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Sponsor Statement

Currently wholesale companies of drugs and medical devices that are outside the state o f Alaska are
not required to be licensed with the State creating an unfair disadvantage to our local businesses.
This bill will level the playing field by requiring these out of state wholesalers to be licensed as
those are in the state. Additionally, with die potential for die counter fitting of products by rogue
companies, this legislation will help insure Alaskans receive quality products.

It also adds verbiage which would include “pharmacy or pharmacist” as a “provider” under section
6 (d) which defines those occupations in which unfair discrimination is prohibited against a person
who provides a service within the scope ofthe providers occupational license.

This bill would also require the State of Alaska to pay for and/or reimburse compounded
prescription within the same scope and maimer as manufactured prescriptions.

Pharmacy compounding is the creation of a particular pharmaceutical product to fit the unique need
ofapatient. To do this, compounding pharmacists combine or process appropriate ingredients using
various tools. This is done for medically necessary reasons, such asto change the form ofthe
medication from a solid pill to a liquid, to avoid a non-essential ingredient that the patient is allergic
to, or to obtain the exact dose(s) needed or deemed best of particular active pharmaceutical
ingredients).

Currently, a compound prescription that contains at least one legend (R X only) drug is generally
covered by most insurance plans. However, the compounding pharmacy may only be reimbursed
for the legend drug(s) in the compounded prescription, not the other ingredients used or for the time
it took to make the compound. (This may mean that the pharmacy is unable to make up the
medication per the designed formula and/or unable to dispense the intended product to the patient.)
This will negatively impact our local businesses, in-fact it could put many out o f business.
Alaskans deserve to have coverage ofcompounded medications for potentially life-saving
indications as well as for quality of life.

Many o fthese drugs were previously covered, now the customer must bear the cost anywhere from
as little as $80.00 to as much as $800.00 depending on the compound.
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FISCAL NOTE ANALYSIS

STATE OF ALASKA BILL NO. HB319

2014 LEGISLATIVE SESSION
Analysis

HB319 would amend AS 21.36.090(d) to add "pharmacy or pharmacist” to the definition of the term "provider."”

HB319 would also amend AS 21.55.110 to add "compounded prescriptions, regardless of whether the compounded
prescription contains a legend drug" to the list of minimum benefits provided under health plans offered by the Alaska

Comprehensive Health Insurance Association.

The Division of Insurance does not anticipate a fiscal impact from this legislation.
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An Actrelating to wholesale drug or device distributors; relating to prescription

Section 1:

Section 2:

Section 3:
Section 4;
Section 5:
Section 6:

Section 7:

benefits under the state health insurance plan...

(7) Adds “or device” which would prohibit wholesale device distributors
from dispensing or distributing directly to a patient.

Adds a new section (Sec. 08.80.459) which would require out-of-state
wholesale distributors of drugs or devices to be licensed with the Board
and defines the maimer in which the Board can regulate them.

Adds “or device” and “or devices” which effectively defines a wholesale
distributor of devices.

Adds “or device” and “or registered”” under subsection (BXiii) asan
exclusion of subsection (a).

Adds “or device” and “or registered”” under subsection (BXii) to the list
which this section is excluded.

Adds “pharmacy, or pharmacist” to be included in the list of
professionals that may not be discriminated against under this section.
Under (13) the verbiage “cost-effective was cleaned up.

A new subsection was added, line (22) which would require the State to
pay for compounded prescriptions whether or not they contain a legend
drug, under the State’s current health insurance plan, as previously
covered.
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What is Compounding? - PCCA - Professional Compounding Centers of America

Phamedists

CempountGng  itoet I* Compounding?

Do Compounded Medication*
Require FCA Approval?

The FDA approval process I*
intended for mass-produced
drugs mad* by manufacturer*.
Becauae compounded

medi ation* ere peraonalteed for
Individual patient*, It I* not

po u fateloftichfoflnuiition to
go through the FDA'a drug
approval proc**, which takes
years to completeand I*
prohibttivety expensive, often
costing hundreds of mMona of
doBas

About PCCA

PCCA it an indoponcfom
compounding pharmacy®
complete nsoufoi for fin#
chtmicdet, devices, tQuipmsnl,
trading & support

http://www .pccarx.com/what-is-compounding/what-is-compounding

Patients Presenters

Page lof2

AboulPCCA Product* Services ContactU* Mambaci

SxnZiPaget

Students VetsiPets Compounding Join

Wet is Corpourdirg?

Compounding is the Art and Science of Creating
Personalized Medications

Pharmacy compounding i» th# ait and science of proparing
pwioni it t d mecficetion*for patients. Compounded
medications am "madefrom scratch”* indvidud jnfifsttisnts
are mixed togctoer in the exact strengthand dotage form
required bythe patient This method tffows the compounding
phamectstto workwith th* paUantend the prescriber to
customize e medication to meet foe patent* specific needs.

Hnd out more about compounded medications:

m Specialty Compounding: Compounding I* a useful tool

h varigitt erees ofsdfciee

M Altamstiv* Medication Forms: Making mediations more effective and sasier totax*
e Compounding Answers: Answers to common compounding questions

A Brief History of Compounding

Al onetime, nearly si prescriptions wers compounded. With foe advent of mass drag manufacturing inthe 1950*
and *801, compounding rapidly declined, The pharmacists roleas a prepsrer of mtcticationt quickly changed to
tort ofa dispenser of menufacdtured dosage forme* and most pharmacists no longerwere trained to compound
medications. However, the "'one-steOffittirtr nature of many mass-produced madteations meant tort somo patients*
needsware not beingmet

Innovative Compounding Technology & Techniques Meet
Patient Needs

Fortunately, compounding hat experienced a resurgencea*
modem technology and innovative tachniquaa and research
have alowed mora pharmacists to customize medications to
meet specific patient needs.

Trained, PCCA member pharmacist* can now
personalize medicine for patients who need specific:

a Strengths

a Dosage forms

a Havors

m  Ingredients excluded from medications due to energiesor
other sensitivities
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FACILITY STANDARDSFOR PHARMACIES
February 2008

General Requirements.

(@ Each pharmacy is of sufficient size to allow for the safe and proper storage of prescription drugs and for the
safe and proper compounding and/or preparation of prescription drug orders.

(b) There is a minimum of three linear feet by a minimum of 18 inches in depth of counter working space for
each pharmacist or intern compounding or filling prescriptions at the same time.

(c) The prescription department and all areas where drugs are stored are well lighted, well ventilated, dry, and
maintained in a clean and orderly condition. Walls, floors, ceilings, and windows are clean and in general
good repair and order.

(d) Each pharmacy has a sink with hot and cold running water within the pharmacy and maintained in a
sanitary condition.

(e) There are refrigeration facilities with a thermometer in the prescription department for the proper storage of
drugs requiring refrigeration. Temperatures in the refrigerator are maintained within United States
Pharmacopeia standards.

(f) The temperature of the pharmacy is maintained within a range compatible with the proper storage of drugs.

Equipment and Supplies.

(@) All pharmacies have in their possession the equipment and supplies necessary to compound, dispense,
label, administer and distribute drugs and devices. The equipment is in good repair and is available in
sufficient quantity to meet the needs ofthe practice of pharmacy conducted therein.

(b) Al equipment is kept in a clean and orderly manner. Equipment used in the compounding or preparation
of prescription drug orders (counting, weighing, measuring, mixing, stirring, and molding equipment) is
clean and in good repair.

Library. A reference library is maintained which includes the following:

(1) A current copy ofthe Alaska Pharmacy Statutes and Regulations.

(2) At least one cun-ent or updated reference (hard-copy or electronic media) from each of the following
categories:

(A) Patient information - examples are;
(i) USP Dispensing Information; or
(ii)  Patient Drug Facts; or
(iii)  reference text or information leaflets which provide patient information.
(B) General information - examples are;
(i) Facts and Comparisons; or

(i)  USP Dispensing Information, Volume I (Drug Information for the Healthcare Provider);
or

(iii)  Remington’s Pharmaceutical Sciences.
(C) Clinical Information- examples are;
(i) AHFS Drug Information; or
(i)  Micromedex; or

(iii)  Clinical Pharmacology; or
-72-



(iv) reference material pertinent to the practice setting.
(3) The telephone number ofthe nearest poison control center is readily available.
This pamphlet is prepared by the Alaska Board of Pharmacy to establish guidelines on facilities, reference materials,

equipment, supplies and other matters. Professional conduct by a licensee includes adherence to these guidelines.
See 12 AAC 52.400.



STERILE PHARMACEUTICALS
February 2008

Scope and Purpose.

The purpose ofthis pampbhlet is to provide standards for the preparation, labeling, and distribution of sterile products
by pharmacies, pursuant to or in anticipation of a prescription drug order. These standards are intended to apply to
all sterile products, notwithstanding the location of the patient (eg. home, hospital, extended care facility, hospice,
practitioner’s office).

Definitions.

(@ “Biological Safety Cabinet” - a containment unit suitable for the preparation of low to moderate risk agents
where there is a need for protection of the product, personnel and environment, according to National
Sanitation Foundation (NSF) Standard 49.

(b) “Class 100 Environment” - an atmospheric environment which contains less than 100 particles 0.5 microns
in diameter per cubic foot ofair, according to Federal Standard 209D.

(c) *“Cytotoxic” - a pharmaceutical that has the capability ofkilling living cells.
(d) “Parenteral” - a sterile preparation of drugs for injection through one or more layers ofthe skin.
(e) “Sterile Pharmaceutical” - dosage form free from living micro-organisms (aseptic).

Policy and Procedure Manual.

(a) A policy and procedure manual is prepared and maintained for the compounding, dispensing, anddelivery
of sterile pharmaceutical drug orders. The manual is reviewed and revised as necessary on an annual basis
by the pharmacist-in-charge and is available for inspection at the pharmacy.

(b) The manual includes policies and procedures, as applicable, for:

(1) Clinical services;
(2) Sterile product handling, preparation, dating, storage and disposal;
(3) Major and minor spills of cytotoxic agents;
(4) Disposal ofunused supplies and medications;
(5) Drug destruction and returns;
(6) Drug dispensing;
(7) Drug labeling;
(8) Duties and qualifications for professional and nonprofessional staff;
(9) Equipment use and maintenance;
(10) Handling of infectious waste pertaining to dmg administration;
11) Infusion devices and dmg delivery systems;
5123 Training and orientation of professional and non-professional staff commensurate with the services
provided;
(13) Dispensing of investigational medications;
(14) Quality control and quality assurance;
(15) Recall procedures;
(16) Infection control,
(17) Suspected contamination of sterile products;
(18) Orientation of employees to sterile technique;
(19) Sanitation;
(20)  Security; and
(21) Transportation.

Physical Requirements.

(&) The pharmacy designates an area for the preparation of sterile products that is functionally separate from
areas for the preparation of non-sterile products and is constructed to minimize traffic and airflow
disturbances. It is used only for the preparation of these specialty products. It is of sufficient size to
accommodate a laminar airflow hood and to provide for the proper storage of drugs and supplies under
appropriate conditions of temperature, light, moisture, sanitation, ventilation, and security.



(b) The pharmacy preparing parenteral products has:

(1) Appropriate environmental control devices capable of maintaining at least a Class 100 environment
condition in the workspace where critical objects are exposed and critical activities are performed;
furthermore, these devices are capable of maintaining Class 100 environments during normal
activity;

(2) When cytotoxic drug products are prepared, appropriate environmental control also includes
appropriate biological safety cabinets;

(3) Sink with hot and cold running water which is convenient to the compounding area for the purpose
ofhand washing prior to compounding;

(4) The designated area shall have hard cleanable surfaces, walls, floors and ceilings;

(5) Appropriate disposal containers for used needles, syringes, etc. and if applicable, for cytotoxic waste
from the preparation of chemotherapy agents and infectious wastes from patient’s homes;

(6) Refrigerator/freezer with thermometer;

(7) Temperature controlled delivery container, if appropriate;

(8) Infusion devises, if appropriate;

(9) Supplies adequate to maintain an environment suitable for the aseptic preparation of sterile products.

(c) Laminar flow hood certification (or clean room certification, if applicable) are conducted at least every six
months by an independent contractor according to Federal Standard 209B or National Sanitation
Foundation 49 for operational efficiency. These reports are maintained for at least two years. In addition,
prefilters are replaced on a regular basis and the replacement date documented.

(d) The pharmacy has current reference materials related to sterile products. These reference materials will
contain information on stability, incompatibilities, preparation guidelines, and the handling of
chemotherapy drug products.

Personnel.

(@ All personnel participating in the preparation and/or dispensing of compounded sterile pharmaceuticals are
trained in this specialized function, including the principles of aseptic technique. All duties and
responsibilities of personnel are consistent with their training and experience.

(b) Pharmacies providing parenteral products to non-hospitalized patients have a pharmacist accessible twenty-
four hours per day to respond to patient’s and other health professional’s questions and needs.

Drug Distribution and Control.

(a) In addition to labeling required for all dispensed prescription drug orders, the labeled container of a sterile
pharmaceutical bears the expiration date of the preparation based upon published data.

(b) Delivery Service. The pharmacist-in-charge assures the environmental control of all products shipped.
Therefore, any compounded sterile pharmaceutical is shipped or delivered to a patient in appropriate
temperature controlled (as defined by United States Pharmacopeia Standards) delivery containers and
stored appropriately in the patient’s home or outpatient location.

(c) Disposal of Infectious/Hazardous Waste. The pharmacist-in-charge is responsible for assuring there is a
system for the disposal of cytotoxic waste and infectious waste in a manner so as not to endanger the public
health.

(d) Emergency Kit. When sterile pharmaceuticals are provided to home care patients, the pharmacy may
supply the licensed nurse with emergency drugs, if the prescribing practitioner has authorized the use of
these drugs by a protocol for use in an emergency situation (e.g. anaphylactic shock).



Cytotoxic Drugs.

The following additional requirements are necessary for those pharmacies that prepare cytotoxic drugs to assure the
protection of the personnel involved:

(a) All cytotoxic drugs are compounded within a vertical flow, Class Il, Biological Safety Cabinet Policy and

(b)

()

(d)
Q)

(f)

procedures are developed for the cleaning of the laminar airflow hood between compounding cytotoxic
drugs and other parenteral products, if applicable.

Protective apparel is worn by personnel compounding cytotoxic drugs. This includes disposable gloves and
gowns with tight cuffs.

Appropriate safety and containment techniques for compounding cytotoxic drugs are used in conjunction
with the aseptic techniques required for preparing sterile products.

Disposal of cytotoxic waste complies with all applicable local, state, and federal requirements.

Written procedures for handling both major and minor spills of cytotoxic agents are developed and
included in the policy and procedure manual.

Prepared doses of cytotoxic drugs are dispensed, labeled with proper precautions, and shipped in a manner
to minimize the risk of accidental rupture ofthe primary container.

Patient Training.

If appropriate, the Pharmacist demonstrates or documents the patient’s training and competency in managing the
type of therapy provided by the Pharmacist to the patient in the home environment. A pharmacist is involved in the
patient training process in any area that relates to drug compounding, labeling, storage, stability, or incompatibility.
The Pharmacist is responsible for seeing the patient’s competency in the above areas is reassessed on an ongoing

basis.

Quality Control and Quality Assurance Procedures.

(@)

(b)

Quality Control. There is a documented, ongoing quality control program that monitors and evaluates
personnel performance, equipment and facilities. Procedures are in place to assure the pharmacy is capable
of consistently preparing pharmaceuticals which are sterile and stable. Quality control procedures include,
but are not limited to, the following:

(1) recall procedures;
(2) storage and dating;
(3) documentation of appropriate functioning of refrigerator, freezer, and other equipment;

(4) documentation of aseptic environmental control device certification and the regular replacement of
prefilters;

(5) aprocess to evaluate and confirm the quality ofthe prepared pharmaceutical product; and

(6) if bulk compounding of parenteral solutions is performed utilizing non-sterile chemicals, extensive
end product testing is documented prior to the release of the product from quarantine. This process
includes appropriate tests for particulate matter and pyrogens.

Quality Assurance.

(1) There is a documented, ongoing quality assurance program for monitoring and evaluating personnel
performance and patient outcomes to assure efficient drug delivery, patient safety, and positive
patient outcomes.

(2) There is documentation of quality assurance audits at regular, planned intervals which may include
infection control, sterile technique, delivery systems/times, order transcription accuracy, drug
administration systems, adverse drug reactions, and drug therapy appropriateness.

(3) A plan for corrective action of problems identified by quality assurance audits is developed which
includes procedures for the documentation of identified problems and action taken.
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(4) A periodic evaluation of the effectiveness of the quality assurance activities is completed and
documented.

This pamphlet is prepared by the Alaska Board of Pharmacy to establish guidelines for a pharmacy or pharmacist

that prepares or dispenses sterile pharmaceuticals. Professional conduct by a licensee includes adherence to these
guidelines. See 12 AA("2.430.
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(b)

(c)

(d)

(€)

GOOD COMPOUNDING PRACTICES
February 2008

A pharmacist may compound drugs in limited quantities before receiving a valid prescription drug order if
the pharmacist has a historical basis.pfLvalidp rescription dmg.orders.generated.solelvgiinBitflffiTi"gsSBrishR
relationship between
AMpOmped
fponsidered'raanui

Compounding includes the preparation
(1) according to a prescription drug order of drugs or devices that are not commercially available;

(2) of commercially available products from bulk when the prescribing practitioner has prescribed the
compounded product on a per prescription basis and the patient has been made aware that the
compounded product will be prepared by the pharmacist.

When a compounded product is to be substituted for a commercially available product, both the patient and
the prescribing practitioner must authorize the use of the compounded product. The pharmacist shall
document these authorizations on the prescription drug order or in the computerized patient medication
record. The prescribing practitioner’s authorization is in addition to signing to permit substitution on a
prescription drug order or advising verbally that substitution is permitted. ~The reconstitution of
commercially available products according to the manufacturer’s guidelines is permissible without notice
to the prescribing practitioner.

A pharmacist may not offer compounded drug products to prescribing practitioners, pharmacists, or
pharmacies for resale except in the course of professional practice for a prescribing practitioner to
administer to an individual patient. The distribution of inordinate amounts of compounded products
without a relationship between the pharmacist and the prescribing practitioner and patient is considered
manufacturing.

A pharmacist may receive, store, and use drug substances for compounding prescriptions that meet official
compendia requirements. A pharmacist shall use the pharmacist’s professional judgment to receive, store,
and use drug substances for compounding prescriptions not found in official compendia.

PERSONNEL

A pharmacist engaging in compounding shall maintain proficiency through current awareness and training.
Continuing education should include training in the art and science of compounding and the rules and regulations of

compounding.

COMPOUNDING FACILITIES

@

(b)

(©

(d)

(e)

A pharmacy engaging in compounding shall have a specifically designated and adequate area for the
orderly compounding of prescriptions that is maintained in a good state of repair and for the placement of
materials and equipment. There is a minimum of three linear feet by a minimum of 18 inches in depth of
counter working space for each pharmacist or intem compounding or filling prescriptions at the same time.

Bulk medications and other chemicals or materials used in the compounding of medications must be stored
in adequately labeled containers in a clean, dry, and temperature controlled area or, if required, under
proper refrigeration.

Adequate lighting and ventilation must be provided in all drug compounding areas. Potable water must be
supplied under continuous positive pressure in a plumbing system free of defects that could contribute
contamination to any compounded drug product. Adequate washing facilities, easily accessible to the
compounding area of the pharmacy must be provided. The facilities must include hot and cold water, soap
or detergent, and air-driers or single use towels.

The area used for the compounding of drugs must be maintained in a clean and sanitary condition. It must
be free of infestation by insects, rodents, and other vermin. Trash must be held and disposed of in a timely
and sanitary manner. Sewage and other refuse must be disposed of in a safe and sanitary manner.

If drug products with special precautions for contamination, such as penicillin, are involved in a
compounding procedure, appropriate measures, including either the dedication of equipment or meticulous
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cleaning of contaminated equipment prior to its use for the preparation of other drugs, must be used in
order to prevent cross-contamination.

RECORDS AND REPORTS

(@)

(b)

©

(d)

(e)

®

(9)

A pharmacist shall keep records of all compounded products for two years. The records must be readily
available for authorized inspection at the pharmacy.

A pharmacist shall ensure that there are formulas maintained electronically or manually. A formula must
include ingredients, amounts, methodology and equipment, if needed, and special information regarding
sterile compounding.

A pharmacy engaging in compounding must have written procedures for the compounding of drugs to
assure that the finished products have the identity, strength, quality, and purity they are represented to
possess. The procedures must include a listing of the components, their amounts in weight or volume, the
order of component mixing, and a description of the compounding process. The procedures must list all
equipment and utensils and the container or closure system relevant to the sterility and stability of the
intended use of the drug. The procedures must be followed in the execution of the drug compounding
procedure.

A pharmacist shall accurately weigh, measure, or subdivide as appropriate the components for drug product
compounding. The compounding pharmacist shall check these operations at each stage of the
compounding process to ensure that each weight or measure is correct as stated in the written compounding
procedures. If a component is transferred from the original container to another container, the new
container must be identified with the component name and the weight or measure.

To assure the reasonable uniformity and integrity of compounded drug products, written procedures must
be established and followed that describe the tests or examinations to be conducted on the product
compounded. The control procedures must be established to monitor the output and to validate the
performance of those compounding processes that include the following when appropriate:

(1) capsule weight variation;

(2) adequacy of mixing to assure uniformity and homogeneity;

(3) clarity, completeness, or pH ofsolutions;
A pharmacy engaging in compounding shall establish and follow appropriate written procedures designed
to prevent microbiological contamination of compounded drug products purporting to be sterile. The

procedures must include validation ofany sterilization process.

For the purpose of compounding in quantities larger than required for immediate dispensing by a prescriber
or for future dispensing upon prescription, a pharmacy shall maintain records that include

(1) the date of preparation;

(2) the lot numbers - the lot numbers may be the manufacturer’s lot numbers or new numbers
assigned by the pharmacy. Ifa lot number is assigned by the pharmacy, the pharmacy shall record
the original manufacturer’s lot numbers and expiration dates, if known. If the original
manufacturer’s lot numbers and expiration dates are not known, the pharmacy shall record the
source and acquisition date of the components;

(3) the expiration date of the finished product. This date may not exceed 180 days or the shortest
expiration date of any component in the finished product unless a longer date is supported by
stability studies in the same type of packaging as furnished to the prescriber or to be stored in until
dispensing. Shorter dating than set forth in this subsection may be used if it is deemed appropriate
in die professional judgment ofthe responsible pharmacist;

(4) the signature or initials ofthe pharmacist performing the compounding;

(5) initials of the person preparing each process;

(6) initials of the pharmacist supervising each process;

(7) a formula for the compounded product maintained in a readily retrievable form;
-79-



(8) the name ofthe manufacturer of the raw materials;
(9) the quantity in units offinished products or grams of raw materials; and
(10) the package size and the number ofunits prepared.

(h) “Component” means any ingredient intended for use in the compounding ofa drug product, including those
that may not appear in the product.

This pampbhlet is prepared by the Alaska Board of Pharmacy to establish guidelines for a pharmacy or pharmacist on

compounding practices. Professional conduct by a licensee includes adherence to these guidelines.
See 12 AAC 52.440.
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Quality Control/Quality Assurance - PCCA - Professional Compounding Centersof Amer... Page 10f3

AnuRCCA  Podot* St Gl Mitaw

Pharmeacists Patients Prescribers Students Vets'Pels Compounding Join
About POCA  PCCAQualty

Quality Control/Quality Assurance

Commitmentto Qualify
«the* dependonaJdbwetdone’ For POCA ft not)ut a saying, butthewaywe appreech Qe
MMeour menbers have access to over4,880activeand non-activedhonrcat*- morethenany other
compoundng phamrecy supplier-the eampeSH e advantage we brirgour memersis the IndLstry*
mostconprehersive quality control and assurance programwe bring to Arcse chermicals avery chy.

Here Ishomne differbomthe conpetition:
Bvery Lot*NotJust the Initial Lot*ts Tested

= \\edo notsoMy rely ypon the USPor manufacturrer’s label toensure the quaityof the chenrical
received.
a Berylotreceived is tested using Fourier Trarsforminfrared Spectrosoopy, Urrevtoletvb\\eanalysis, meting point, specificgravity, solub*tyand
wnufinOw YUl RRFACOR
a Addtiondl testing o(APIsla done using actLal formulvon™,

14 Checks and Analyse* Are Performed on Each Chemical Lot As k Comes Inand It Repacked
a NorogueRaAe and quantiMve analyses are performedon every inconring chemical lot before llis released for repecking or sale
a BEachlatIstested aeainst the certificate of analysis (CoTA), Induckig: USP, BP, N FOC, ACSend POCAstandards,
a Afterinitia testing, all resultsare reviewed foraccuracy by msecond QCanalyst
a Chemicalseratested only bydegreed Cherrical Aralysts.

Five Validation Checks Are Mick During Each Repeck Order, Including:

a Witten and audited Label Gontrol procedures,
a Production audits performred by the QAdepartment feAoned by nsecond kiortAyteat performmed by QC departrrent on repecked dremicals
POCA Rejects About 180 Chemical Lota Per Year, or Just Over Three Lots Received ParWorkW\eek

ht~://lwww.pccarx.com/about-pcca/pcca-quaHty 2/28/2014
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Quality Control/Quality Assurance - PCCA - Professional Compounding Centersof Amer... Page2 of3

m POCAIsfuty registered by tfts FOA CEAand Stat™ of Texas as a menufedurerand faRmwourrent Good IVarufacdturing Practics™ (cGVP).
m Qrly FPAragstsrsd sndOVP-cortffisdmsnuisctursrrssfsussd forth* purchese of acHyphsmrecsuticaHgrstRants (APIS).

Dr. PamelaSmithand Dr. John Monaco discuss the quafity of FOCAbeats ami chsenlctt™:,

Quality Doesn’t Stop With High-Quality Chemicals

Gonmpounding phamredies conplete ft quality docta by luting tMir conmpounded preparations throughan independent labsuch at Eagle Arelytical
Service*. Eagle Aralytled help* pharmedists do** th* quelity did™ by taring preparatiors onan ongoing bads induing sterility testing, becterial
endotoxins, merabiVidetection, beyond-usa date (BUD) determrination and acDvadngradtent potency. They notonlylest the preperation they teatthe
processes behind the preparation, ghiftQpharmredies topfobottomoonddenca intheir prodLcts

a Dedcatad sarvfes, axpartfse, and statrolvha-artaguipmint

a Tindlyonlnaaccess totest resilts.

a Eagle Aralytical coordinate™ with FOCAconsultants to troubleshootyour pratlemconounds.
Findoutmoraaboul EagleAnalyticarsquaRtytesingoyvisitingywwirAagleanaiytical.com

Watch the video below, in which Bill Zolner, PhD, ChiefScientific Officer of Eagle
Analytical Services, describes process verification.

CRdk hare to download more Informetion fromQr. Zolner about quality.
Click here lor mora informetion about EagJs services.

http://www.pccarx.com/about-pcca/pcca-quality 2/28/2014
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About FOCA

raieiovgoar  About PCCA

Tho PDAgoroval processis
Intencdor mess prod.ced Whatis PCCA?
drugs medeby menjfscturers.
Because cormpounckd
nediications are personalized for
indVtLel patents. *is not
possMe foreach formulVonto
go throughthe FDAe dnug
approval process, whichtakes
yearsto corptoteandis
prohikMalyexpersive, often
oosting hundreds of mutors of
corere.

AboutPOCA

PQOCAIsan independant

conpoundtog prenmecy™
conplete resource for lire

chemicals, devices, equipnen,

training &support
History
Mbrethanthrree decades ego, a physician encountered a patientwho recuired an enti-nausee medication thalwes
no longer commrerdially evet-eie. The physician challengad e Houston-eree phamredist toconpound tho
medication, to tha phaneditt consultedwith his peersand procured the chermicals necessary to preparre IL
The prescriptionwas a success, andthe phamreckt reetesd Bretother* inhis field faced similar dermands tohelp
patientswho requireconpounced mediications. Thisretwork of phamredists, united bye comitrrent tomest
patent needs, was the foundation of POCA (Professional Gormpoundiag Centers or Arrerica), whicfiwes
incorporated in IML
Today, ROCAha* becorme the Independent conmpounding pharmredist’s complete resource for fins chermicals,
equipment, devices, tavora, ACPE-accradited trainingandeducation, phamrecy sodwank marketing, butines*and
phamecy corvokingassistance. Qurmenrbership Indudet nore men 3,800 independentconTrunity pharmredists
Inthe United Stattes, Canedl, Australia, end ather countries around the wordd

Quality
PCCAoffers unparaMed quality control and quafity assurance.

http://www.pccarx.com/about-pcca 2/28/2014
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POCAS Quality Control departrrent laexhaustively devoted to assuring the quality of the chericals received,

repackaged, end sold toour mermbers. Fromtharmomenta chermical arrives o the tima Ashipsto a renrber, Itis
nonitored by Quality Gontral and Quiatty Assurance personnel. Thaidediicated QClabperfoms as many @ nire
qualathvs analyses on each chermical lat, and reviewsthe resuitsand specifications of the Gartificate of Analysis.

Hthe prodLct lacormprenreod Inanyway, Kiatisthe Inspectionand Is igjected. Inpection of Inconing reterials la
paramountto the quitty systemand eompianeewith current Good IMerufedurning Practices and Regulations.

Steps Induck:

a Qotaininga Certificate of Analysis for all chemicals received

a \erifyingthe Ickntityof every bulkchemical recelvod before repeckaging and conleting a second Ickrtity

taatafler tepecftaging

a Conducting regularteata of ati chernicals ininvertory

a \erifyingall unioue Identifier numoers prior tostripaing
As a (kstrfioutorand repesftager of both Active and Non-Active Pramreceuttical Ingredtentafor phanecy
compounding, PGCAla registered andinspected by tie FDAand DEA Thacompeny lalicensed mitirestatte of
Texas and all other stateswhers licersure Is required

<n

Click hereto find out more about POCA'squiality processes.

Education

PGCA provides the Conprehersive Conrpounding Gourse (C3) end Aseptic Technique eapoundkiQoourse Inaur
lo-house training laboratories. These hands-on courses provick pharmredists and their phanmrecy technicianswitha

httpyAvww.pccarx.com/about-pcca
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forumtorteaming the latest Innovatiors Incormpounding unigue dosage forrt. Inaddition, tha.aurricduminducdes
discussion of qualty and safety procedures, legal issues, end marketing technicLe.

POCAalso conducts Accreditation Counc* for Pharmecy Edlication (ACPEVecoredited continuingeducation
prograrTs Inthe formotseminars and sypasius to provick ramrecists and physiciarswiihongoing
opportunities toeam confimring education oredit, practice conpoundtog techniques according to USP <795* and
<797>standards, and leamas effective methods of bulking pedantand prediitiorer retalUorships. These prograns
also provids invaluabls retworking sessions where coOeagus™ shsr*whet hasworkedwis| torthetr conrpounding
practices andemphasizethe aritical Inportanceof to™ triad relationship-tha patient, prescriber and pharmecist

Find out more about POCA's educational offerings here.

Pharmacy Consulting

When phamedists JanPOCA, they gamaccess a staff of mors Ben 30 pharmredist*, PhDs, and chemistswho Ma
variety of roles, todtidng consulting for mentbers, R8D, end formulation developrrent, reedy to eene their
technical sypport nssds. Onaverage, POCA's Pramrecy Gorsuiting Departrentanswers momithen 000
consultingcall* a day frommentoer phamrecist*who have technical question™ aboout preparing medtoatian™ tor
patients.

Member* and corsultanits have access to a database of momithen BOOO proprietary formrulas tiat have bean pre-
tested with POCAs firtchermicals and am continuously revienedand updated. POCAS staff drans uponaittrary
of momthen 000 pharmrecy and mediical refererces. AVIN add* Up to the most comprehensive phanTecy
corsulting resource Inthe profession.

In adfitionto thelircorsuitting rotes, POCAs staff pharmrecistsalso participete inongoing ACPE-acoredViditraining
and educational courses, helping to educate prescriber*end patients moswtingthe bsnst s of compounding
POCAabo neintains dose, working relationshipswith several universities, tnfact. POCAIis a cedicated rotation
site torthe University of Houston's Cotieo™ of Pharrecy.

Our Mission

POCA's mission Isto strengthen th* i, positionand SkR* of mentoerconpoundng pharmredists so they can
meet the unique hsaflhcsire nead™ of patients through our exceptional service, highest-qualMy products, shared
Innovatior* andeducation

One patient One prescriter. One phanecist. Atriad relatiorshipwitha conrongoal” achieving a positfv*

therapeuticoutoome forthe patient Andinthe midstor tills relatiorshipend thisconmongoal F*PGCA th* leader

Inpharmecy conpoundingsince 1901
SortP<a/12346678910N**tEd
Pag* 1lof<4

Contact FOCA Finda Gonpouncker POCAResourees
ToteFrse 800.331.249*$ « Anamrslo YcwComoounana o AntPFCCAWTSTiD
Lo0t3819300940% ;

woHoaiPnmm. PCCA Products
9801 SouBiVWersst Drive Srﬂlo ﬁm’&m PCCA Naasu
Houston. TX 77099

e
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AURCCA  Podot* Seviet Goiatls Mender™

BuZRaK
Pharmacists Patients Prescribers Students Vets/Pets Compounding Join
Phamrecists - Gonrpounding Resoulrces for Patients
Do Compounded Mbdicstfons . .
Recpire FDAADpIOGI? Compounding Resources for Patients
The FDAgpproval processis
intencedfor matt Srodmd V\,S.r‘ovecreatedamm.ofonlm rmouro&to.mlp
drugs mecke by menufecturers petients Ardanswers to theirmost comonguestiors:
Becausecompounded a Whst Is compounding?
nwtoBootin ptnofufeid for a Whetaretha beneﬁgfmmunding?
InciVeLel patients, ftls ot a WhstWhdsof prescriptions can be compounded?
possible foreach formuketionto a Whstshould Itall my doctor aboutcompounding?
gothrouch  FDA'sdrag a Whet Is POCA?
approval process, whichtakes . . . .
yean tooofnpiets andiit Msitthe Compounding Resources and Patients sections
prehiVtvalyexpensive, often wofrdmore
costing hundreds of miSors of
dollars.
About PGCA
PGCAIsan Independent
compounciog planrecy*$
complete resourcefor line
chemicals, devices, equipment,
training &support
Contact FOCA Rrda Conpouncer POCARosourao* WtWantto HearFramYou
ToSfns LRLAVY 1o YourQompendo * A tRCCAMIrbaivY
Locat2ei833JS4S" PCCAPIXSLGH
B Soth\oW Drivt AN
Hustm TX7/000
AMGEMNNroDX toFGA
s. Sed
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AniPCCA Podott Sivicea GofetU Merrer*

goici code
Pharmeacists Patients Prescribers Students Vets/Pets Compounding Join
Pharmecists  Corrpounctng &Fharmredists
Do Compounded Medications . .
Recire FDAADDIOVGI? Compounding &Pharmacists
Tha FDAgpproval processis
intencedformess produced Pharmacists: Are you looking for a new direction?
drugs mede by marufecturers.
Bocause compounckd I—btjeywcwermdapa_ﬁentoram!_acritrrrmttmw
frufitcattom>n ptraontfeid fir petient hedlcifficutty tekinga ecicationas directed?
Inchiciel pahantt, Ris no: Doyouwishyou hed morsways to us* your phanrecy
W“&Mm skita, knowkecke, and creetivity tovierkvithyour petiantt
go throug S and prescriber*tosolve their unicue medication
approval process, which take™ chonengesy e
yearsto completeand la
provbitivetyexpansive, often You're notaionel Pharmrecy compounding he* stowed
costing hundreds of miRors of meny phanecists to*nd their niche etmectoalion probiem:
doter™. aotvera The'ona-aizo-fits-ar retureof eny rets*
menufectured mediications mears thet ace petients’ naeds are rat met by those
patients by proolcts.

PCCAiis anindspandsnt
compounding pharmrecy’s
complsta rasourcafor tow
chentoit, devices, equipnisrt,
training &support.

My patents experience issue* audh as:

a Stomech upselwhen tekirgoral redication

a Reluctancetotake the medicationdue toits taste

a Issueswiththa routeof edrinistration suchas difficuity sneloatng pilt

a Allergy, sersitivity, orother aversion to ingredtonts such as Davorsor dyes, lactose, sugar, aleohat, gluten, or
casein.

a Requiringa dHeretdote of medJeafonthen thetwhichis avafalboto tom a renufecturer

a Diffiauity keeping track of multiple reciicatiors

a Patientswho needa redicationthet has been discontinued bythe menufecturer

a PaCentswhodontwarttotake mediation atal. espedially dkdrenorpels

Acompounding phamredist ey be able to provide solutiors
for chaflanges such ** these. \ériing dosety with th* petient
and tha prescribes, cormpounding gives the pharmredist tha
meansto customize edicationto meet Ihe IndivicdLAl needs
ofeach patient

Atone tine, all medteatiors were conpounced, Overthe
past few decades, compounding has experienceda
renaissance a* modemtechnology end Innovative

http://iwww.pccarx.com/pbarmacists/compounding-pharmacists 2/28/2014
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tochnlgiiM and raaaarch have allowed more pharnmecists
to eustomho resfleatJoneto mootspecific patientneeds.

Learn more about what compounding and PCCA membership can do for
your practice, your patients, and your prescribers!

Contact FGCA Finda Gompouncker POCAResource™ Wt Wartto MesfFramYau
ToHe8 0 0 3 3 1 -« fitHVRIEWWFIMMAIB * FEURCCAMIrtrfilP
‘ass*aiaMi igggar?® Fegh

« FtavorCcmowaama

Arvb-Spanr Nuntoer of C * mPCCA

[+ .  SendMotsago
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AuRCCA  Podot* Sencee* Goiedls Merrbers

Pharmacists Patients Prescribers Students Vets/Pets Cormpounding Join
Conpountfing - Aitormedvo Midiication Form*

Alternative Medication Forms

Unique medication delivery for your unique needs

Gormpoundiog enables prescribersand pharmrecist™ to meet the special needs of pHerts. OnoofUs most Inportant benefit* Is to those petientswho have
difficultieswibi commrerdially availaota medication. VWith the prescribier™* authorization, pharmredists tan custormypropsro neciications in«variety ot unioue
dosage forms. Induing:

m Ctpurtft

m Qd liquick

m Trochesor loflipops

a Topical preparatios

m Stypoi ltorin

a Baandaardros

a Naaalsprays

a Sttffia Infectiors
THE RESULT? AWAY TO TAKE MEDICINE THAT HELPS MCREASE PATIENT COMPLIANCE.

Custom Flavoring

Qustomflavoring is available for most oral rediicationforms, and unlgua.ds™very systen™ mey bo
onpioyad to help give medicationto finicky petients. Vany medtoations can bataken throuha
flavored ldvip Infantsespedaly benefit fromattermate delivery davico* suchas pedfiors or ey
bottle*, Thesedevicas. which are proviced Ind8cHrao< peckeging, allow parents to ditopernse
prescription nediicineeasily and acourately™

Capsules
Midicaticn can ba conrpounded Intocustonrized capsules, especially incalMiawharoon altermete
strength larequired of to omit potential allergen™ of Invtarts suchas dyes, presenvative®. ar guien To
lessen the nunoer of doees to be taken, muMpio medication™ often can be corbined Intba single
dosage or macke Mo susMinotiMbloaee capsules. Vegetarian capsule™ medt framcsDuiss™ere
available for patients who do notwent totake a gelatin capsule.

Oral Liquids

Many medteationacan be eonotaicded aaord liquicstor thosa pellants who have diffiouity
swallowing tablets and capsules. Some patients may have problens toeraling the tasteora
conramialy avatiable liquid, buta cormpounding phamrecist can meke a pisesant-tasting, custom:

http://www.pccarx.com/what-is-compounding/altemative-medication-forms 2/28/2014
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flavored ardl adktfion or tuspenslonwhichcan boadninistered easiy and aecuniely. Soma
neracations ey be avalabie a* effervescent ponders, whichare mcedwithweter to meke a fizzy
dhirk

Troches/Lollipops

Troche* ardllollpope at* used to kagp drug* it nrouthwhan local action Peneeded there. Trodhe*
also may be placed underthe tongue and alloned to dissolve, which allow* th* medication toenter
tha bloodstreamcpiddyandeesty Soma troches can be chaved and swalloned by a patientwho
cannotorwa not take a capsule or tablet Theaadosag™ form*can be enhanced with retural
sweetener*and ptaaunt-tailing flavors, meking themlckal lor geriatricand pediatric petient™,

Topical Preparations

Topical methods at cBReryalao arewicely used becauso they alow th™ absorptionof redicine
directy throughthe DL end ey help svoid potential tide effects suchas stormech upsetor
drowsiness. Topical mecications often are prescriloed for peln menegenrent, Inflamrationand
nauesehvomitng. Theyareeasy to use and are effective delivering th* medteation as needed. Tepieal
mediation forns Inchickr

a Ges
a Qeartend latiart™

a Sprays
a Fent
e Suksppilcatom suchas lipbels

Suppositories

Patientswhocunnat mecficaSors ontfy av 1ckal caodidetes foe confounded tuppasitorfit.
Available Invarious shapes dependng on the route of adirinistration, Suppositories can be given
reetaly, vaginaly or urethraly. 8y nretting or diesciVing Mo the body cavity, they allowihe nedtes Un
to pass odddy into the bloodstream They can be used for hormrore replacenrenttherapy (HRT), to
light naLisea, or to treat local conations such ss herrorthoick, Infections, or Inflanmration
Acompounding pharmecistwortdng closely with you end your physician can prepare
medication Ina dosage formthat has been customized to your particular need™.

Ask your pharmacist today about alternate dosage forms and compounding.

http://www.pccarx.com/what-is-compounding/altemative-medication-forras 2/28/2014
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Barbara Barnes

From: Monte Lynn Jordan <rnjresourceak@gmail.com>

Sent: Monday, February 24,2014 939 PM

To: doa.drb.alaskaearejetiree.plan@alaska.gov

Cc sean.pamell@alaska.gov; curtis.thayer@alaska.gov; mike.bamhiB@aiask&gov; Sea Click Bishop; Sen. John Coghill;
Sea Pete Kelly; Rep. David Guttenberg; Rep. Scott Kawasaki; Rep. Tammie Wilson; Rep. Steve Thompson; Rep. Doug
Isaacson

Subject Retiree Health Care Plan

Follow Up Flag: Follow up

Flag Status: Flagged

| amaretired Sale | warkedfor the Sate of Aladkafor over 8years. | oannmyharehae Al of

mythree chidenwearebomardraised in Aleda- iwo oftremgadLaied romUAF. 1iven Aeda lull time
adl anays\vae inbaough, Saeandrationd dedios.

It is my udersandng thet you ae aloning pubdic aamreris anthe plan bodklet until 282004,
Thaeae prdderrswith the Dratit Retiree Benedit Bodk, ardthe Sate shaud dlowat leest
anaddiiondl sfor sufficentreviewardinput Thisis anexderave dooumart thetis difficult toreedard
urkesad Ingeadit Soudmestto the recomredd readahility gace level for US, Departrrert of Laboor
SmmayHanDesaipions (Ghto 8hgacke).

Tockethe Draft hesestadidnedthe folloning urecogdade darges
A newdenia damcalouations essd onDeltaDentd sarchads for Aleda. Thishesdapadte
renbusement calouationretes for out-oFnetwork _ _
damsfromthe 0hperoartile to the 8dhpercentie, cauangamuchhigher aopay.
_Tegthdeaningvisits have beenredlosd fromuniimited to anelin every Sxmonth periodwith imited

Theeae aherearpdes of revimits adexdusas, induding oartain medicatians, e/egass
ﬂareslersqmdnggbcrmeajdb/\anes E

for travel aosts, local anesthesiain sugaty centears et

Thereis alage inoeesein the ruboer ofraceclres requining pre-certification.

The Draft doourernt ladks intemal conastay. This rakesit difficult to knonwwhatherag
procecre s dloned or disalloned il


mailto:rnjresourceak@gmail.com
mailto:doa.drb.alaskaearejetiree.plan@alaska.gov
mailto:sean.pamell@alaska.gov
mailto:curtis.thayer@alaska.gov

This doourernt doesnat dearty acbfesshowthe Saiewill cany outits fidudiary responsibliies for the
retiree benefit Fen. It searsto cecAe v

authority for adhinstering ard designing the FHentto the third adminsrators. Addiionally, it
HestheDivisimofF\HirermgBereils E ety Y.

conetely out ofthe gpeaisracess

Clearty to nushthis doounrert to finalization will leedito fuiure msundardandings, pddenrsadreved alack
ofaoricanfor the detrimental effeds antie berdlits thet it mayhave anthe retired endoyesswho resdad
court anthe helth benglits theywarked for.

| beleve anederson of at leest A0 daysis areesreldereuest

Snoerely,

MonieL Jackn
Faibarks, Alaska
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Protecting, Promoting & Advancing Pharmacy Compounding

What isIACP?

International Academy of Compounding Pharmacists (IACP)

'I'halrtmwadAmErryofOnmrd (IACF) laanaseodsoon representing rorettan 3(F0ptiarmredot*, tedridart. stucknts, andertersol te
compourdirgaonmuniywhofoea r@e d‘m’r&ymrmr_drg CGnpurding iavarkdredtywithpresrtoerairduding phyeiceng,
msepajﬂdﬂaad\andmtocreelsoﬂunzednmm( forpatientaand arkrelavhosabedthcare reethmubenEtQ/nmmm
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Quaortiad
nore ad tofirda compourding phenmreckt nearyou

IACP Mission
Tramillionofthe tntemectrel Acackeny of Gopoundirg Pramredists lato protea prontteend advance the art andadence of prammecyconpounQg

IACP Vision
Thatrntanatiord Acadamyof Gonpounding Pranneckta It tharecogrized authority for Informration expent}*# and piecfoe alancardevHr recardito gremrecy
QopoLndng

More than 164,000 Voices Strong and Growing!

Inactin 1APrepreeeniano—re then 164000 pecarntaand pradittorera Induding: pghyeidare; \eterirariars; and rurse proHrerathrauchlis ally grassroots
organization Patters &Prefesatorsls for QLstorrized Care (F2Q2). 1ACPis ivmiltedtoersuring thelight™el physidians tojorescribe, of phsmreckt™ to preare, adof
patents totake perseraSzed nerSatfnsalutiors tietmeet theirunioLe, Incvicl A Fealthneeds.

Arpatoftie tee P22 nmevbership parcdpanti receive QustomCare Tines, andectranicrenslettervNeh it dMAtbuled nenlyand coversa runboerof pel_snicen ic
topics. Irdudngtha recart 17-Pbydiodypnropetorerns, a redication to Felpprevert predemiletor.
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Protecting, Promoting & Advancing Pharmacy Compounding

What is Compounding?

Mvirtofpatents hamunicLe heeth nesctM « Hm M er\/Iundrmjcalcrscammmtressmnert" persordlizad nedicationaoluloni- prosaribed
by lcereed preditiarersard prgcared by trained licensed pharnredtsts- areft# anywaytobetter hedith
Wardrgwitra physiden a cannreat Irchvid A rmtofd\Mmaiﬂsa’dmrrdsWeﬂerlfsmawba orlrgaiatareedura
mmﬁaa%hammmmﬂmmmm dutiattotrek redication X

GHfchetowto (start to an Inerviewwith LAAP'sBoutiv Vica Presicenta. CEQ David0. MM, RPh to feamnrowabout phermrecycompounding
As Hardon The Beauthre Report. USAImays IndHjtRedioSov

Why Compounding?
Whrenneeckd mrediection are dizeaMidLed by or gararaly oreveeatta fommpharmreceLtical conenies, dftenbeceuee the medicatiars ate no loger pre Tkedeto
Whenfie pafanliaalergle tocertain pnecivivihes, dyesor drcarainavdxiat ofi-the-ihetftcicadoni;
Wrenfteattinml recuires tailored dotage stiangfis hrr pafenis vithuricLenesds (farearple, an Intert);
Wrena pramredstcancorhireseveral nedicatiorsa pellemiletaldrgto Inoreeseconplares;
Wrena pefter] cannat Ingest Derredication Inlie comrerddly availble formanda prenreaist canprssrethe redicationinaree) liqLidoratrer-fomrtret tre
petiertcan aatly take; and
Wrenmedcaforerecuirereveradtitives tonreke themore pefdatte hir tane peckrts, meet often, dhilden

How is it Regulated?

I
%Jm mmm&%mﬁmww%%dmmﬂ@sammdmmmmmm
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Frequently Asked Questions About Compounding

What is pharmacy compounding?
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Who are compounding pharmacists?
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Are compounded medications safe? How does one know that the compounded medication they are

taking is safe and effective?
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There are thousands of FDA-approved drugs on the market for just about any ailment Why do we still
need compounded medications?
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What suppliers seii ingredients to compounding pharmacies? How are these suppliers regulated?
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How are compounding pharmacies and pharmacists regulated? Should there be increased federal
oversight?
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Does the FDA have the expertise and federal power to regulate compounding pharmacies? Why
shouldn't compounded medications, especially the most commonly used combinations, have to go
through the FDA's established drug approval process?
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Barbara Barnes

From: Sharon Gherman <scgherman@acsalaska.net>

Sent: Thursday, February 27,2014 7:41 AM

To: doa.drb.alaskacare.retiree.ptar@alaska.gov

Cc: seaapamea@alaska.gov; curtis.thayer@alatka.gov; mike.oamhOl@alaska.gov; Sea John Coghill; Rep. Tammie Wilson
Subject Commentson Proposed Changes to AlaskaCare Retiree Coverage
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Flag Status: Flagged

Categories: Green Category
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What is Compounding?
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Front Mary Calmes <yetna2@gmail.com>

Sent: Wednesday, Febniary05,20141:16 PM

To: Mary Calmes

Ce Rep. Scott Kawasaki; Sea John Coghill; Sen. Pete Kelly; Sea Click Bishop; Rep. Steve Thompson; Rep. David

Guttenberg; Rep. Tammie Wilson
Subject Issues of concern
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Noma > Stata retirees angered, confused by health insurance changes

Laurel Andrews m
February 28,2014

Since the implementation of a new state health insurance plan on Jan. 1, Alaska has been
battling with a retirees’ group over changes in the new plan. Retired Public Employees of
Alaska argues that the new plan, with details cloaked in confusing language, is reducing
benefits, while the state contends that the changes don’t reduce benefits and the old plan
was in dire need of updating.

The plan hadn’'t been revised since 2003 and was "“woefully in need of an update,” said
Department of Administration Deputy Commissioner Mike Barnhill. For the first time in
more than a decade, a new draft document h was written up and presented to public
employees.

The new plan has been called confusing by plan members who struggle to understand the
changes. Inthe month of January, 50,000 phone calls were made to Aetna, Moda Health,
and the Division of Retirement and Benefits call center combined, Barnhill said.

The state was hoping for more clarity, not less, Barnhill said. The state wrote in an FAQ
for retirees that the 2003 plan “has been criticized for its lack of precision and clarity on a
variety of issues. Many of the changes are intended to address this... The Division will
explore ways to provide explanatory documents that are more readable.”

On Wednesday, following requests by RPEA, the state extended its comment period until
April 30, two months after the comment period was to close originally.

The state is seif-insured but contracts with a third-party to process its claims. Every five
years, the state of Alaska opens that contract up, switching over the years between
various third-party vendors. InJanuary, it switched to Aetna.

Around 84,000 members - roughly 68,000 of whom are retirees and their dependents -
are covered under state insurance, with 30,000 claims processed every week, Barnhill
said.

The switch to Aetna has been marred by transitional issues that will be smoothed out in
months to come, leading to the delay and re-sendina of identification cards mand issues
surrounding prescriptions. But those issues will be sorted out in time, RPEA president Jay
Dunlay said. “Its the meat of the changes that the retirees are really concerned” about, he
said.
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RPEA hired consultant Freida Miller, who compared the old plan and new draft documents
(d RPEA president Jay Dulany said that the union walked away with the perception of
“significant reductions to (its) benefits coverage.”

Most contentious are changes to the dental plan, which had not been administered by a
third-party administrator before. The plan puts some caps on dental cleanings and
determines both in- and out-of-network dentists. Folks who have in-network dentists ~

roughly 60 percent - likely received reduced bills, Barnhill said. Those with out-of-
network dentists probably did see increased costs, Barnhill said.

Dental plans are fully funded by retirees, unlike medical plans, which are funded by the
state. Barnhill said that the changes are intended to save the retirees money. Caps on
dental cleanings were due to roughly 250 retirees who were getting between five and nine
dental cleanings a year without examples of medical necessity, which hiked costs for the
rest of members.

In its FAQ, the state writes that most of the changes in the new document were wording
changes intended to eliminate ambiguity. Basic coverage, including deductible costs,
pharmacy co-pay and medical coverages, haven’t changed, the state said.

“There wasn't any intention to be any reduction in benefits,” Barnhill said.

Retirees also worry about the new appeals process, which has been streamlined from four
levels of appeal to three. The Division of Retirement and Benefits is no longer a party to
appeals, and retirees wonder why. Barnhill said the new process will be more efficient and
involves an independent medical review organization that will be an impartial party to
appeal.

Dulany said he believes that the state is trying to decrease costs. The state is struggling
with questions of unfunded liability of $12 billion in in its state retirement system, roughly
$3.8 hillion of which is health care costs.

“It certainly makes sense to try to reduce costs, but it doesn’t make sense to do iton the
backs of the retirees,” Dulany said.

He added that the union will “try to enlist the entire retiree population” to put pressure on
politicians to address the health insurance issue hand-in-hand with the unfunded liability
issue.

Besides that, ‘“the only other avenue that we have would be a legal (case)” Dulany said.
That something they want to avoid, as “hobody wins” in that situation - even if they
win, attorneys’ fees are taken out of the retirement fund. Still, it's not unprecedented for
RPEA to pursue legal action. “We've done it in the past and we're not afraid to do it,”
Dulany said.

Meanwnhile, the state is “trying as best we can to be responsive,” Barnhill said.
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From; Paul Harris <pgharris@gcLnet>

Sent Wednesday, February 05,20141:22 PM

To: Rep. Tammie Wilson; emiLmackey@aiaska.gov; roman.castro@alaska.gov; Sen. John Coghill
Cc s8an.pamell@alasJcagov

Subject etna interpertation of perscription coverage for tier 1 retired employees

Follow Up Flag: Follow up

Flag Status; Flagged

Categories: Green Category

Once again with the change of insurance provider from Health Smart to Etna the Department of Administration is allowing
Etna to interpret the benefits. The State has contracted with Etna to administer the insurance benefits itis the State's job
to interpret what the benefits are.

For the past4 (possible 5) years my wife has been using a compounded prescription that was prescribed by a health care
provider. These specific compounded prescription was provided because of the side effects of over the counter
medicines. Today we were told by North Pole Prescription Laboratory (an approved pharmacy under both Blue Cross and
Health Smart), that the prescription benefit as administered by Etna would no longer cover these prescriptions. When |
called the Etna health line they confirmed that these prescriptions were not covered. lwas told that the only recourse was
to file an appeal, a phone call is not sufficient, they would have to send me an appeals form inthe mail. Itseems that
Etna does not have toe ability to do conference calls with toe Department of Administration so nothing can be resolved on
the phone. So 1called the Dept of Administration Division of retirement and benefits. Roman Castro advised me that toe
problem was caused by toe way Etna is interpreting the benefits and that lwas not the only one having a problem with the
interpretation Etna is using. Mr. Castro said that they had been instructed to tell people that had complaints to either
email or write to Emil Mackey. That is what I am doing. Since forthe past four years these prescription have been
covered by our Health Insurance Prescription Policy; has the State reduced the insurance benefits provided to Tier

1 retirees receive or is Etna now controlling what benefits Tier 1 retirees can have?

The way lunderstand itis that toe State of Alaska has contracted with Etna to administer the insurance benefits for toe
retired employees. Etna is paid to administer not interpret Itshould not be Etna'sjob to determine what benefits the
members get Etna's job is to administer the payment of the benefits toe State of Alaska has determined to be in
affect There has already been one attemptto change toe benefits by the State and the Court has ruled that they could
not make the change. Inthiscase itappears that Etna has made the change either with or without the Department of
Administration’s approval. Ineither case toe benefits that | have been receiving as a retired Tier 1 member have been
reduced. This problem needs to be addressed and resolved quickly.

Paul G. Harris
RgiHDjS@ fISID .6t
P.O. Box 55915
North Pole AK 99705
907 488-1792

907 322-8836


mailto:emiLmackey@aiaska.gov
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Insurance nightmare
Ternry Bradner Fairbanks | Posted: Wednesday, March 5,201412:13am

To the editor: 1'WONOEr howmary Sateenpoyee retirees have hed ss many prddens as vy
family hesin deglingwith AETNA sncethelr Jan 1iakeover ofthe Siate smedical ad dental
Insurance plan from AlaskaCare.

It hes beenanighimare. Apparently their policy is to deny most payiments and pessure careghvers,
phammeaes and policy-holders to dedl with those nonjoayments. Every dodtor, phaneos,
caregver ardfellow retiree | 've talked to hes hed trouble dedlingwith AETNA, sol bellevethe
prodlemis pretty wioespreed

In our particular cass, my wife hes hed ongoing medicdl progranTs for more thenayear adnece
incredible progress. Suddenly, after the first ofthe yearwhen AETNA took over, weweretold
that all payents for medidne andtrestments will e dened bscause of nongproval by the FDA
Thisis nattrue andhes beendocumented It'sthe reeson AledaCare coveredlit lastyesr.

The sate evenaddonledged in its newsletter that there is amgjor praldemwith AETNA. They
ae asking for mentber input online at doa.db.daskacare reiiree dan@alaska.gov or by calling |-
800821-251.

1uge all daeretirees to meke their conplaints knonnnow: The saeis adligated o its retirees.
Many, like my wife, worked for years for the ate with assuranaes that they would e provided
for in their retirement years, with dignity. Sofar, |’'mnot seangthat with AETNA

DA NnensINer.comoninoNefers t0 editnrrinsurance-mahtT nare/artir. It 1/S/2014


mailto:doa.drb.alaskacare.retiree.plan@alaska.gov
http://www.newsminer.com/oninion/letters

Barbara Bames

From; Mike Thurman <thurman@mosquitonet.com>

Sant: Sunday. February23,20141131 AM

To: Rep. Tammie Wilson

Subject Draft AlaskaCare Retiree Benefit Plan Booklet - 3rd Try

Tammie, Trefirst ime | tied to satthisto you, it careladk becauseofthe atecmant: | nesdakid setting
by my dhouderwhen| try todosoreting angHvel. | hgethisis ightnow: Pat Thumen

I'm sendingyouaapy oftreedrail | stto DOA ngthe Draft Retiree Benelit FenBookdet. Mikeis
S adbdogediothe Unionfor years. Nowhebdagsto bohRPEAad

There aesorequesiaswhichanly the Legdatars eanput pessLie an DOAo provide the ansnas When
"Rep. Munazreg estedthe an.{riymiofLaNobaﬁiterﬂzIed Hly3Sto detemine the lecdl pratedion
preventing medca dminshmearnt ofexisting bendlits, RPEAwWss dewsstod, "Ttwestoo

icated to ded with™. I it's to conpicated for the Saies lanwers howdoes the Saieeqoed e retireesto
ke ade to detanreif theyre medca rescs are gang to kecoverad

RPEA hired Fiech Miller, afomner Mareogr of Beneits and QecnidedHedth Cre Soeddista.
@W%Bﬁd&o anpaete 2B danadtreauretpan Sehesaonieed herteskadissued
ngs, DRAEA

|fyou haveritreoaved acopy of let neknoward I'll foward it to I\ve datedreaed it adte
b _mmsaeuj%oﬂobdédsmﬁarawménﬁmMBbm%m\ay
no.

Regardng AadeCare draft Retiree Benefit HanBoddet 2013

| atie to reedthe draft Benedit Hanto detemire if wewould kerecening tre ssrellevel of care weve
hedinthepedt.  Itis difficult to reedbeca setre langLegeis confusing govemanize adthereae
contradidory Saterants. | dd try to aonparethemito alr dd danin the aesswhich most cocaned
s Sneeitisn't laid outthe ssneit mecevery difficut.

hueoand TRS Menroer, hes Parkinson adroniccondition. [t thet unolr Sedion 34.13 Cognitve
W Physica Therapy WWMW%RMIW Berdlishs
A thergy ard seachtherapy wouidh't becover. Pakinson, is aprodyessve deeese andl rese thergpies
aeawvital part Of mairiaining ahis quiality of life.

Treacomet peicdwesvary dat anthispgan. Reesealowandher daysfor menbastonde


mailto:thurman@mosquitonet.com

PatndaA. Thumren, TRSMeETber
28/ANHsonRed
North Pde, AK 99716

<rumren@hosautonet coe
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Women's Choice vs. A Manufacturer's Greed

Jennifer Goodaim
InternationalAcademy o f Contftounding Pharmacists
MissouriCitv, Texas

ABSTRACT
- The U.S. Food and Drug Admin-
istration recently took action to
"halt™ ire compounding of hor-
mone preparations that contain
estrioi, an action requested In
a citizen petition filed by Wyeth
Pharmaceuticals if the Food and
Drug Administration, with the
support of Wyeth, is successful
in, its efforts, woman throuy.-v.il
the U.S. who rely on compound-
ed hormones containing estrioi
will have to discontinue their
prescribed treatment. The inter-
national Academy of Compound-
ing Pharmacists is engaged in
ongoing outreach to ensure that
members of Congress recognize
e-the—importance—of .protecting
pharmacy compounding for the
health and well-being of their
constituents. Significant progress
has been made with the recent
intrudiiehuii & r co iyrssaio .as
resolution in support of estrioi.
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Estriol—one ofthree estrogens produced by the female human
body—ha* been prescrilied by healthcare providers and compound-
ed by pharmacists for decades. Its use is accepted by all SOstate
boards of pharmacy, the United States Pharmacopeia) Convention,
Inc. (USP), and the Pharmacy Compounding Accreditation Board
{[’O '* i.is estimated thatas many as 80%, if not more, ofail
compounded hormone prepara-
tions contain esrriol.

InJanuary 2008, the U.S. Food
and Drug Administration (FDA)
announced that it would “hah" the
coin{K)undiag oflionnones that
contain estriol. 'ITtisannouncement
was made in the form ofa press
conference and a series of warning
letters sent from the FDA to seven
compounding pharmacies.The
enforcement actions against estriol
were requested in a citizen petition
filed in 2005 by Wyeth Pharma-
ceuticals .Tirherofmarofa.Ttred
hormone products.

Ifthe FDAS action is allowed ro stand, it v.or’d force hunttad'
ofthousands ofwomen o«7of medications that their healthcare
providers liave prescribed for them—and for no scientific or medi-
cal reason. In its press conference announcing this action, the FDA
admitted chat its actions were not prompted by any adverse event or
health issue associated with estriol, nor was die agency even aware
ofany such events or issues.

While estriol isnota component ofan FDA-approved drug, it
shares many cf die characferistics of an approved drug, as folio*s:

CIKr

* It has along-standing USP monograph
* It has been used successfully and without problems for decades
* Its compounding is allowed by every state board of pharmacy
* |t is approved and widely available in European and other coun-
tries
* |t isacomponentofa drug now undergoing Phase IE/11) clinical
trials
Congress has recognized that compounded medications may
contain active ingredients with a USP monograph, even if they
are not components ofan FDA-approved drug. In addition, state
Intards o f pharmacy, USP standards, and guidelines for compound-
ing accreditation through the PCAB all permit the use ofestnol.
'ITtere does notappear to be a precedent for removing from
the market a drug ingredient that has a USP monograph absent
specific adverse events and health concerns. Assuch, the FDA%ac-
tion appears to be directly related to Wyeth's petition to eliminate
competition for its products.

WYETH PHARMACEUTICALS' INVOLVEMENT
Citizen Petition Against Compounded Hormones

\% -1 a outiole in this issue. On Octobers,
2%itH. Viyii . ‘i .d ,i M aea petition with the I'f'A requestingaction*
that would severely restrict the availability of ctMn[*ounded hormone
drugs, which are prescribed by licensed medical practitioners and
prepared by pharmacists to meet patients’ individual neetls.

uwiv IJPCcoin

Wyeth Double Soeek on Estriol

Gettnon hi fo*tuttW feasedWyt th drug

In its citizen petition, Wyeth stated that hormone drugs com-
pounded with die human estrogen esirio? “pose a serious threat
to public health" and asked die FDA to take enforcement action
againstsuch preparations. According to the news website Phar-
malot.com, however, “At the sarr.e time the petition was filed, Wy-
eth was selling Cvclo-Menurette, a menopausal drug, in four Euro-
pean countries (Estonia, Germany,
Latvia, and Poland) that contained,
yes, estriol.” In fact, Wyeth called
titis product “the ideal therapy to'
enter into the years of change.”

The I’D.vreceived a near-
record 70,000 publiccomments in
response to the petition, almost all
from women and prescribers who
wanted to preserve patients’ access
to compounded hormone thera-
pies. Ignoring those comments, the
FDA annun iced inJanuary 2008
that it will restrict coro'Humded
homines o mtainingthj. ore Ley
form o' vst.rogen. This i>some-
thing Wyeth and its sunv-2.ices asked for in the petition. Up.fortu-
nately, the FDA’ policy Iturts women ant! helps\\ yeth.

Groups and Experts Weighing in Against
Compojndeti Horroones

Lack o f Transparencyon Their Pan

Wyeth has funded a number of supposedly independent health
organizations, many of which have publicly supported the com-
pany's campaign to restrict women3 access to alternatives to its
hormone products. Soon after Wyeth filed its citizen petition with
the FDA, several organizations that purport to be independent filed
public comments in support of Wyeth. In fact, though, each of these
organizations has financial aud other tics to Wyeth. Nearly all of
the tew comments filed in support of Wyeth's petition were from
organizations with significant financial ties to Wyeth. Unfortu-
nately, these organizations consistent!) fail to «isclose their fir metal
ties to the drug maker when voicing their support- lund out more at
www.compoundmgfacts.org.

Why is Wyeth Concerned about Alternatives?

The National Institutes of Health Women’ Health Initiative
(WHTI) was cut short in 2002 after the results showed that Wyeths
synthetic hormone products increased the risk of strokes, breast
cancer, heart attacks, and blood clots. According to Wyeth’s annual
reports, sales of Premarm-related products fell significantty, down
almost 50% in 2007 from their peak in 2001. Restricting comjteti-
tioti could help Wyeth bring its sales bact to pre-YVHi levels.

W yeth's Campaign to Protect Market Share
SV.Tom > Health is Paying ihe Price

Wyeth Pharmaceuticals iias a long bistort of campaigning
before the FDA, as well as among media and policymakers, to
restrict competition to its patented hormone products—Premarin

Jntemariosu)Journal o f Pharmaceutical Compounding
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and Preinpro—in order to protect its market share. Unfortunately,
ainy««w.rsc-' i*need of hormone treatment™* to alleviate the
ii.tctaitfm'tiiviv ssr.o tiisrrcssiog symptoms of menopause.

Jj Generic Hormones

According -0 a 1907 report from Citizens Against Ctovemrwic
V.'astc (CAGVV), a Washington, DC-based think tank, Wyeth
waged a political campaign to influence the FDAK decision to keep
a generic version of Premarin off the market. In this campaign,
Wyeth asserted that its products could not be copied by generic
Lviarntfoctureis. Wyeth claimed that the active ingredients in the
conjugated estrogen products couid not be identiricd adequately
and, therefore, that there can he no generic copy of Premarin
because die precise characteristics of die drug cannot be character-
ized. Wrote CAGW:

Although the FDA and Premarin’s manufacturer, Wyerh-
Auvcrst, would like the American public to believe that dais
decision was in their liest interests, the reality is that it was
driven by hoards of lobbyists, fraught with conflicts ofin-
terest. and characterized by questionable V-iind-rhe-scenes
political nu :ti averingA

INTERNATIONAL ACADEMY OF
COMPOUNDING PHARMACISTS TAKING
ACTION

Understanding the high stakes and far-reaching implications
mfthe FIW nsosisagain®', v e e’ the hucrn'ri‘t.-i’ Acaierr <f
Compounding Pharmacists (LvCP) lias coinmicted to the fight to
preserve access to this therapy. Upon the FDA%January 2008 an-
nouncement of actions against estriol, IACP immediately sprang
into acrion, performing a detailed legal analysis of the FDAs policy,
exposing Wyeths role in influencing the FDAh change in policy to
a massive grassroots letter-writing cam-
paign iu petition Congress and die FDA to alter this policy.

As a first step, IACP developed detailed legal arguments for why
estriol is a permissible component of compounded medicines and
why the FDA cannot prohibit the use of the term “bioidentical,”
another attack by the FDA in estriol warning letters. On Fehruary
5,2008, IACP sent a detailed letter to FDA Commissioner Andrew
C. von Eschenlach outlining these arguments and requesting a
meeting to discuss the agencylsnew policy. IACP also provided die
legal arguments as a resource to all IACP-member pharmacies that
received warning letters from the FDA.

IACP worked with the American Pharmacists Association, die
National Community Pharmacists Association, the National Alli-
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ance of State Pharmacy Associations, ami the American College of
Apothecaries to generate a joint letter to :he FD and Congress ex-
pressing the p.iarmtcy profession’ strong concerns over die FDA'S
decision and emphasizing the harm that this new policy would do
to patients, forcing women who rely on compounded hormones to
discontinue their prescribed treatments. The letter, signed by the
five pharmacy’ organizations, was sent on February 1,2008, to the
FDA and Congress.

In mid-March, tie FDA sent a notice to pharmaceutical sup-
pliers informing thcin diat the FDA will no longer allow diem to
distribute estriol to pharmacies or practitioners without an Investi-
gational New Drug (INI)) application. In response to this develop-
ment, IACP organized a joint letter from die affected suppliers to
the FDA registenng their strong support for comiwunding and
opposition to the agency”™ new restriction on estriol.

IACP also conducted meetings with staffers from key con-
gressional offices, working with diem to tlcvclop a congressional
response to the FDAS actions. LVCP members, constituents, and
supportive members of the medical community’ have all met with
congressional representatives to communicate the compounding
communin’ jmsirton on the estriol issue.

IACP limber organized a idicr-writirg campaign through the
patient a:b r: escriber advocacy organization for compounding,
Padents and Professionals for Customized Carc (P2C2). More than
10,000 patients, prescribers, and pharmacists have written letters
to Congress and the FDA urging diem to allow continued access
to prescribed hormone treatments. For a comprehensive listing on
everything that IACP is currently doing to help patients, providers,
and pharmacists preserve access to estriol, visit mvw.iacprx.orff/
Bl-IRrttcsourtcs.

RECENT DEVELOPMENTS: IND APPLICATION

FOR PRESCRIBING

Not long ago, the FDA adjusted its approach on estriol, clearly
feeling die pressure from Congress, patients, pr. *- >ers, uml the
pharmacy profession. The FDA now asserts diat practitioners can
prescribe compounded estriol but only if diey file an IND applica-
tion. However, IACP has a number of serious concerns with this
proposal and does not consider IND filings to be a workable solu-
tion for the following reasons:

* The IND process was designed for manufactured drugs and is
incompatible with compounded medication*-. It is impossible for
prescrificrs to meet the voluminous data requirements for IN I)
submissions. Initial applications must contain, for example, a
detailed investigational plan; comprehensive clinical protocols;
data on drug composition, manufacturing, and controls, toxicol-
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“f'-.n Oucrt'Hons and A ngers <»n Fstrlo!

Isthe U.S.
Food and Drug
M Administration
(FDA) telling
only seven
pharmacies
to stop
compounding
with estriol?

W asn'tthere an FDA-approved product available
in the late 1970sthat contained estriol?

49

Compliance,

Itis important to realize that the
FDA's new policy against estriol
cues not offsc. 0:1/ pharmacies
that received warning letters.
Steven Silverman, assistant
director with the FDA's Office of
stated; ""We expect.-.pharmacies

(receiving warning letters) and other compounding

pharmacies,

unless they have an investigational

new drug application, to stop compounding
[preparations) including estriol." The International
Academy of Compounding (IACP) strongly
disagrees that pharmacies should have to
discontinue compounding using estriol.

InIACP supporting ”sd rharmacies?

IACP consistently advises its
members to avoid making claims
on websites and in marketing
material. IACP has marketing
guidelines available to assist to
this end. IACP does not support
inappropriate claims; however, the
FDA's warning letters go far beyond
simply warning pharmacies for
making inappropriate claims. The
FDA states that the use of estriol
incompounded medications is
illegal and that the use of the term
"bioidentical™ is inappropriate.
These actions affect all com-
pounding pharmacies and must be
vigorously fought.

There Is a tvsconception that estrlo- was a component of a former FDA-approved drug

product, Hormonin. While Hormonin was commercially available for a period of time and

@ did contain estriol, the product never underwent the FDA approval process and provides no
safe harbor. Another product that has been brought to our attention is Organon's Ovestin;
~  however, this product does not appear to have approval in the U.S.

sitik  Intermetioral jourrel of Phnnnicoviir-.t! (‘omtkHindiis
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w v rot!shwijaicoh gy data::nd review4of published scientific
iHeraiure on the sitidy drug. This information must he updated
through infiinnaiion amendments, safety reports. and annual re-
pons- Prescriliers do nor have the time or resources to undertake
Mi. h a submission. Similarly, ii would not he feasible for pie*
MirisK-rs to undertake this for every compounded drug prescribed
for every patient.These are appropriate tests for manufacturers
to undertake in the process of bringing a new producr to market,
not for a practitioner prescribing an individualized, comjtouoded
medication for a particular patient.

> There are ivi streamlined IN 1) procedures that would allow
prest rilicrs to submitan INI) application for a ciunpo imlcd
niedicatioo. Any such modifications to 1X1) procedures would
tie subject to notice-and-comment rulemaking, and thus could
not lie immediately executed. As a result, prescriliers cannot now
use die IND process. It could lie months or years hefore the
FDA has the right procedure in place. In rise meantime, women
tvhoarc firing prescribed hormones svit’s estriol today would in-
forced ro discontinue their treatment.

Even if rise EDA created a new IND procedure for compounded
drags containing estriol, this would not guarantee that women
would continue to havt access to these prescribed drugs. In fact,

-JF. utmost imperMnajffg
' mkalmado / fhat: is $

myM atrixx selected P C Q j™j
pinnerin bwldmg-a.specialty

compounding center.*'

- Phil Walls, RPh

myMdtrixx
Tampa. Ha.

wwit.IJPC.wira

the FDA often refines tnetvn consi
applicatim s.
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¢ Anew IND procedure for compounded drugs containing estriol

would only serve to farther overwhelm the FDAS system. If
thousands of rrescrihers file applications and request assistance
with the new process. the FDA would be prevented from deal-
ing with other INDs. Ami, if approval for IND applications liir
estriol is automatic, as the FDA has previously indicated, what

is the rationale behind creating a substantial and unnecessary
administrative burden for l.oih prescriliers ami FDA staff?

The purpose ofan IND is t< demonstrate the safety and ef-
fectiveness ol a specific dose and particular dosage form ol a
drug that will lie marketed in that same dose and form. Under
an INI), a practitioner cannot prescrilie a strength different than
that authorized by the IN1) or adjust the dusing over time to fit
a patient’ needs. 'llus is entirely inconsistent with the |wrpose
ofcompounding, which is to provide individual patienis with a
customized dust am! dosage form tailored in meet their personal
needs.

INDs require\\cll-c<>mriilletl, randomized clinical studies in-
cluding a placebo or control ami. This means that so no enrolled
patients do nut receive the desired drug. Some ofthe patients

PCCA Cleanroom Design
and Workflow Services

N A ttentfon-to-D etail Service and

Experience You Can Count On

m Compounding Lab and
Cleanroom Design

m \Workflow Consultation

m USP <795> and <797>
Compliance Analysis

Contact as tofind out more,

'800.331.2438
f)
fj workflowsen.4ces@pccarx.com

;>rei wmyv,pccarx.com
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reeking access to estriol-containmg ther-
vy. a., IND vr i !r.veite the
moy f/le.?,vk. Woise. !vt.« stud-
ies are usually blinded to eliminate bias,
neither the patients m»r their providers
will know if they are receiving estriol.
Women who are presented hormones
with estriol expect to receive the drag
that was pres.*-ibftl for them. Indeed,
it* trea, the debilitating symptoms of
menopause, rjtev need those drugs.
Sfhier.t wiv, receive an 1SO drug
typically are monitored very closely
(e.g., multiple clinic visits, blood draws).
W hile this process protects patients
taking manufactured products that arc
being tested for safety and efficacy,
these retirements will piakc [Mnicijw-
non inconvenient and unpleasant tor
patients taking compounded medications
and would ciuse prescribers to incut
huge costs. Again, these requirements
ate aii.j'oyra‘o for new/i* tvs’tvndonal
pnsiuc.s<l'vi  to market but f.<i for
compounded medications.

- The FOA licks rhe authority to enforce
this pol: tv T hj .*3eiey claims to derive
its auiten'.ty over compounded medica-
tions from the Federal Food, Drug and
Cosmetic Act (FDCA). It is this author-
ity that it needs to require practitioners
to submit IND applications in order
to pivscrite compounded hormones
containing estriol. A federal court ruled,
however, that the FDCA does not sub-
ject compounded medications to FDA
authority and that it is notin “die best
interest of the public health” to do so.

Clearly, the IN I) procedure does not
provide a viable means by which women
can receive the estriol that their providers
ate currently prescribing for them.

INTO THE FUTURE: LEGAL
ALTERNATIVES AND

CAPITOL HILL

IACP continues to explore legal and leg-
islative options ro.atldress dvr FDA pelict-._
"ttu-f.'L-v©iio. :
w.t .iUgoi'ig *ttig:ii.u*n itt 11lv
Alitlland case (M edical Center Pharmaiy,
etal. k Gonzalez). At the heart of this case,
which began in 2004 when ten pharmacies
filed suit against the FDA (hr improperly
criminalizing pharmacy compounding and
;fs-ventmtr acce.-s v >vital, legal hulk drug

ingredients, lays the rore issue of whether
site FDA has authority tu ret“il: 'r n
(rounding pharmacy. In JUIVi, th*. o- .
niled dial coni|vo inteil drugs for humans
are not new, unapproved drugs and arc not
subject to FDA approval, and dint pharma-
cies are exempt from FDA enforcement
action. Regrettably, this decision has not
brought much change in FDAS demeanor
toward compounding pharmacies, as dem-
onstrated by rereni actions against estriol
The FDA ctmtimics to disregard rulings
that are unfavorable to its positions againsi
compounding. This case is currently under
appeal and a decision may be issued as early
as diis summer. The ruling from this case
will have a direct imparton the legal status
ofthe FDAS now policy on esiri il. and we
are taking this into account as ve assess our
legal recourses.

On the leg’slarive front, significant
progress has been made in our umjiaign
against the FDAs new policy to “hail*’ the
compounding ofcompounded hormones
containing estriol. In early May 2008,
Representatives Mike Ross (D-Ark.) and
Jo Ann Emerson (R-.Mo.) introduced a
Sense of the Congress resolution that raises
direct concerns widi the I'M policy on
estriol. The resolution, which includes
original co-sponsors Tammy Baldwin
(D*Wis.), Michael Burgess (R-'lcxas),Jnhp
Caner (R-Texas), Sam Farr (D-Calif.), and
Gabrielle Giffords (D-Ariz.), deems the
FDA’s policy “improper” and urges its re-
versal. The resolution also affirms th.it
presenters are in die test position to
determine which medications are most
appropriate for their patients and that
the FDA should respect this important
prescriter-patient relationship. Sena-
torJohn Comyn (R-'lexas) and origi-
nal co-sponsorJim Bunning (R Ky)
introduced a counterpart resolution
in the Senate in early June.

‘Ihis group of legislators has
consistently demonstrated their sup-
port of pharmacy compounding, and
this action is just the latest in aseries of

-theirefionst' pr-w t patternseem so

SO YOUR PART!

IACP applauds diose pharmacists
who have already written letters to their
members of Congress on this issue, but we
Ci.itinuc to need y«ir help. Please contnu

Intvoudm ialJournaln fI'lurnuccuiicalConilH>uiiding

V., 11 No 4 | Jnlj/Aujun: 2KIB

vour Senators at*. | I'.y s'-entrtive and urge
tv;nl support i'C .\ 'S, (V- R«*,
ism:>1:..Tpo trw vtiiewa'
our message becomes. We need to preserve
iKitieiitk access to estriol anti options in
womens* health. Take action today at www.
Save.VIVBHRV.org
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Andrew Glasnapp, RPh, HACP, PharmD
Professional Compounding Centers of America, Inc.
9901 S. micrcst, Houston, 1 X 77099

Published data support the
potential benefits of estradiol and estrini.

The average age of women at menopause has remained approx-
imately $0.4 years for centuries.1Thus, women today may spend
30% oftheir lives with reduced ovarian hormonal concentrations.
It is estimated that 75% to 85% may develop symptoms secondary
to this hormonal decline that may require some form ofhormon-
al replacement.” For years this has been accomplished by supple-
mentation with synthetic estrogens. Synthetic estrogens, by defi-
nition, are not die same biological chemicals that exist in our
bodies from birth but are only imitations that have similar char-
acteristics. Unfortunately, synthetic estrogens also cause many
unwanted side effects. Rccendy natural estrogens have been the topic
of much discussion among health professionals. The natural es-
trogens, which include estrone, estradiol and estrioi, are made up
Ofdie exact biological chemical composition that has been partof
the make-up of mankind for millennia. In theory, treating hormonal
deficiencies with natural estrogens should have many benefits over
synthetic estrogens. In fact, coundess books have been written on
the subjectand currcndy many patients do take natural estrogens
for hormonal supplementation.

Many health professionals realize that natural-estrogen sup-
plementation could have advantages over synthetic-estrogen ther-
apies butthe apparent lack of literature on the subject, combined
with the busy schedule ofa typical health professional and die ques-
tionssurrounding natural estrogens, limitstheiruse. The purpose
of this review is to provide answers to many common questions
about natural-estrogen supplementation based on information
found in the current primary literature, lo accomplish this, a lit-
erature search was conducted from 1966 through 1999 using the
National Library of Medicine database, Medline. The most recently
published studies were chosen for this review based on rheir abil-
ity to answer one o fmany common questions about natural estrogen
replacement. Common inquiries include questions about cardio-
vasculaFeflect?, iipid mtfaBollim, blood-dotting eHectsTBone
resorption, urinary tract infectionsand skin aging. Other common
questions address concurrent disease states such as hypertension
and diabetes or routes ofadministration and dosage schedules. A
briefsynopsis discussing these issues forms the body ofthis review.
Hopefully, this information will help physicians and pharmacists
make die best professional choices for their patients concerning
estrogen replacement therapy.
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IMARY LITERATURE

Cardiovascular Effects

Estradiol has a positive cardiovascular effecton postmenopausal
women. The positive effects can be reached by using 2 mg/day of
estradiol orally, 1mg/day ofestradiol sublingually or SOpg/day trans-
dermally. Patients wilt benefit even ifthey already have cardiovascular
disease or have had a hysterectomy.1-6

Snabcs and colleagues conducted a randomized, double-blind,
placcho-controlled. crossoverstudy o f 31 healthy postmenopausal
women volunteers to examine the effects ofestradiol replacement
therapy on cardiac structure and function. Subjects were given 2
mg oftnicronized estradiol or aplacebo orally for 12 weeks, atwhich
time echocardiography and Doppler techniques were used to as-
sessthe cardiac effects. Snabcs and colleagues found that, while estra-
diol serum concentrations rose fifteenfold to 37.6 pmol/L, the
treatment did not affect measurements of systolic function, dias-
tolic function, left ventricular mass or pulmonary artery pressure
atrest or during physical exertion (p<0.01). They concluded that
estradiol replacement therapy, which rcsulrs in physiologic serum
concentrations, does not affectcardiac structure or function in nor-
mal postmenopausal women after 12 weeks oftreatment.2

Rosano and colleagues conducted a randomized, double-blind
study to examine the effect of estradiol on excrdse-induccd my-
ocardial ischemia in women with coronary artery disease. Eleven
women with confirmed coronary artery disease were given 1 mg
ofsublingual estradiol or a placebo 40 minutes prior to atreadmill
exercise test. The time to 1mm ST segmentdepression (p<0.004)
and total exercise time (p<0.01) was increased by estradiol. Rosano
and colleagues hypothesized that estradiol could lessen myocardial
ischemia by reducing myocardial oxygen consumption through a
decrease in the peripheral vascular resistance or by lowering
preload. A possible alternative mechanism is a direct vasodilator
effecton the coronaty arteries. T he authors concluded that this ther-
apy could be a useful new treatmentor an adjunct to existing ther-
apy for stable angina in women. They also felt that this study may
help explain some o fche protection againstcoronary artery disease
apparent in women before menopause and the protective effects of
estradiol replacement therapy in postmenopausal women.’

Three other studies confirm the conclusions of Snabes and
Rosano. 1he first,conducted by Volterrani and aStleagues; atsbused’
1mg of sublingual estradiol and achieved similar results (jxO.0S;j.
Interestingly, sixofthe 11 patients in this study had undergone a
hysterectomy.4 The second, conducted by Riedel and colleagues,
used blood-flow rates of the left common femoral artery in 23
postmenopausal women as an outcome measure of vascular re-
sponse to | mg of sublingual estradiol. Estradiol induced a va-
sodilation of the femoral arteries compared to basal and placebo



measures (p<0.001).5The third, conducted by Cacciatore and col-
leagues, studied the long-term effects oforal and transdermal hor-
mone replacement therapy (HRT) on carotid and uterine vascu-
lar impedance. This trial, which was conducted for one year,
followed an open, tandoraized, controlled design and involved 63
postmenopausal patients who were assigned to use either estradi-
ol 2 mg/day orally or transdermal estradiol $0 pg/day. Cacciatore
and colleagues showed chatboth oral and transdermal estradiol are
virtually identical in their ability to reduce carotid and uterine
artery resistance to blood flow (p<0.001). They concluded that this
long-term vascular effect may explain how estradiol protects women
from cardiovascular disease.6

Lipid Metabolism

Estradiol has many positive effects on lipid metabolism. Estra-
diol, given orally or transdermally, reduces low-density lipoprotein
(I.DL) and very-low-density lipoprotein (VLDL) cholesterol lev-
els. In postmenopausal women, and even women who have had a
hysterectomy, estradiol has been shown to reduce lipoprotein (a)
(Lp(A)) levels, which are associated with an increased risk ofcoro-
nary artery disease and cerebrovascular accidents. Doses of trans-
dermal estradiol are critical to produce these positive effects and
need to be at least 1mg/day or higher to demonstrate this biological
activity.

Karjalainen and colleagues investigated changes in plasma lipid
md lipoprotein levels induced by oral estradiol valerate and trans-
dermal estradiol gel in a controlled, double-blind, double-dummy
study. T he patientswere 79 hysterectomized postmenopausal Cau-
casian women who were seeking hormone substitution therapy
for climacteric symptoms. Patients received 2 mg/day of oral estra-
diol valerate or applied 1rag of topical estradiol gel daily at bed-
time. In the estradiol valerate group, total and LD L cholesterol were
decreased and high-density lipoprotein (HDL) cholesterol and
triglycerides were increased (p<0.001). In the estradiol gel group,
plasma total, LDL and VLDL cholesterol and the ratio of
LDL/HDI, cholesterol were significantly decreased (p<0.001),
butno change in 11DL cholesterol and triglycerides was observed.7
N o serious adverse events related to the study treatments were no-
ticed. Mild skin irritation was reported by three women in the oral
placebo group and two in the estradiol gel group. Breasc tender-
nesswas reported by 14 women in the oral estradiol treatment group
and eight women in the transdermal estradiol treatment group.

Haines and colleagues studied oral estradiol treatment to see if
it was effective in lowering concentrations of Lp(A). The |,p{A) level
Isah independentrisicTactof for premature coronary artery disease*
and cerebrovascular accidents. Concentrations of this lipoprotein
tend to increase after menopause. A double-blind, placebo-con-
trolled, crossover study was conducted during a 12-month period
in 100 postmenopausal women who had undergone hysterectomy.
The women were randomized into two groups: group one received
oral estradiol, 2 mg/day, for the first six months and placebo for
the second; and group two received these treatments in the reverse

order. Crossover analysts showed a 9.62% reduction in values of
Lp(A) with estradiol treatment compared with a placebo during 12
monthsoftreatment (pcO.0O0I).No major side effects werenoted.8

Ellcik and colleagues studied the effects of percutaneous estradiol
and conjugated estrogens on the level of plasma proteins and
triglycerides in 18 postmenopausal women. Patients were ran-
domized to receive either conjugated estrogens orally, 1.25mg/day,
or transdermal estradiol ointment 3 mg each evening. Both treat-
ments were biologically effective and plasma triglycerides tended
to increase in the conjugated estrogen group and to decrease in the
transdermal group, though not significantly. However, plasma
renin substrate and antithrombin 111 increased significantly (p<0.0l)
in the conjugated estrogen group. T he authors concluded that the
lesser toxicity of transdermal estradiol could be partially explained
by the route of administration, since transdcmially estradiol by-
passes the liver. No major side effects were noted.9

Two other studies that were both conducted by Walsh and
colleagues seem to contradict the conclusions of Elkik and col-
leagues. Walsh and colleagues conducted two studies comparing
ora! estrogens with transdermal estradiol in adose 0f0.1 mg ap-
plied twice weekly. These researchers concluded in each study that
transdermal estradiol was ineffective in producing any positive ef-
fects on plasma lipoproteins. The conclusions are very suspi-
cious and should not be taken seriously because the dose oftrans-
dermal estradiol was subthecapeutic. This is further supported
by the fact thatWalsh and colleagues never checked for estradi-
ol blood levels in their studies; whereas Elkik and colleagues,
Haines and colleagues and Karrjalainen and colleagues all
conducted some form of double check to sec if the treatments
were biologically effective.7 11

BJoed-CJotting Effects

Antithrombin 111 is the primary inhibitor of blood coagulation
and its congenital deficiency is associated with severe and recur-
rent venous thrombosis. The association of oral contraceptive
drugs and thrombosis has been known for a long time. Estrogen
therapy has been considered a risk factor for thromboembolic
events, especially in women with other risk factors such as an-
tithrombin 111 deficiency. The key to preventing this adverse ef-
fect ofestrogen therapy is to choose the correct route of adminis-
tration. Oral estrogen therapy, supplanted with natural or synthetic
hormones, will cause negative changes in coagulation and fibrinolytic
parameters.17 n However, transdermal estrogen therapy does not
modify these parameters and would be the preferred route of es-
trogen adnnniitmioFlof wdmerTirHilc for tfironiSocmbblism.**

Bonduki and colleagues conducted a prospective, randomized study
to evaluate antithronihin 111 levels in 19 postmenopausal women
receiving hormonal replacement. The patients received cither
continuous daily oral conjugated estrogen 0.62$% mg or estradiol
transdermally $0 pg daily. The antirhromhin 111 levels in the con-
jugated estrogen group declined significantly (p<0,05), hut the
transdermal estradiol group remained unchanged.'2 In adouble-

liliimiiiimiil Juumal of PharitMiutiiicjlOrmipsiunding?

Vpl4 Sul [tHtfO lyv*



blind, randomized, prospective study, Conard and colleagues com- The effectsofestriol on bone resorption have also been studied.
pared a placebo and oral micronized estradiol 2 mg/day duringa  Minaguchi and colleagues, in a mulriccntcr, prospective, open
six-month period. They found that, compared with a placebo, oral  trial, studied the effects oforal estriol on bone mineral density and
estradiol therapy resulted in asignificant decrease in fibrinogen and bone metabolism in postmenopausal women. They treated 75
asignificantincrease in plasminogen.'1These conclusionsore also  women for 50 weeks with 2 mg/day ofestriol and 0.8 g/day ofcal-
supported by the work of Elkik and colleagues and their compar-  ¢jum Jactate. They found that after >0 weeks the women’ bone min-
ison oforal and transdermal estrogen therapy.® Therefore, trans- o3| density had increased 1.79% (p<0.0l) compared to pretreat-
dermal estradiol administration may be more beneficial in urms  yent levels. 2 In contrast, Devogelaer and colleagues found that
of coagulation than oral conjugated estrogen therapy, especially o5 estriol in adose of2 mg/day did not maintain bone moss, where-
in women with predisposing factors to thrombosis.®’122 as 1.5 mg/day ofestradiol did counteract bone loss. This may seem
Bone Reso rp tion cont.roversial but De\{ogelaer ar.1d colleagu'es studied hystergc-
tomized women who did not receive any calcium supplementation
Estradiol lus a positive effecton the biochemical markers forbone  during the rwo-ycar, double-blind study.18These changes in base-
resorption and on bone mineral density in oral and transdermal  line calcium supplementation, combined with the different pa-
dosage forms.’4 14 Estriol may also have a positive effecton bone  tient population, may explain the controversy.
mineral density. However, estriol may not be as effective in reducing

tone resorption inwomen with a history of hysterectomy.1 *No Urin ary Tract Infections

ru.itur what dosage form o festrogen is chosen to prevent bone loss, .

s; does seetti clear that adjunctive therapy with some form of cal- An estimated 10% to 15% of women more than 60 years of age
cium supplementation is vital. have frequent urinrr>tractinfections. Hormonally induced changes

Reginster and colleagues, in a controlled, randomized group in the vaginal flora associated with menopause are thought to play
comparison, compared the effects of oral conjugated estrogen ~ @n important part in the pathogenesis of urinary tract infections
0.62$ tng/day and transdermal estradiol 50 pg/day on biochemi- in older women. Estriol has been shown to be very effective at re-
cal markers ofbone resorption in 60 healthy menopausal women.  ducing chronic urinary tract infections and, when administered top-
In both groups they found that, after three months of therapy, hy- ically, works faster than when taken orally.1®20
droxyproline/creatinine ratios were significantly (p<0.05) reduced Raz and Stamm studied 93 postmenopausal women with a his-
Pyridinoline/creatinine ratios were also significantly (p<0.0!) re-  tory of recurrent urinary tract infections in arandomized, double-
duced. They concluded that both therapies were equally effective  blind, placebo-controlled trial of a topically applied intravaginal
in reducing postmenopausal bone resorption. Five patients with-  estriol cream. Patients received 0.5 mg ofestriol in a vagina) cream
drew from this trial because of mastodynia and weight increase.”l  to he applied once each night for two weeks, followed by twice-week-

Ettipgerand col.leagues studied_ Iow-dgse oral estradiol in adou- ly applications for eight months; the other group used a placebo
ble-blind, randomized, dose-ranging design. Overan 18-month pe-  cream in the same manner. T he incidence of urinary tract infec-

riod they studied the protective effects ofdosages 0f0.5mg, 1 Mg o1 in the estriol group was significantly reduced (pcC.001),

and 2 mg in 41 postmenopausal women. Each patient was also compared with that in the placebo group. Lactobacilli were absent

given 1500 mg of calcium carbonaFe da!ly. Usmg_bone-densny in all vaginal cultures before treatment and reappeared after one
measurements, they concluded that micronized estradiol, taken oral- - - ;
month in 61% ofthe estriol-created women bur in none ofthe place-

ly, has a continuous skeletal dosc-rcsponse effect in the range of o . . . .
y p 9 bo recipients (p<0.001). With estriol the mean vaginal pil de-

0.5 mg/day to 2.0 mg/day and that calcium intake positively mod- B o
clined from 5.5 to 3.8 (p<0.001), whereas there was no significant

ifies the skeletal response. No serious side effects were noted.15 . . )
Evans and colleagues studied low- and conventional-dose trans- change with placebo. Ten women withdrew from this study because

dermal estradiol in 169 postmenopausal women with bone-status they experienced local side effects from the estriol treatment.1®
problems Patients were given either 25 pg or 50 pg of topical Kirkengcn and colleagues, in a block-randomized, double-blind,
estradiol daily. Bone mineral density was the main outcome mca- group-comparative, placebo-controlled study, assessed the effect
—-sure; the-atithors concludedthafrtransdcrmal estradiol is-efteetive- -ofjatal-esuifll.on recurrent.urmaty-ttaELiitfefiljoni.ffiJft post
in preventing spinal bone loss at all postmenopausal ages and isca- ~ menopausal women. Women were given asingle morning dose of
pable ofdoing this in tow dosages. Prevention of bone loss at the  estriol 3mg/day the first four weeks and | mg/day during the last
femoral neck is less certain and the average change in bone min-  eight weeks of the study or a matching placebo. During the first
eral density over three years was significantly lower (p<0.001) than  four weeks, there was no difference between estriol and placebo treat-
in the lumbar spine. F.vans and colleagues also found that the use  ment. | lowever, alter four weeks of therapy, oral estriol therapy was
ofestradiol 50 pg/day is not associated with a greater response tn  significantly more effective (pa0.05) at reducing the number of uri-
bone mass. No significant side effects were noted.14 nary tract infections- No significant side effects were noted.20
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Skin Aging

The coincidence of climacteric symptoms and the beginning of
skin aging suggests that estrogen deficiency may be acommon and
important factor in the perimenopatisal woman. Topical estradi-
ol 0.01% and estriol 0.1% both combat the onset of skin aging.
Schmidt and colleagues investigated whether topical treatment
ol'thc skin with estrogen could reverse some ofthe changes in the
aging of skin. In this open-label study, 59 women applied 1 g of
either 0.01% estradiol cream or 0.3% estriol cream daily for six
months. The effects were compared with preclimacteric women
w-ich skin-aging symptoms. After treatment for six months, elas-
ticity and firmness ofthe skin had markedly improved and the wrin-
kle depth and pore sizes had decreased by 61% or more in both
estrogen groups (p»0.Q5). Furthermore, skin moisture and the num-
ber ofcollagen fibers had increased. No systemic hormonal side
effects were noted.11

Hypertension

After menopause, both systolic and diastolic blood pressure be-
come higher in women chan in men ofthe same age, suggesting that
estrogen deficiency may influence the age-related increase in blood
pressure. Transdermai and oral estradiol both have blood pressure-
lowering properties in postmenopausal women. Mercuro and col-
leagues studied 30 postmenopausal women affected by mild hy-
pertension in a randomized, double-blind protocol. Subjects
received patches of transdermai estradiol that delivered 100 pg/day

a matching plarebo. Administration of estriol significantly
Cp<.u.ub) titcreased 24-hour systolic and diastolic blood pressure and
did not cause any side effects.2 T he effect oforal estradiol on blood
pressure was examined by Van Ittersum and colleagues. In their ran-
domized, controlled trial, 29 women were treated with 1mg ofestra-
diol daily and compared with a group thatdid not receive treatment.
Changes in blood pressure differed significantly (p<*0.05) between
the two groups after one year. A decrease of more than 5 mm Hg
was observed in the estradiol group, whereas an increase was found
in the control group. N o significant side effects were noted.2L

Diabetes

Estrogenreplacementtherapy is associated with a decreased risk
of cardiovascular disease in postmenopausal women. Patients with
noninsulin-dependem diabetes meilitus have an increased cardio-
vascular risk. However, estrogen replacement therapy is only re-

betes meilitus. Estrogen therapy should be prescribed in this
population. Estrogen therapy administered orally and transdermally
improves sensitivity in the liver, glycctnic control, lipoprotein pro-
files and fibrinolysis in postmenopausal women with noninsulin-
dependent diabetes meilitus.2*'2*Brussaard and colleagues, in a dou-
ble-blind, randomized, placebo-controlled trial, studied the effect
of 2 mg of oral estradiol given daily over six weeks in 40 post-

menopausal women with noninsulin-dcpendent diabetes meilitus.
The estrogen-created group demonstrated a significant (p<0.03) de-
crease ofhemoglobinbAl/c, LDL cholesterol, and apolipoprotein
B levels.24 In an open-label, randomized, crossover study, O ’Sul-
livan and Ho compared the effects of oral and transdermai estro-
gen replacement on glucose tolerance. Nine patients were ran-
domized to receive cither 100 pg/day of transdermai estradiol or
1.25 mg/day ofconjugated estrogen for 12 wecks and then crossed
over to receive the alternative treatment tor another 12 weeb. The
authors found that mean glucose and insulin levels were maintained
atan identical level during the hyperinsulinemic euglycemic clamp
performed at prctrcatmcnt and during estrogen therapy. They
concluded that the route ofestrogen replacement therapy does not
have a major impact on glucose metabolism in postmenopausal
women. N o significant side effects were noted.25

Conclusion

Estradiol and estriol have many potential benefits. Estradiol has
a positive cardiovascular effect that can be achieved by using 2
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mg/day orally. | mg/day sublingually or SO pg/day transdermal-
ly.26 Fstndiol has been shown to reduce LDL, VLDL and Lp(.\)
when given orally or transdermally.7 11Transdermal estradiol also
lowers antirhrombin 111 levels, which are associated with severe
and recurrent venous thrombosis.9 1211 Estradiol has a positive ef-
fect on bone mineral density in oral and transdermal dosage
forms.1' Chronic urinary tract infections can be reduced by sup-
plemcnting estrioi, which, when applied topically, works faster
than when taken orally.19 20 Estradiol has a positive eftect on skin
aging,2l lowers blood pressure, 1221 and improves glyceinic control
in patients with noninsulin-dependent diabetes mellitus.21-25.Armed
with this information, physicians and pharmacists can make well-
informed professional decisionsaboutestrogen replacementther-
apy for their patients.
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