-up of 5.6 years during the clinical trial, the overall relatve risk of invasive breast cancer was 1.24 (95% confidence inferval 1.01-1.54), and the

overall absolut risk was 41 vs. 33 cases per 10,000 women-years, for estrogen plus progestin compared with placebo. 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

3 idemia. In patients with p estrogen therapy may be associated with elevati
Ho pancreatts and other complications

4, Impaired liver function and past history of cholestatic jaundice. Estrogens may be poorly metabolized in patients with impaired fiver function.
For patients with a history of cholesatic Jﬂuﬂd\CE associated with past estrogen use or with pregnancy, caution should be exercised and in the case of
regurtence, medication should be disconfinued.

5. Hypothyroidism. Estrogen adminisiration leads lu mcleased thyroid-t mndmg g\nnuhn (TBG) levels. Patients with nnnﬂa\ Ihylmd function can
compensate for the increased TBG by fre
thyroid hormone replacement lheravy who are 2lso rerewmu eslmgens may lequwe mcraased d%es of their thyroid replacement therapy. These patients should have
their thyroid runmon monitored in order to maintain their

6. Fluid rete B degreg of fuid refention, that might be influenced by 1, Such as cardiac
orrenel dysMnnI\on et call obsem mn when mmgens are prestried.
7 2 ith caution in individual

8. Ovarian cancer. The estrogen plus progestn substudy of WH reported that fter an average folow-up of 56 years‘ the reative rik for ovarian cancer
for estrogen plus progesin versus placebo was 1.58 (35% confidence interval 0.7 -3.24) but was not stafstically significant. The absolute risk for estrogen plus
progestin versus placebo was 4.2 versus 2.7 cases per 10,000 women-years. In some epidemiologicstudies, the s of estrogen-only pmdums in
partcular for ten or more years, has heen associated with an increased risk of ovarian cancer. Other not found

9. Exacerbation of i be exacerbated i of estrogen therapy.

A few cases of malignant transformation of residual endomefrial implants have been reported in women treated post-hysterectomy with estrogen alone
herapy. For ptients known to have resicual endometioss post-hysterectomy, the addiion of progestn should be considered

10. Exacerbation of other conditions. Estrogen therapy may cause an exacerbation of asthma, diabetes mellitus, epilepsy, migraine, porphyria, systemic lupus
enythematosus, and hepac hemangiomas and should be used with caution in women with these conditons,

1. Barrigr contraceptives. Premarin Vaginal Cream exposure has been reparted to weaken latex condoms. The potentialfor Premarin Vaginal Cream fo weaken
and contribute to the ailure of condoms, diaphragms, or cervical caps made of latex or rubber should be considered.

B. Patient Information Physicians are advised to discuss the contents of the PATIENT INFORMATION leaflet with- patients for whom they
prescribe Premarin Vaginal Cream.

C. Laboratory Tests Estrogen adminishration should be quided by clinical response af the lowest dose for the treatment of postmenopausal
vulvar and vaginal atrophy.

D. Drug/Laboratory Test Interactions

1. Accelerated prothrombin time, partial thromboplastin time, and platelet aggregation time; increased platelet count; increased factors I, VHanngen Vil antigen,
V\chagu\am acivity, IX, X, XIl, VII-X complex, [1-VI-) Xcomp\ex and beta- hmmbng\ubmm Gecreased levels of fa fifactor Xa and antthrombin I, decreased
antthrombin Il actvity; incieased evels of fibrinogen and fio increased pl fvity

2.Increased thyroid-binding globulin (TBG) leading to increased circulating total thyraid hormone, as measured by protein-bound ioding (PBI),
T )y by or Ty levels by Tsresin uptake s decreased, reflecting the elevated TBG. Free T, and free T

Paents therapy may require higher doses of thyroid hormone.

3. Other binding proteins may be elevated in serum, i.e, corticosteroid binding globulin (CBG), sex hormone-binding qlobulin (SHBG), leading to increased
tofal circulating corticosteroids and sex slermds resueclwe\y Free hormone concentrations may be decreased. Other plasma proteins may be increased
(angiotensinogen/renin subsirate, alpha-1-anitrypsin, ceruloplasmin).

4. Increased plasma HDL and HDL, cholesterol subfraction concentrafions, reduced LDL cholesterol concentrafion, increased triglyceride levels.

5. Impaite glucose tolerance.

6. Reduced response to mefyrapone test.

E.Carcinogenesis, Mutagenesis, Impairment of Fertlity (See BOXED WARNINGS, WARNINGS, and PRECAUTIONS.)

Long-term continuous administration of natural and synihetic estrogens in ceriain animal species increases the frequency of carcinomas of the breas,

uterus, cervix, vagina, tests, and liver.

F. Pregnancy Premarin Vaginal Cream should not be used during pregnancy. (See CONTRAINDICATIONS.)

G. Nursing Mothers Estrogen administration fo nursing mothers has been shown to decrease the quantity and quality of breast milk. Defectable

amounts of estrogens have been identified in the milk of mothers receiving the drug. Caution should be exercised when Premarin Vaginal Cream is

administered to @ nursing woman.

H. Pediatric Use Estrogen therapy has been used for the induction of puberty in adolescents with some forms of pubertal delay. Saey and effectiveness in

pediarc paiens have not oterwise been established

Large and repeated doses of estrogen over an extended time period have been siown to accelerate epiphyseal closure, which could result in short adult

stature if treatment is initiated before the completion of physiologic puberty in normally developing chilaren. f estrogen is administered fo patients whose

bane growth is not complet, periodic monitoring of bane mafuration and effects on epiphyseal centers s recommended during estiogen administation

Estrogen treaiment of prepubertal girs also induces premature breast development and vaginal conificaion, and may induce vaginal bleeding. In bngs

estrogen tieatment may modly the normel pubertal process and induce gynecomastia. Seg IIIDICAHONS see DOSAGE AND ADMINISTRATION

section in full Prescribing Information.

1. Geriatric Use Of the tofal number of subjects in the estrogen plus progestin substudy of the Initiative study, 44% (n =732

and over, while 6.6% (n = 1,095) were 75 years and over (See CLINICAL PHARMACOLOGY, Clinical Studies in full Prescribing \mmmmmn) There v@s 2

higher incidence of stroke and invasive breast cancer in women 75 and over compared to women less than 75 years of age.

In the Women's Health Iniiafive Memory Study (WHIMS), an ancillary study of WHI, a population of 4532 women aged 65 o 79 years was randomized to

PRENPRO (0.625 mg/2.5 m) or placebo. A populaton of 2,947 hysterectomized women, aged 65 to 79 years, was randomized to Premarin (0625 mg) or

placeo. In the planned analysis, paoling the events in women receiving Premarin or PREMPRU in comparison to those in women on placebo, the overal relative

nsk (RR) for probable dementia was 1.76 (95% CI 1.19-2, GU) In heeslmgen alone group, aﬂeraﬂ average follow-up o(ﬁ?yemsaRRu 149 (95% C10.83-266)
aRR of2.05(95% C11.21-348)

mrurobab\e dementia was observed compared to placebo. Since m\s s\udy Was conducted mwnmen aged 8510 79 years, \ is unknwn wheter these findings

apply to younger postmenopausal women. (See WARNINGS, Dementia.)

There have not been Suficient numbers of geriatric patients involved in studies utlzing Premarin Vaginal Cream to determing whether those over 65 years of age

difer from younger subjecs in their response to Premarin Vaginal Cream.

ADVERSE REACTIONS

See BOXED WARNINGS, WARNINGS, and PRECAUTIONS.

Systemic absorption may occur with the use of Premarin Vaginal Cream. Wamings, precautions, and adverse reactions assacialed with oral Premarin

Ireatment shouldbetaken nlo account

The troge progestin therapy:

1. Genitourinary system: Breakthrough bleeding, suomng changg in menstrual flow, dysmenorrhea; premenstrual-like syndrome; amenorhea during and after

reatment; increase in size of ulerine fibromyomala; vaginits, including vaginal candidiasis; change in cervical erosion and in degree of

cenvical secretion; cystiis-ike syndrome; application site reactions of vulvovaginal discomfort including burning and iritation; genital pruritus; ovarian

cancer; endomelial hyperplasia; endometrial cancer; precocious puberty.

Breasts: Tenderess, pain, enlargement, secrefion; breast cancer; fibrocystic breast changes.

usef
sz 40vs 36t e 000D wonEn-es In e WH bl i and dagnosed

Deep and superfcial venous thrombosis, pulmonary embalism, myocardial infarction, stroke; increase in blood pressure.
Nausea, vomiting, abdominal cramps, bloating; cholestatic jaundice; pancreatiis; increased incidence of gallbladder disease;

alamare aenced e 1 e stogen pus pogein gup conpte i e et g, a5 e i 0 ggatent
1e o s, Ot progrstc s sich s isolgiesubyg, g and oo e ov Sals i ot e e e groups.
lyinEL d an increased risk of

users, y of y i
The use of estragen plus progesin has been repored to resultin an increase evluation. Al
breast examinations by a heatthcare provider and perform monthly breast self-examinations. In addition, mammography examinati wns should be scheduled hzsed
on patient age, risk factors, and prior mammogram resuls.
3. Dementia.
In the Women's Health Inititive Memory Study (WHIMS), an ancillary study of WHI, a population of 4,532 women aged 65 to 79 years was randomized to
PREMPRO (0.625 mg/2.5 mg) or placebo. A population of 2,947 hysterectomized women, aged 66 to 79years ‘was randomized o Premarin (0.625 mg) or placebo.
Inthe planned analysis, pooling the events in women receiving Premarin or PREMPRO in comparison to those in women on placebo, the overall relativ risk (RR)
for probable dementia was 1.76 (95% CI 1.19-2.60). Inthe estrogen-alone group, ate an average follow-up of 5.2 years a RR of 1.49 (35% C1 0.83-2.66) for probable
dementia was observed compared to placebo. In the estrogen-plus-progestin group, after an average follow-up of 4 years, a R of 2.05 (95% Cl 1.21-3.48) for
probable dementia was fo gllaCEDO was conducted in women aged 65 to 79 years, it is unknown whether these findings apply
o younger postmenapausal women. (See PRECAUTIONS, Geriatric Use.)
4. Gallbladder disease. A 2- to 4-fold increase in the risk of gellbladder disease reguiring Surgery in postmenopausal women receiving posimenopausal
estrogens has been reported.

esfiogens pls
i5

enlargement of hepatic hemangiomas.

‘Skin: Chioasma or melasma which may persst when drug s discontinued; rythema multforme; eryhema nodosum; hemorthagic enuption;ss ofsclp har

hirsutism; prurtus; rash; uticaria

‘Eyes: Retinal vascular thrombosis; intolerance to contact lenses.

dC@nrm[! Nervous System: Headache; migraing; dizziness, nervousness; mood disturbances; ritabiliy; mental depression; chorea; exacerbation of epilepsy;
emenla,

Misceflaneous: Increase or dectease in weight, reduced carbohyiate tolerance; glucose intolerance; aggravaton of porphyri; edeme; changes in fbido

anaphylactoid/anaphylactic reactions; hypocalcemia; exacerbation of asthme; angioedem; hypersensitivity; increased triglycerides; arthralgias; leg cramps.

OVERDOSAGI

Serious ll efects have not been reported following acute ingestion of large doses of

estrogens may cause nausea and vomiting, and withdrawal bleeding may occur in females.

This brief summary is based on PREMARIN® (conjugated estrogens) Vaginal Cream Prescribing Information W10413C005 ETO1, revised August 9, 2004.
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plier selected by Medicare through a com-
petitive bidding process.

CMS officials told the panel that the
agency would update pricing for the ASP
on a quarterly basis. However, Dr. McA-
neny argued that this would not allow for
any mistakes in pricing made along the
way.

“Suppose the ASP is set at $60 for a
drug, but you can only purchase that drug
for $100,” she later said in an interview.
This means physicians would be getting
paid only $60 for that drug from January
through April—and losing $40 every time
they administer the drug.

CMS might be able to correct the price
on April 1, but that doesn’t compensate for
the losses physicians would have incurred
over the first quarter of the year, Dr. McA-
neny said.

As aresult, the agency could end up get-
ting complaints
from half the
physicians  in
the  country
about the cost

If the average
sales price is set
at $60, but

physicians must ofadrug.
By putting in
pay $100 for the a  correction
drug from January ~ Mechanism, the
agency can
to June, they make the

would ‘lose $40 change retroac-
tive, she recom-

every time they mended.
administer’ it. A report
from the Gov-
ernment Accountability Office indicated
that physicians may not get shortchanged
under the ASP. Medicare payments for
cancer drugs may decline next year, but
payments are actually expected to ex-
ceed physicians’ costs by 6% on average,
the GAO found. The American Society of
Clinical Oncology responded that the
study underreported some costs and the
report’s methodology was flawed.

“GAO has always said that everything’s
going to be fine” with the ASP, Dr. McA-
neny said. Nevertheless, “we need a plan
B in case they're wrong.”

The ASP replaces the average whole-
sale price, a number that drug makers
had been giving to the government for
each drug administered. Medicare in the
past paid physicians 95% of the average
wholesale price for in-office administra-
tion of a drug to a Medicare beneficiary;
however, the physician was not paid an
administration fee.

The ASP system comes with mixed ben-
efits: Physicians now will get paid an ad-
ministration fee but they won't be getting
paid as much for the drugs themselves as
they were under the average-wholesale-
price system.

PPAC also requested that physicians be
allowed Internet access to a list of drugs
that CMS compiled by manufacturer to
determine ASP.

“This will be very helpful to the physi-
clan community—not just oncology—
but for everybody who wants to pur-
chase drugs . . . under the average selling
price, and [to] know who they can pur-
chase these drugs from,” Dr. McAneny
said. u



